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Loss of skeletal muscle mass or sarcopenia is associated with the development of
complications and mortality in patients with liver cirrhosis (LC). Skeletal muscle index
(SMI) is the most validated parameter of sarcopeniain clinical studies, but its evaluation
is difficult in routine clinical practice. The purpose of the study was to assess the
diagnostic concordance between different radiologic skeletal muscle parameters and
their relationship with a short-term survival of LC patients. The study involved 147 LC
patients, including 90 males and 57 females (55.51+0.97). Child-Turcotte-Pugh (CTP)
class A was diagnosed in 23 patients, class B in 51 patients, and class C in 73 patients.
50 patients died from LC complications during the follow-up period (489 (306 - 637)
days). Skeletal muscle index (SMI), psoas muscle mass index (PMI), and transversal
psoas muscle thickness (TPMT) were calculated using the computed tomography at
L3 level. The statistical data was processed using the SPSS22 software (© SPSS Inc.).
PMI and TPMT were found to be objective parameters of sarcopenia in LC patients
having stable diagnostic concordance with SMI (r Spearman's 0.734, 0.649, p<0.001,
k Cohen's 0.727, 0.643, p<0.001, respectively). The use of all three parameters allowed
to reveal more patients with a reduced skeletal muscle mass. Sarcopenia was diagnosed
in 54.9 % of CTP B patients, 86.3 % of CTP C patients, and was associated with an
elevated incidence of ascites, hydrothorax, hepatic encephalopathy, and
hypoalbuminemia. Sarcopenic patients were found more likely to have an alcohol-
related etiology than viral one (HBV, HCV). The overall survival of patients with low SMI,
PMI and TPMT was significantly lower according to Kaplan-Meier analysis. SMI, PMI,
and TPMT were independent predictors of LC-associated mortality (HR 2.66, 2.19,
2.21, respectively, p<0.05) in Cox proportional hazards regression. At least one of the
three decreased radiologic skeletal muscle mass parameters was associated with the
highest risk of fatal LC complications (HR 3.65, p=0.021). Therefore, the psoas muscle
dimensions were considered a reliable tool for detection of sarcopenia and prediction
of short-term survival in LC.

Keywords: psoas muscle, sarcopenia, liver cirrhosis, hepatitis C, hepatitis B, alcohol-
related liver disease.

Introduction

Liver cirrhosis (LC) is the final stage of chronic liver

that malnutrition and its main clinical manifestation

disease that causes more than 1.03 million deaths
worldwide each year [30]. Today, LC is considered as a
dynamic process of liver function deterioration, worsening
of portal hypertension, associated complications, such as
jaundice, ascites, bleeding, encephalopathy, kidney injury,
and infectious complications. One-year LC mortality varies
from 1 to 3.4 % in compensated patients to 67 % in
decompensated patients [30]. Recent studies have shown

sarcopenia are common LC complications associated with
unfavorable prognosis [26]. Decreased skeletal muscle
mass is associated with hepatic encephalopathy,
spontaneous bacterial peritonitis, sepsis, longer hospital
stays, higher treatment costs, decreased pre- and post-
transplant survival [3, 13, 14, 27, 31, 34].

Computed tomography (CT) is the basic method of
skeletal muscle mass assessment. It has been found that

© 2022 National Pirogov Memorial Medical University, Vinnytsya



Radiological psoas muscle parameters as a reliable tool for detection of sarcopenia and prediction of short-term ...

the cross-sectional skeletal muscles area at L3 level
strongly reflects the total skeletal muscles mass [19]. The
Skeletal Muscle Index (SMI), a height-normalized cross-
sectional skeletal muscle area, is the most studied
sarcopenia parameter, which has proven its prognostic
reliability in LC patients [4, 13]. However, SMI evaluation in
clinical practice is associated with certain limitations, as it
requires special software, qualified radiologist expertise
and significant time [16]. Isolated psoas muscle
visualization is technically simpler, and calculating the area
or thickness is not so time-consuming process depending
on special software. Today, the diagnostic and prognostic
importance of psoas muscle parameters for LC patients
is still unclear [26].

The purpose of the study was to evaluate the diagnostic
concordance between different radiologic skeletal muscle
mass parameters and their relationship with short-term
survival of LC patients.

Materials and methods

Between 2018 and 2020, 147 LC patients, including 90
males and 57 females (mean age 55.51+0.97) were
involved in the study. All participants were informed about
the purpose of the study and provided their written consent.
Committee on Bioethics of National Pirogov Memorial
Medical University, Vinnytsya (protocol Ne 8 From
17.10.2019) found that the studies do not contradict the
basic bioethical standards of the Declaration of Helsinki,
the Council of Europe Convention on Human Rights and
Biomedicine (1977), the relevant WHO regulations and

laws of Ukraine.

Child-Turcotte-Pugh (CTP) Class A was diagnosed in
23 patients, Class B - in 51, and class C - in 73 patients.
Viral (HBV, HCV) aetiology was confirmed in 26, alcohol-
related - in 85, and viral-alcohol-related - in 36 patients. At
baseline, 107 patients had > 20 MELD. The patients were
followed-up until 2022. During this time, 50 patients died
from LC complications.

The skeletal muscle indexes were assessed using CT
(Fig. 1). The skeletal muscle cross-sectional area
measured at L3 level was normalized to height and the
SMI was calculated [24]. Total psoas muscle (right and left)
area was normalized to height, and the psoas muscle mass
index (PMI) was calculated. The muscle area was visualized
and measured using NIH ImageJ version 1.52a software
package (https://imagej.nih.gov/ij/download.html) within
the range -29 +150 HU [9, 19]. Psoas muscle thickness
(mean right and left muscle thickness) was determined
using MicroDicom viewer version 2.2.5 as the largest
transversal dimension perpendicular to the longitudinal
axis of the muscle [29]. The value was normalized to height
and the transversal psoas muscle thickness (TPMT) was
calculated. The reference values were considered SMI>52.2
and >39.3 cm?m?, PMI>6.44 and >3.49 cm?/m?, TPMT>11.1
and >7.42 mm/m in males and females, respectively [18].
A decrease of at least one of the parameters was regarded
as sarcopenia.

The statistical data was processed using the SPSS22
software package (© SPSS Inc.). The mean, standard
deviation, and standard error of the mean were calculated.

Fig. 1. Abdominal CT images at the third lumbar vertebra level; A, B, C: Non-sarcopenic female patient with SMI 42.0 cm?/m?;
PMI5.79 cm?/m?; TPMT 12.4 mm/m. D, E, F - sarcopenic female patient with SM136.7 cm?/m?; PMI 3.31 cm?/m?; TPMT 5.09 mm/m.
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Parametric Student's t-test and non-parametric Mann-
Whitney U test were used to evaluate the intergroup
difference, while Fisher's exact test was used to compare
the frequency of changes, and Spearman's rank correlation
coefficient was used to determine the relationships
between values. The diagnostic concordance between
parameters was assessed using Cohen’s kappa statistic
and ROC analysis. The patient survival was analyzed using
the Kaplan-Meier method, while survival curves were
compared using the Logrank test. The Cox regression
method was used to assess the mortality predictors. The
difference at p<0.05 was considered statistically significant.
The results were presented as M+SD, M+m, and Me (P, -

P.o).

Results

LC progression was accompanied by loss of skeletal
muscle mass (Fig. 2). The most pronounced decrease of
the cross-sectional skeletal muscle area, psoas muscle
area and psoas muscle thickness occurred in CTP C
patients. The sarcopenia incidence significantly increased
with higher CTP class and reached 4.35 % in CTP A
patients, 54.9 % - in CTP B, and 86.3 % in CTP C patients
(p<0.05).

PMI and TPMT significantly correlated with SMI
(r Spearman's 0.734, 0.649, respectively, p<0.001). ROC
analysis showed that low PMI and TPMT values could be a
reliable predictor of SMI-established sarcopenia (AUC
0.870, 0.828, respectively, p<0.001). 127 of 147 patients
were equally assessed using SMI and PMI (i.e., as patients
with normal or low muscle mass), while 120 of 147 patients
were equally assessed using SMI and TPMT. Cohen's
kappa for SMI and PMI was 0.727, for SMI and TPMT was
0.643 (p<0.001), which represented a moderate diagnostic

agreement between indexes. Worthy to note that
simultaneous decrease of PMI, SMI and TPMT was
observed in only 42.2 % of patients, while the decrease of
at least one of the parameters was observed in 63.3 % of
patients.

Table 1. Baseline characteristics of the study population according
to sarcopenia.

Vol. 28, Ne3, Page 5-13

- Sarcopenia | Sarcopenia
Characteristics absent, n=53 | present, n=94
Age (years), M = SD 58.13+11.54 | 53.98+11.82*
Male, n (%) 24 (45.3) 33(35.1)
Female, n (%) 29 (54.7) 61 (64.9)
Viral (HBV, HCV) etiology, n (%) 17 (32.1) 9 (9.57)*
Alcohol-related etiology, n (%) 19 (35.8) 66 (70.2) *
Mixed (viral, alcohol-related) etiology, n (%) 17 (32.1) 19 (20.2)
Ascites 1 degree, n (%) 25 (47.2) 24 (25.5) *
Ascites 2 - 3-degree, n (%) 18 (33.9) 60 (63.8) *
Platelets (*109/L), M + SD 181.8+77.4 | 134.6+65.5*
Serum creatinine, (?mol/L), Me (P, P..) (69 ;6_82 5| 69 26_5117)
Hepatorenal syndrome, n (%) 7 (13.2) 18 (19.1)
Hydrothorax, n (%) 5(9.43) 24 (25.5)*
Hepatic encephalopathy | stage, n (%) 10 (18.9) 34 (36.2)*
Hepatic encephalopathy Il - Il stage, n (%) 1(1.89) 37 (39.4)*
I 24,1 60,0
Total bilirubin (mmol/L), Me (P,.- P..) 7.1-437) | (36,0 - 98,0)*
. 2.18 291
Prothrombin time (INR), Me (P,- P,.) (160 - 257) | (2.30 - 3.30)*
Albumin (g/L), M £ SD 37.31+5.34 | 30.77+4.93*
Albumin < 30 g/L, n (%) 6 (11.3) 42 (44.6)*
CTP, M + SD 7.585+1.965 | 10.37+1.884*
MELD, M + SD 19.01+8.50 | 29.09+7.08*
Note: * - p value <0.05.
7
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Table 2. Muscularity variables in LC patients according to the survival status (M + SD, %).

) Men Women
Variables
Survivors, n=71 Non-survivors, n=31 Survivors, n=40 Non-survivors, n=19
SMI, cm?/m? 52.27+6.86 45.99+5.60* 38.96+5.19 33.92+5.04*
PMI, cm?/m? 7.291+1.890 6.102+1.466* 4.660+1.724 3.134+1.307*
TPMT, mm/m 12.83+2.82 10.96+2.65* 8.411+1.775 6.122+1.600*
Sarcopenia, n (%) 34 (47.8) 27 (87.1)* 16 (40.0) 15 (78.9)*
Note: * - p value <0.01
Survival Function Survival Function
1,04 1,0
]
1
:
0,84 ‘._ 0,84
-
' ng_l Rani.(. _ \ Log Rank:
_ “ x<=21,6; p=0.000 = e x% = 13,7; p=0.000
S o067 " S 06
£ "oy £ g™
E e e T i E Y-t e =t == == +
w w
g 047 g 0.4
= =
& @
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Time, days Time, days
Fig. 3. Kaplan-Meier analysis for survival according to the presence of sarcopenia.

Sarcopenic patients had more severe manifestations  proportion of individuals with overt ascites, hydrothorax,
of portal hypertension and liver failure (Table 1). The hepatic encephalopathy, and hypoalbuminemia in
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Cumulative proportion surviving according to
the presence of sarcopenia
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Fig. 4. Cumulative Proportion Surviving according to the presence
of sarcopenia.

sarcopenic patients was growing. The mean MELD and
CTP score of sarcopenic patients was significantly higher
than in patients with normal skeletal muscle mass. SMI,
PMI and TPMT were inversely correlated with CTP
(r=-0.499/-0.580, -0.502/-0.578 and -0.524/-0.563 in males/
females, respectively, p<0.001) and MELD (r=-0.461/-0.391,
-0.427/-0.506 and -0.454/-0.512 in males/females,
respectively, p<0.001). We noted a trend of higher
sarcopenia incidence in males than in females (67.8 vs.
57.9 %, p>0.05, respectively). A decrease of skeletal muscle
mass in patients with alcohol-related and viral-alcohol-
related etiology was more common than in patients with
viral etiology (77.6 and 52.8 vs. 34.6 %, respectively, p<0.05).

The median follow-up period was 489 (306 - 637) days.
During this time, no patient was lost to follow-up, and 50
patients (34.0 %) died from LC complications. The

Table 4. Multivariate Cox regression analysis for mortality.

Table 3. Univariate Cox regression analysis for mortality.

Variables HR 95 % CI p
Sex (male) 0.913 | 0.516 -1.616 | 0.754
Etiology (alcohol-related) 1.428 | 0.634 - 3.216 | 0.390
Ascites (2 - 3 degree) 6.246 | 1.854 - 21.05| 0.003
Hydrothorax 4.170 | 2.361 - 7.367 | 0.000

Hepatic encephalopathy (Il - lil stage) 4.216 | 2.201 - 8.077 | 0.000

Serum bilirubin (> 50 mmol/L) 2.023 | 1.153 - 3.550| 0.014
Serum albumin (< 30 g/L) 3.980 | 2.265 - 6.994 | 0.000
Prothrombin time, INR (> 2) 2.129 | 0.995 - 4557 | 0.052
Platelets (< 100*10%/L) 2.154 | 1.217 - 3.815| 0.008
Serum creatinine (> 133 mmol/L) 1.610 ]| 0.805 - 3.220| 0.178
Sarcopenia

(low SMI, < 52.2 / 39.3 cm/m?) 5.040 | 2.363 - 10.75 | 0.000

Sarcopenia

(low PMI, < 6 .44 / 3.49 cm?/m?) 3.039 | 1.638 -5.638 | 0.000

Sarcopenia
(low TPMT, <11.1/7.42 mm/m)

Sarcopenia (low SMI, PMI or TPMT) 5.269 | 2.243 - 12.38 | 0.000

2.976 | 1.604 - 5.522| 0.001

deceased patients had significantly lower baseline SMI,
PMI, and TPMT, and their sarcopenia incidence was almost
twice as high as that of survived patients (Table 2). The
overall survival of patients with normal and reduced skeletal
muscle mass was significantly different (Fig. 3, Fig. 4).
Importantly, low SMI, low PMI, low TPMT were associated
with poor survival. The cumulative survival rates in
sarcopenic patients (decreased SMI, PMIor T3MT) at Months
6, 12, and 18 were 0.702, 0.606, and 0.520 versus 0.925,
0.905, and 0.880 in non-sarcopenic patients. The mean

Model 1 (low SMI)

Model 2 (low PMI)

Variables
HR 95% ClI p HR 95% ClI p

Ascites (2 - 3 degree) 1.145 0.515 - 2.550 0.737 0.805 0.367 - 1.765 0.588
Hydrotorax 1.419 0.649 - 3.100 0.381 1.502 0.698 - 3.230 0.298
Encephalopathy (Il - Ill stage) 2117 1.000 - 4.497 0.049 2.490 1.176 - 5.275 0.017
Serum bilirubin (> 50 mmol/L) 1.612 0.906 - 2.867 0.104 1.670 0.929 - 3.002 0.086
Serum albumin (< 30 g/L) 2.656 1.440 - 4.897 0.002 2.926 4.605 - 5.333 0.000
Platelets (< 100*10°/L) 1.442 0.776 - 2.679 0.246 1.185 0.632 - 2.222 0.597
Sarcopenia 2.664 1.191 - 5.959 0.017 2.193 1.021 - 4.709 0.044

Variables Model 3 (low TPMT) Model 4 (low SMI, PMI or TPMT)
Ascites (2 - 3 degree) 0.768 0.358 - 1.732 0.553 0.909 0.422 - 1.958 0.807
Hydrotorax 1.786 0.822 - 3.881 0.143 1.495 0.699 - 3.197 0.300
Encephalopathy (Il - Ill stage) 2.278 1.069 - 4.854 0.033 2.127 1.009 - 4.489 0.049
Serum bilirubin (> 50 mmol/L) 1519 0.846 - 2.730 0.162 1.389 0.771 - 2.504 0.274
Serum albumin (< 30 g/L) 2.614 1.416 - 4.825 0.002 2.723 1.497 - 4953 0.001
Platelets (< 100*10°/L) 1.252 0.670 - 2.344 0.479 1.298 0.700 - 2.406 0.408
Sarcopenia 2214 1.032 - 4.750 0.041 3.653 1.216 - 10.97 0.021

Vol. 28, Ne3, Page 5-13
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estimate survival time of sarcopenic patients was
significantly lower than survival time of patients with normal
muscle mass 717.6+43.1 versus 874.1+35.7 days (Mtm,
p<0.01).

Cox's proportional hazards model was used to
determine predictors of LC mortality. Grade 2 - 3 ascites,
hydrothorax, stage Il - lll hepatic encephalopathy, total serum
bilirubin >50 pymol/L, serum albumin <30 g/L, platelets
<100*10°%L, and low skeletal muscle mass parameters
(SMI, PMI or TPMT) were significantly associated with the
overall mortality of LC patients in univariate regression
analysis (Table 3). Multivariate regression analysis showed
that only hepatic encephalopathy, hypoalbuminemia, and
decreased skeletal muscle mass were independent
mortality predictors for LC patients (Table 4). The highest
ratio was obtained in a low SMI, PMI or TPMT model (HR
3.65, p=0.021). Such patients had a 78.5 % probability of
earlier development of fatal LC complications than patients
with normal muscle mass.

Discussion

Assessment of prognosis is critical important to identify
high-risk patients and to select optimal treatment regimen.
Traditional prognostic tools CTP and MELD have certain
limitations. In particular, CTP encephalopathy and ascites
are subjective variables, as their severity may change
throughout treatment course. Objective CTP values
(bilirubin, albumin) are selected empirically and interpreted
rather by rank than a linear model [12]. The MELD score
involves objective variables (creatinine, bilirubin,
prothrombin test) but correctly predicts three-month survival
in only 80 % of cases [12, 23]. A significant disadvantage of
both systems is an underestimation of other comorbidities
or LC complications, in particular, the nutritional status of
patients.

Malnutrition is developed in most LC patients. Reduced
food intake, impaired digestion, malabsorption, metabolic
disorders, endotoxemia, systemic inflammation, and
myokine and adipokine systems disturbance in LC patients
lead to protein-energy deficiency and skeletal muscles
atrophy [7]. Recent studies suggest that malnutrition and
sarcopenia are common, prognostic-modifying, but often
underestimated LC complications [27, 28]. CT scan at L3
level allows to accurately evaluate skeletal muscle area,
which is strongly consistent with total muscle mass [16].
As LC patients require regular screening for hepatocellular
carcinoma and other complications, radiologic
assessment of skeletal muscle mass may become a
routine procedure.

SMI is the most validated parameter of sarcopenia in
clinical studies and an independent predictor of mortality
in LC patients [16]. In clinical practice, the SMI calculation
is a time-consuming procedure, requiring special software
and radiologist expertise. Calculation of psoas muscle area
and thickness is considered a more available procedure.
In practice, psoas muscle is clearly dissociating with

retroperitoneal adipose tissue and vertebrae, rarely
infiltrated by fat, not compressed by ascitic fluid and
enlarged organs; its size does not depend on physical
activity [19]. Psoas muscle thickness calculation does not
require special software and radiologist's expertise. The
psoas muscle section area calculated using linear
dimensions or software are almost the same figure [5]. In
the literature, psoas muscle measurement has been
mentioned at the umbilicus or L3, L4 levels [15]. The
umbilicus may change position in case of ascites or
paracentesis, and is not always visible. To calculate the
psoas muscle dimensions, we chose the L3 level, which
was taken as a fixed reference point. Radiologic muscle
mass parameters are known to have significant sex and
ethnic variability [15, 16]. We had determined SMI, PMI and
TPMT reference values for Ukrainian population earlier [18].

Our data showed that psoas muscle area and thickness
were significantly consistent with SMI. Low PMI and TPMT
most likely corresponded to low SMI (AUC >0.800), and
muscle mass parameters were found comparable in 73
and 65 % of cases, respectively. Diagnostic agreement
between TPMT and SMI had been demonstrated in several
other studies [10, 20]. In contrast, Ebadi M. et al. [6] showed
that PMI and SMI were moderately concordant in females,
yet poorly concordant in male LC patients, and of 29 % of
patients in this study were misclassified. Despite
diagnostic consistency, these parameters were not equal,
as some patients with normal SMI showed low PMI and
TPMT, and vice versa. Most likely using only one of the
parameters may lead to underestimation of sarcopenia in
some LC patients.

According to a recent meta-analysis, the prevalence of
sarcopenia in LC patients varies from 15.5 to 68.5 %
depending on a cohort, severity of the disease, and
assessment methods [27]. In our study low muscle mass
was present in 63.3 % of patients. Hight prevalence of
sarcopenia in our cohort was probably related with LC
decompensation in vast majority of patients and >20 MELD
in more than two-thirds of patients at baseline. A number of
studies have demonstrated an association between LC
severity, alcohol-related etiology, male sex, and sarcopenia
incidence [2, 8, 20, 32]. In our cohort, the incidence of
sarcopenia increased along with the disease stage and
reached 86.3 % in CTP C patients. Decreased skeletal
muscle mass was more common in patients with alcohol-
related or viral-alcohol-related liver disease than in patients
with isolated viral disease. At the same time, we observed
only a trend towards higher incidence of sarcopenia in
males.

Our prospective study revealed that sarcopenia was
associated with poor survival in LC patients. In particular,
patients who died during the follow-up had significantly
lower SMI, PMI, and TPMT than those survived. The short-
term survival of patients with low values of psoas muscle
area and thickness was significantly worse than in patients
with normal indexes. The cumulative proportion surviving
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in patients with low SMI, PMI and TPMT by 18-th follow-up
month was comparable, ranging from 50.2 to 52.8 %
versus 79.9 to 86.5 % in patients with normal indexes.

It had previously been shown that loss of muscle mass
in LC patients was associated with the development of
severe or resistant ascites, hepatic encephalopathy,
spontaneous bacterial peritonitis, and occurrence of acute-
on-chronic liver failure [17, 22, 34]. In our study, sarcopenic
patients were more likely to have overt ascites and
encephalopathy, hydrothorax, hypoalbuminemia,
hyperbilirubinemia, prolonged prothrombin time, and
thrombocytopenia. Some of these factors, such as ascites,
encephalopathy, jaundice, hypoalbuminemia, prolonged
prothrombin time, and high creatinine, are incorporated
into CTP or MELD prognostic tools and associated with
poor patient survival [12]. Our goal was to find out what
causes a poor prognosis: sarcopenia per se or other LC
complications that accumulate in sarcopenic patients. We
have shown that low muscle mass, ascites,
encephalopathy, hydrothorax, hypoalbuminemia,
hyperbilirubinemia, and thrombocytopenia are significantly
associated with patient mortality in a univariate regression
analysis. At the same time, creatinine, prothrombin time,
male sex, and alcohol etiology were not significantly
associated with the survival rate. Multivariate regression
analysis showed that only sarcopenia, hypoalbuminemia
and hepatic encephalopathy had independently influenced
the time of LC patients™ death. It should be mentioned that
low PMI and TPMT posed a risk comparable to SMI (HR
2.19, 2.21 and 2.66, p<0.05). Patients with low level of at
least one of the indexes had the greatest risk (HR 3.65,
p<0.05). A recent meta-analysis of 10 studies, eight of which
assessed the prognostic SMI value and two dealt with TPMT
in LC patients without hepatocellular carcinoma showed a
risk of mortality comparable with our results (HR 2.31,
p<0.05) [27].

Several other recent retrospective studies have
demonstrated the prognostic TPMT value in LC patients [1,
10, 20, 21]. M. Praktiknjo et al. [22] found that psoas muscle
thickness was an independent predictor of one-year
mortality and the occurrence of acute-on-chronic liver failure
after transjugular portosystemic shunt. TPMT was an
independent predictor of overall survival for hepatocellular
carcinoma patients receiving targeted therapy [33].

Literature data on psoas muscle area are more
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PALIONOrIYHI MOKA3HUKM MOMNEPEKOBOIO M'A3A SIK HAQIMHWUMA IHCTPYMEHT BUABINEHHA CAPKOMEHIT TA
NPOrHO3YBAHHA KOPOTKOCTPOKOBOIO BMXKMBAHHA MPU LIMPO3I NEYIHKA

Mourok B. M., NMenmiok H. O.

Bmpama macu ckernemHux m'sizie abo capKoneHiss acoyiloembcsi 3 PO38UMKOM yCKIaOHeHb ma CMEePMHICMI0 y X80PUX Ha Uupo3
nediHku (UI1). IHOekc ckenemHux m'sasie (SMI) € Halbinbw 8anidu3oeaHuM 8 KiliHiYHUX OOCIOXEHHSIX MOKa3HUKOM CapKoreHil, ane
(020 8U3HAYeHHS € CKNadHuUM 8 PYyMUHHIU KiiHIYHIG npakmuyi. Mema 0ocnidxeHHs: oyiHumu OiaeHOCMUYHY y3200)KeHiCmb MiX
pisHUMU padionoziyHUMU NMoKa3HUKaMu Macu CKerlemHux M's3ie ma ix 38'930K 3 KOPOMKOCMPOKOBOH euxusaHicmio xeopux Ha L. Y
docnidxeHHs1 6yno 3anydeHo 147 xeopux Ha LI, 90 yonosikie ma 57 xiHok (55,51+0,97 pokig). LI knacy A 3a Child-Turcotte-Pugh
(CTP) 6ys diaezHocmoeaHull y 23, knacy B - y 51, knacy C - y 73 xeopux. 50 nauieHmis nomepnu 8id ycknadHeHb L1 npomsizom nepiody
nodanbwozo criocmepexeHHss (Me 489 (306 - 637) OHig). Memodom komm'tomepHOi momoepachii eusHadanu HopmarizosaHi o 3pocmy
now,y nonepe4yHo20 3pisy ckenemHux m'asie (SMI), nmowy nonepekosozo m'aza (PMI), moswuHy nonepekosozo m'a3a (TPMT) Ha
pigHi L3. CmamucmuyHy o0bpobky daHux nposodusnu y rnpoepamHomy 3abesnedeHHi SPSS22 (©SPSS Inc.). BcmaHoeneHo, wio PMI ma
TPMT € o6'ekmusHuMu mapkepamu capkoneHii y xeopux Ha LI ma maomb cmiliky GiaeHocmuydHy y3200xeHicmb 3 SMI (r Spearman's
0,734, 0,649, p<0,001; k Cohen's 0,727, 0,643, p<0,001, 8idnogidHo). 3acmocysaHHs1 ycix mpbox iHOekcie 0o3gosnsie susiensamu binbwy
KirbKiCmb X80PUX i3 3HUXXEHOK Macor ckeremHux m'sasig. CapkoneHis npucymHsi y 54,9 % y xeopux Ha Ul knacy B, 86,3 % y xeopux
Ha LI knacy C ma acouitoembcs i3 36inbWeHHsIM Yyacmomu acyumy, 2idpomopakcy, ne4iHkoeoi eHueganonamii, einoanbbymiHemil.
lMayieHmu i3 capkorneHie Yacmiwe Marmp anKko20/1bHy emiosogito 3axeoprosaHHs, Hix eipycHy (HBV, HCV). B aHani3i KannaHa-
Meliepa 3acanbHa guxusaHicmb naujieHmige 3 HU3bKUMU 3HadeHHsmMu SMI, PMI ma TPMT e docmosipHo meHwor. B 6azamomipHomy
peepecitHomy aHanisi Kokca SMI, PMI ma TPMT € HesanexHumu npedukmopamu noe'sa3aHoi 3 L1 cmepmHocmi (HR 2,66, 2,19, 2,21,
8i0roeidHo, p<0,05). 3HWkeHHs1 xo4a 6 00HO20 i3 MPbOX padiono2idHUX MOKa3HUKI8 Macu CKernemHux M'sa3ig acouirnemscsi 3 Halubinbuwum
pusukom pamarnbHux ycknadHeHb LN (HR 3,65, p=0,021). Takum 4YuHOM, pO3Mipu ronepekogoz2o M's3a € HadilHUM MapKepom
capkorieHii ma MOXymb pO2HO3y8amu KOPOMKOCMPOKO8Y 8uXueaHicmb xeopux Ha L.

KntouoBi cnoBa: nonepexkosuli M'a3, capkorneHis, yupo3s neyiHku, eenamum C, 2enamum B, ankozonbHa xeopoba neyiHKu.
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Aortic root requires preliminary preoperative analysis for coronary artery bypass graft
(CABG) in coronary heart disease (CHD). The dimensions of the aorta correlate with
anthropometric indicators. The purpose of the study: to establish the relationship between
sinuses of Valsalva height, coronary artery ostia height and biometric parameters (age,
height, weight, body surface area and body mass index) in men with CHD using computed
tomography. Research materials and methods include contrast-enhanced computed
tomography images of the aorta of men with verified CHD. According to growth parameters,
division into 2 groups was made. The sinuses of Valsalva height and right and left
coronary artery ostia height were measured. Clinical data were analyzed: age, height,
body weight, body surface area (BSA) and body mass index (BMI). Statistical analysis:
Student's t-test, Kendall's rank correlation method, Pearson's linear correlation, Fisher's
multifactorial regression analysis. Analysis of the results of computed tomography of 30
men with CHD (average age 60.80+£10.63 years) showed that the average values of the
three sinuses of Valsalva height were approximately at the same level. The results of the
Pearson linear correlation evaluation showed the absence of a proven relationship between
biometric indicators and morphometric data according to CT in men with CHD (p>0.05).
Multifactor regression analysis proved the inverse significant influence of weight and the
direct significant influence of BMI and BSA on the dependence of left coronary artery ostia
height. The multiple correlation coefficient was R=+0.55, with p=0.023, SEE=2.74. Prediction
of the level of left coronary artery ostia height in men with CHD was carried out with
confirmation of the constructed model. In the first group of short men (n=11) with CHD
(average age 60.11+12.63 years, height 1.677+0.023 m), an inverse correlation between
height and left coronary artery ostia height (Zb=-0.56, p=0.034). Reliable direct relationships
between the left coronary artery ostia height parameter and several anthropometric
indicators were established: with weight - a direct strong relationship ( tb=+0.72, p=0.007),
with BMI - a direct relationship of medium strength (th=+ 0.67, p=0.008), with BSA -
average strength direct connection (fb=+0.58, p=0.023). The relationship between the
value of the right coronary artery ostia height and the BSA indicator - the inverse of the
average strength correlation (Zb=-0.51, p=0.046) was proved. Relationships between
morphometric parameters and age were not proven. Thus, in menwith CHD, left coronary
artery ostia height correlates with weight, BMI, and BSA. In short men with CHD, there is
an inverse relationship between left coronary artery height and height; direct relationships
with weight, BMI and BSA.

Keywords: aorta, coronary artery, anatomy, computed tomography, sinus of Valsalva.

Introduction

Structural changes in the coronary arteries are a
prerequisite for the development of coronary heart disease
(CHD). One of the treatment options for CHD is cardiac
surgery - coronary artery bypass graft (CABG). Aotrtic root, in
particular the sinuses of Valsalva and coronary artery ostia,
require careful preoperative analysis to avoid intraoperative

complications (air embolism during deaeration, conduction
disturbances during interventions at the aortic-mitral junction,
etc.).

The dimensions of the aorta correlate with anthropometric
indicators [4, 6]. The widespread implementation of
transcatheter aortic valve replacement (TAVI) contributes to
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the intravital study of aortic root morphology in valvular heart
disease [7, 15]. Studies indicate different relationships
between sex, age, height, body surface area (BSA) and body
mass index (BMI) in severe aortic stenosis [1, 3]. On the
other hand, the morphometric parameters of sinuses of
Valsalva and coronary artery ostia in CHD have not been
sufficiently covered. Although a direct association has been
established between the risk of coronary heart disease and
human height [12, 13].

Contrast-enhanced computed tomography (CT) is
considered the "golden" standard for intravital analysis of
aortic anatomy [2, 11]. Measurement of the sizes of aortic
root structures, taking into account anthropometric indicators
in CHD, is important in the context of preoperative analysis.

The purpose of the study: to establish the relationship
between sinuses of Valsalva height, coronary artery ostia
height and biometric parameters (age, height, weight, body
surface area and body mass index) in men with coronary
heart disease using computed tomography.

Materials and methods

The study was approved by the Bioethics Commission
of the Danylo Halytsky Lviv National Medical University
(protocol Ne 10 dated 12/20/2022).

Study population. The study included male patients of
the cardiac surgery department who underwent planned
preoperative CT of the aorta. Inclusion criteria: patients
referred for coronary artery bypass grafting for CHD.
Exclusion criteria: patients with CHD and combined
pathology of the heart or aorta; chest injuries or thoracic
interventions in the anamnesis; insufficient visualization of
the studied structures. It is important to emphasize that
patients with CHD and valvular defects were not included
in the study. Clinical data, which were considered
independent variables, were analyzed: age, height, body
weight, BMI and BSA were calculated. BSA was calculated
according to Mosteller's formula [9]. Out of the analyzed
168 examinations, 30 people met the specified criteria.
According to growth parameters, they are divided into 2
groups: 1st group - with a height of less than 1.7 m (n=11),
2nd group - with a height of 1.71-1.8 m (n=19).

CT assessment. CT was performed on a LightSpeed
64 VCT XT scanner, GE (General Electric) using Ultravist
470 contrast enhancement (Bayer Healthcare). Image
analysis and measurements were carried out according
to step-by-step recommendations [2].

Statistical analysis. The average values of the basic
characteristics of the patients (biometric parameters) were
compared according to the Student's t-test. Calculation of
interrelationships in small samples of patients was carried
out by the method of Kendall's rank correlation, namely,
using th-Kendall's coefficients (Kendall's tau-b), which do
not depend on the presence or absence of relationships in
ranks. Pearson's linear correlation analysis was conducted
between the studied parameters. The relationship between
independent variables (biometric indicators) and

dependent variables (morphometric indicators of the aorta)
was carried out using multivariate regression analysis.
When detecting dependencies, the Durbin-Watson
autocorrelation criterion checked the correctness of the
proposed model (p<0.05 was considered reliable).
Calculations were performed in R Commander (version
2.7-2, GNU General Public License) and SPSS (version
22.0, IBM Corp., Armonk).

Results

The analysis of the results of computed tomography of
30 men with CHD (average age 60.80+10.63 years) showed
that the average values of the three sinuses of Valsalva height
were approximately at the same level: the height of the
posterior sinus of Valsalva - 22.71+2.07 mm, the height of
the left sinus of Valsalva - 21.84+2.69 mm and height of right
sinus of Valsalva - 22.21+2.38 mm. The average levels of
the departure height of the coronary arteries were:
13.97+£3.10 mm for the left coronary artery and 13.81+3.40
mm for the right coronary artery. The level of departure of the
coronary artery was considered to be the lower edge of the
coronary artery ostia. The left coronary artery ostia height
was 18.27+3.13 mm and 17.98+2.95 mm for the right one.

The results of the Pearson linear correlation evaluation
showed the absence of a proven relationship between
biometric indicators and morphometric data according to
CT in men with CHD (p>0.05) (Table 1).

A proven direct correlation of medium strength was
established between the three sinuses of Valsalva height,
namely: left sinus of Valsalva height is interconnected with
the height of the posterior and right sinus of Valsalva (r=+0.39,
p=0.031). The interdependence (direct strong relationship)
between the left sinus of Valsalva height and the left coronary
artery ostia height is also proven: for the lower edge of the
ostia (r=+0.74, p=0.000) and the upper edge of the ostia
(r=+0.78, p=0.000). The level of the right coronary artery ostia
height was directly related to the value of the right sinus of
Valsalva height (r=+0.58, p=0.001). The relationship between
the values of the sinuses of Valsalva height indicators is
visualized (Fig. 1).

Considering the above, it was considered appropriate to
conduct a multifactorial regression analysis of the influence
of anthropometric parameters on the morphometric
parameters of the studied structures in men with CHD. As a
result of the study, the dependence of the left coronary artery
ostia height on a complex of anthropometric indicators was
proven, namely: the inverse significant influence of weight
and the direct significant influence of BMI and BSA. The
multiple correlation coefficient was R=+0.55, with p=0.023,
SEE=2.74. The adjusted coefficient of multiple determination
(Rzadj:+0.22) confirmed the dependence of the value of the
left coronary artery ostia height in 22.3 % of cases on the
specified anthropometric indicators in men with CHD. The
Durbin-Watson autocorrelation criterion (1.66) confirmed the
correctness of the constructed model (Table 2).

Entering the obtained data into the model, we get the
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Table 1. Correlation data (r) between vascular indicators and biometric indicators in men with CHD.

Parameters Posterior Left SoVv Right SoV LCA height | RCA height | LCA height | RCA height
SoV height height height (lower) (lower) (upper) (upper)

r -0.11 -0.17 0.21 -0.02 0.03 -0.17 0.03
age

p 0.573 0.380 0.262 0.897 0.892 0.368 0.867

r -0.02 -0.11 -0.03 -0.30 0.03 -0.16 -0.11
height

p 0.898 0.553 0.873 0.106 0.858 0.387 0.546

r 0.07 -0.11 0.22 -0.10 0.24 -0.05 0.06
weight

p 0.732 0.577 0.248 0.595 0.210 0.784 0.770

r 0.10 -0.06 0.28 0.04 0.25 0.02 0.11
BMI

p 0.597 0.766 0.140 0.836 0.181 0.900 0.557

r 0.05 -0.10 0.19 -0.13 0.21 -0.06 0.02
BSA

p 0.792 0.593 0.325 0.494 0.270 0.742 0.909

r 0.39* 0.34 0.21 0.05 0.16 0.03
Posterior SoV height

p 0.031 0.064 0.273 0.799 0.397 0.874

r 0.39* 0.39* 0.74* 0.03 0.78** 0.19
Left SoV height

p 0.031 0.032 0.000 0.875 0.000 0.304

r 0.34 0.39* 0.20 0.58** 0.28 0.67*
Right SoV height

p 0.064 0.032 0.288 0.001 0.139 0.000

r 0.21 0.74* 0.20 0.00 0.77* 0.13
LCA height (lower)

p 0.273 0.000 0.288 0.997 0.000 0.487

r 0.05 0.03 0.58** 0.00 0.17 0.86**
RCA height (lower)

p 0.799 0.875 0.001 0.997 0.357 0.000

r 0.16 0.78* 0.28 0.77* 0.17 0.28
LCA height (upper)

p 0.397 0.000 0.139 0.000 0.357 0.134

r 0.03 0.19 0.67* 0.13 0.86** 0.28
RCA height (upper)

p 0.874 0.304 0.000 0.487 0.000 0.134

Notes: BMI - body mass index; BSA - body surface area; SoV - sinus of Valsalva; LCA height (upper) - left coronary artery, upper edge;
RCA height (upper) - right coronary artery, upper edge; LCA height (lower) - left coronary artery, lower edge; RCA height (lower) - right
coronary artery, lower edge; * - the correlation is significant at p<0.05; ** - the correlation is significant at p<0.001.
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following linear equation of the model:
the level of the left coronary artery ostia height = -3.676 x
Al+4.144x A2 +194.5x A3 - 183.05.
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Fig. 1. The relationship between the height indicators of the right,
left and posterior sinus of Valsalva in men with CHD.

As a result of the calculations, the average predicted
value of the left coronary artery ostia height in men with CHD
is 13.97+1.69 mm (minimum value 9.77 mm, maximum
18.18 mm), which completely coincides with the actual
average value, according to CT data, in men with this
pathology: 13.97+3.10 mm.

Figure 2 graphically shows the normal probability of the
influence of independent anthropometric predictors on the
predicted value of left coronary artery ostia height in men
with CHD.

For the purpose of practical development of the obtained
model, we present two examples of calculations for different
anthropometric parameters of studied patients with CHD.

Example Ne 1. Patient Ne 7 from the database: male, 54
years old, height 1.75 m, weight 72.0 kg, BMI 23.51 kg/m?,
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Table 2. Results of logistic regression calculations for predicting
the level of left coronary artery ostia height in men with CHD.

Table 3. Distribution of vascular parameters (according to CT
data) in groups of men with CHD by height (M+SD, mm).

Indicators Conventional designation | b- coefficients p Group 1 Group 2
Comstant 183.05 0.022 Indicators (1.6-1.7 m) (1.71-1.8 m) p
n=11 n=19

Weight Al 3676 o.on Posterior SoV heigh 2286:258 | 22.48+188 | 0683
BMI A2 4144 0.005 Left SoV height 2190+1.84 | 21.49:308 | 0.666
BSA A3 1945 0.015 Right SoV height 2207+2.22 | 22.08+2.57 0.993
Normal Probability Plot of Residuals LCA height (lower) 14.98+2.39 13.41+3.50 0.172
= RCA height (lower) 13.99+259 | 13424385 | 0.645
LCA height (upper) 18.22+2.93 18.27+3.49 0.970
RCA height (upper) 18.39+2.71 | 17.47+3.14 0.424

Expected Normal Value

-6 4 2 0 2 4 6
Residuals

Fig. 2. Normal probability of influence of predictors on the predicted
value of left coronary artery ostia height in men with CHD.

BSA 1.870 m?, left coronary artery ostia height 13.50 mm.

By substituting the given patient data into the presented
linear logistic regression equation, we get the result: level of
the left coronary artery ostia height = -3.676 x 72 + 4.144 x
23.51 +194.5 x1.870 - 183.05 = 13.53 mm.

Therefore, the difference between the actual and
calculated value is 0.030 mm, which is within the
permissible error of 5 %.

Example Ne 2. Patient Ne 23 from the database: male,
59 years old, height 1.62 m, weight 80.0 kr, BMI 30.48 kg/m?,

BSA 1.900 m?, left coronary artery ostia height 18.50 mm.

By substituting the patient's data into the given linear
logistic regression equation, we get the result: level of the
left coronary artery ostia height = -3.676 x 80 + 4.144 x 30.48
+194.5 x 1.900 - 183.05 = 18.18 mm.

Thus, the obtained calculated value of the left coronary
artery ostia height of 18.18 mm practically does not differ (by
0.320 mm) from the one obtained at CT 18.50 mm, which
proves the effectiveness of this model in practice.

A comparison of blood vessel data obtained on CT by
height in men with CHD showed almost the same
parameters of almost all studied indicators (Table 3).

To establish relationships between age-anthropometric
data and vessel parameters obtained during CT diagnosis,
in 11 short men with CHD (average age 60.11+12.63 years,
height 1.677+0.002 m) it was considered appropriate to
conduct a correlation analysis using correlation coefficients
th-Kendal (Table 4).

An inverse correlation between height and the value of
the upper edge of the left coronary artery ostia height (tb=
-0.56, p=0.034) was proved (Fig. 3). Reliable direct
relationships were established between the left coronary
artery ostia height parameter and several anthropometric

Table 4. Correlation relationships (tb-Kendall) between age and anthropometric data and vascular parameters in short stature person

with CHD (n=11).

Parameters Posterior Left SoV Right SoV LCA height | RCA height | LCA height | RCA height
SoV height height height (lower) (lower) (upper) (upper)
tb -0.14 -0.25 0.18 0.16 0.37 0.00 0.13
age
p 0.577 0.32 0.469 0.528 0.148 1.000 0.590
th 0.16 -0.41 -0.24 -0.39 -0.18 -0.56 -0.10
height
p 0.549 0.121 0.382 0.146 0.496 0.034 0.699
tb 0.30 0.47 0.10 0.72 -0.26 041 -0.41
weight
p 0.272 0.081 0.697 0.007 0.331 0.122 0.122
tb 0.17 0.42 0.24 0.67 -0.05 041 -0.18
BMI
p 0.510 0.101 0.360 0.008 0.855 0.102 0.468
tb 0.42 0.37 0.00 0.58 -0.38 0.28 -0.51
BSA
p 0.110 0.145 1.000 0.023 0.143 0.276 0.046

Vol. 28, Ne3, Page 14-20
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Continuation of table 4.

Parameters Posterior Left SoVv Right SoV LCA height | RCA height [ LCA height [ RCA height
SoV height height height (lower) (lower) (upper) (upper)

tb - 0.31 0.39 0.29 -0.20 0.12 -0.02
Posterior SoV height

p - 0.226 0.135 0.264 0.455 0.643 0.926

tb 0.31 - 041 0.52 -0.28 0.72 -0.09
Left SoV height

p 0.226 - 0.103 0.038 0.277 0.004 0.719

tb 0.39 041 - 0.23 0.30 0.20 0.39
Right SoV height

p 0.135 0.103 - 0.365 0.237 0.417 0.125

tb 0.29 0.52 0.23 - -0.18 0.63 -0.22
LCA height (lower)

p 0.264 0.038 0.365 - 0.469 0.012 0.369

tb -0.20 -0.28 0.30 -0.18 - -0.11 0.80
RCA height (lower)

p 0.455 0.277 0.237 0.469 - 0.652 0.002

tb 0.12 0.72 0.20 0.63 -0.11 - -0.02
LCA height (upper)

p 0.643 0.004 0.417 0.012 0.652 - 0.929

tb -0.02 -0.09 0.39 -0.22 0.80 -0.02 -
RCA height (upper)

p 0.929 0.719 0.125 0.369 0.002 0.926 -

Notes: BMI - body mass index; BSA - body surface area; SoV - sinus of Valsalva; LCA height (upper) - left coronary artery, upper edge;
RCA height (upper) - right coronary artery, upper edge; LCA height (lower) - left coronary artery, lower edge; RCA height (lower) - right

coronary artery, lower edge.

indicators: with weight - a direct strong relationship
(tb=+0.72, p=0.007), with BMI - a medium strength direct
relationship (tb=+ 0.67, p=0.008), direct relationship with
BSA - medium strength (tb=+0.58, p=0.023) (Fig. 4). Also
proven the relationship between the value of the right coronary
artery upper edge ostia height and the BSA indicator - the
inverse of the average strength correlation (tb=-0.51,
p=0.046). Relationships between morphometric
parameters and age were not proven.

Average strength correlation was established without
validation. Among the most pronounced are: the correlation
between the left sinus of Valsalva height and all biometric

24,00
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o
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3pict
Fig. 3. Correlation between the height indicator and the value of
the left coronary artery upper edge ostia height in short men with
CHD.

1.68 1,70 1,72

b, TR A RASR BACOARY

Fig. 4. The relationship between height indicators, BSA and the
value of left coronary artery ostia height in a short person with
CHD.

parameters (tb from -0.41 (with height) p=0.121 to +0.47
(with weight), p=0.081); between the left coronary artery upper
edge ostia height indicator and weight and BMI (tb=+0.41,
p=0.122 and p=0.102); between the right coronary artery
upper edge ostia height parameter and weight (tb=-0.41,
p=0.122).

Also, as a result of the conducted analysis, direct
correlations between the values of certain morphometric
parameters in short men with CHD were proven. In particular,
the indicator of left sinus of Valsalva height was directly related
to the parameters of the left coronary artery height: the lower
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edge of the ostia (medium strength direct connection
th=+0.52, p=0.038) and the upper edge of the ostia (strong
direct connection tb =+0.72, p=0.004). No proven
correlations were found for the posterior sinus of Valsalva
and right sinus of Valsalva height parameters, which again
we attribute to the small sample of patients.

Discussion

CT measurement of sinuses of Valsalva height and
coronary artery ostia height taking into account age, sex,
height, weight, BMI and BSA in men with CHD results in a
proven direct correlation of average strength between the
three sinuses of Valsalva height. The relationship between
the sinuses of Valsalva height and the corresponding
coronary artery ostia height is logical [10]. According to the
multifactorial regression analysis, there is a dependence of
the left coronary artery ostia height on a complex of
anthropometric indicators, namely: the inverse significant
influence of weight and the direct significant influence of BMI
and BSA. As a result, the prediction of the level of the left
coronary artery ostia height in men with CHD was confirmed
using the constructed model.

In the group of people of short stature, the inverse correlation
between height and the height of the left coronary artery was
proven. The smaller the height of a patient with CHD, the greater
left coronary artery upper edge ostia height. The parameter of
the left coronary artery ostia height has reliable direct
relationships with weight (strong direct), with BMI (medium
strong direct) with BSA (medium strong direct). Right coronary
artery upper edge ostia height with BSA (reverse average force).
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KOPENSAUIS MDK PO3MIPAMU LIUBYNTMHA AOPTU TA BIOMETPUYHUMU NOKA3HUKAMM MPU ILLEMIYHIA XBOPOEI CEPLIA
MiceanbHa Y. €.

LubynuHa aopmu sumazae npeueHsitiHo2o doornepauitiHo2o aHanisy 07151 NPo8edeHHsT a0PMO-KOPOHAPHO20 WYHMY8aHHS Mpu iWeMidHit
Xx80pobi cepusi. Posmipu aopmu KOpesioombe 3 aHMpPOrnoMempuyHUMU nokasHukamu. Mema 0ocriOXXeHHSI: 8crmaHo8umuU 83aEM038'30K
MDK 8UCOMOK Ma3yx aopmu, 8UCOMOI0 8IOXO0KEHHS 8iHOK 8iHUesuXx apmepili ma 6iomempu4YHUMU roKa3HUKamu (8iKOM, 3pOCmoM,
Macoro, nroweto noeepxHi mina ma iHOeKCoM Macu mina) y 4Yoroeikig i3 iemiyHow xeopoboto cepusi 3a G0MOMO20K KOMIMT'IOMEPHOI
momoepaii. Mamepianu ma memodu AocridXeHHs 8KYaomb 306paxeHHs KOMI'tomepHoOi momoepagii 3 KOoHmpacmyeaHHAM
aopmu 4oroeikig i3 eepucbikogaHor iemiyHo xeopoboro cepusi. 3ei0Ho napamempig pocmy 30iticHeHO rnodin Ha 2 epynu. [lposedeHo
8UMIplOBaHHSI sucomu na3yx aopmu ma eucomu 8i0X00XeHHSs1 8i4OK npaesoi ma nigoi siHuesux apmepil. [MpoaHanizogaHi KiiHiYHI
OaHi. 8ik, 3picm, Mmaca mina, iHOekc macu mina (IMT) ma nnowa nosepxHi mina ([1M1T). CmamucmuyHul aHani3: t-kpumepiti CmbrodeHma,
memodom paHeoeoi kopensauii KeHdana, nivitiHa kopensayisi MipcoHa, mynbmugakmopHul pezpecilHuli aHanis @iwepa. AHani3
pe3ynbmamig kommn'tomepHoi momoepacpii 30 xeopux Ha IXC 4onosikie (cepedHit sik 60,8+10,63 pokig) rnokasas, wo cepedHi 3Ha4eHHs
gucomu mpbox nasyx aopmu 6ynu npubnu3Ho Ha 0OHOMY pigHi. Pe3ynbmamu ouiHKu rnpoeedeHo20 NiHilIHO20 KOPersyiliHo2o 38'A3Ky
3a [lipcoHom noka3anu eidcymHicmb 008e0eH020 83aEMO38'3Ky MK bioMempPuUYHUMU MOKasHUKaMu ma MopghoMempuyHUMU daHuMu
32i0Ho KT y xeopux Ha IXC donosikig (p>0,05). MynbmughakmopHull peapecitiHuli aHasnia 0osig 360pomHili cymmesull ernnue eaz2u ma
npsamul cymmesut ennue IMT i [T Ha 3anexHicmb aucomu 8i0X00XeHHs1 8idka nieoi siHuesoi apmepii. KoegiyieHm MHOXUHHOT
Kkopensuii cmaHosue R=+0,55, npu p=0,023, SEE=2,74. [IpogedeHO npo2HO3y8aHHs pi6HSI sucOmMU 8i0XOOXEHHS 8iyka 1igoi 8iHUe8oi
apmepii y xeopux Ha IXC 4onosikig i3 nidmeepdxeHHsiM nobydosaHoi modeni. Y nepwit epyni Yonosikie Heaucokoeo 3pocmy (n=11) i3
IXC (cepedHit sik 60,11+12,63 pokis, 3picm 1.677+0.023 m) dosedeHO 360pOMHIli cepedHbOI cunu KopessuitiHul 368'a30K MK 3pOCMOM
ma 3Ha4eHHSIM eucomu 8iOX00XXeHHS1 8epXHbO20 Kpato eidka nigoi siHyeeoi apmepii (th=-0,56, p=0,034). BcmaHosrneHo docmosipHi
rpsIMi 83a€EMO38'A3KU MK napamMempoM 8ucomu eidka J1igoi 8iHUe80i apmepii ma KinbkoMa aHmpornoMempuYHUMU MOKa3HUKaMu: i3
8azor0 - nNpsMul cunbHul 38'a30k (th=+0,72, p=0,007), i3 IMT - cepedHboi cunu npsimull 38'a3ok (th=+0,67, p=0,008), i3 1T -
cepeldHboi cunu npsmul 38'a3ok (th=+0,58, p=0,023). [JosedeHO 83aEM0O38'A30K MiK 3HAYEHHSIM 8UCOMU BIOXOOXEHHSI 8EPXHbO20
Kpato eidyka rpaeoi eiHyesoi apmepii ma nokasHukom [1I1T - 38opomHili cepedHboi cunu 38'a3ok (th =-0,51, p=0,046). He 6yno
008e0eHO 38'A3Ki8 MiX MOPGOMEMPUYHUMU napamempamMu ma 8ikoM. TakuMm YUHOM, y 4Ors108iKi8 i3 iweMidHow xeopobot cepus
sucoma 8i0x00XeHHs1 sidka nigoi 8iHUyeesoi apmepii kopentoe 3 saeoto, IMT i II1T. Y yonosikie Hesucokoeo 3pocmy 3 IXC icHye
380POMHIl 38'930K MK 8UCOMOI0 11ig0i 8iHUE80I apmepii ma 3pocmom; npsimi e3aemo3e'sisku 3 eazoto, IMT i [I1T.

KnrouyoBi cnoBa: aopma, eiHuesa apmepisi, aHamomisi, Komr'romepHa momoepadpis, nasyxa aopmu.
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Cardiovascular diseases are the leading cause of death and disability worldwide. It has
been established that in recent years there has been a significant increase in the
number of patients with this pathology, forcing researchers, scientists and physicians
to look for risk factors of cardiovascular diseases, one of which is
hyperhomocysteinemia (HHCys). The aim of the research is to study the features of
submicroscopic changes in the heart of adult rats under conditions of HHCys.
Experimental studies were performed on 22 white nonlinear adult (6-8 months) male
rats in accordance with the principles of bioethics (Strasbourg, 1986; Kyiv, 2001).
During the experiment, the animals were divided into two groups - control and
experimental. Simulation of persistent HHCys was achieved by administering to rats
the experimental group thiolactone homocysteine (HCys) at a dose of 200 mg/kg
body weight intragastrally for 60 days. Ultrathin sections were studied in the PEM -
125K electron microscope. It was found that the introduction of thiolactone HCys to
adult rats at a dose of 200 mg/kg causes the development of dystrophic and destructive
changes in the heart of animals. Significant connective tissue edema was observed
in the endocardium, and disturbances in the components of the microcirculatory tract
were detected in the myocardium. Local enlightenment, cytoplasmic edema and local
condensation of heterochromatin in hypertrophied nuclei were detected in
hemocapillary endothelial cells. In cardiomyocytes, myofibrils are thickened,
mitochondria are swollen with partial destruction of the cristae, tubules of smooth
endoplasmic reticulum and T-tubules are dilated. These findings indicate that in
adult rats HHCys caused the development of pathological changes in the endocardium,
myocardium of experimental animals and in the microcirculatory tract.

Keywords: hyperhomocysteinemia, heart, muscle fibers, cardiomyocytes,
mitochondria, sarcomeres, rats.

Introduction

Cardiovascular diseases are the leading cause of
death and disability worldwide. It has been established
that in recent years there has been a significant increase
in the number of patients with this pathology, forcing
researchers, scientists and doctors to look for risk factors
of cardiovascular diseases in order to diagnose them in
the early stages of development and prevention [18, 19].

Over the last decade, scientists' interest in the problem
of HHCys has increased significantly, as an increase in
plasma of this sulfur-containing amino acid leads to the
emergence, progression and development of
complications of cardiovascular diseases [2, 7, 17].

A significant amount of scientific works is devoted to
the study of the main mechanisms of pathological action

of elevated HCys levels on the human body, but the most
studied today is hypomethylation and homocysteinylation
of proteins. Hypomethylation causes a violation of the
expression of a number of genes, which in turn is reflected
in severe endothelial dysfunction, inhibition of its
regeneration, vascular damage, excessive accumulation
of lipids in the vascular wall, increased thrombosis.
Homocysteinylation of proteins under conditions of HHCys
is characterized by changes in their structure and
functions. By homocysteinylation, important protein
molecules lose their activity, for example, proaccelerin,
fibrinogen, endothelial cell apoptosis factors, and so on
[3, 4,5, 13].

The above pathological changes that occur under
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HHCys conditions contribute to the development of
endothelial dysfunction. Prolonged negative effects of
HCys on the vascular wall lead to the release of cytokines,
chemokines (MCP-1, IL-8), the expression of adhesion
molecules (VCAM-1), the initiation of platelet and
coagulation hemostasis, activation of thrombin synthesis,
and inhibition of anticoagulation and fibrinolysis. In
addition, HCys affects all pathological processes leading
to the formation of atherosclerotic plaques [6, 9, 11, 21].

Thus, increasing the concentration of HCys in blood
plasma is a predictor of the development of pathologies
of the cardiovascular system, and the study of its impact
on structural changes in the heart and blood vessels is
relevant today.

The aim of the research is to study the features of
submicroscopic changes in the heart of adult rats under
conditions of HHCys.

Materials and methods

The studies were performed on 22 white nonlinear
adult (6-8 months) male rats. During the experiment, the
animals were divided into two groups - control and
experimental (11 animals in each group). Simulation of
the state of hyperhomocysteinemia was achieved by
administering to rats of the experimental group thiolactone
HCys at a dose of 200 mg/kg body weight intragastrally
for 60 days. Animals were decontaminated by decapitation
under thiopental anesthesia.

The provisions of the "European Convention for the
Protection of Vertebrate Animals Used for Experimental
and Scientific Purposes" (Strasbourg, 1985) and the
"General Ethical Principles for Animal Experiments",
approved by the First National Congress on Bioethics,
were followed in keeping, caring for and manipulating all
animals (Kyiv, 2001).

Small pieces of rat heart were selected for
ultrastructural study. They were fixed in 2.5-3.0 % solution
of glutaraldehyde and and postfixed in 1 % osmium
tetraoxide solution on the pH 7.2-7.4 phosphate buffer,
followed by dehydration in alcohol and propylene oxide
and then embedded into mixture of epoxy resins. Ultrathin
sections were contrasted with uraniacetate and lead
citrate according to Reynolds and studied in the PEM -
125K electron microscope [8, 12].

Results

Submicroscopic studies of the heart of adult animals in
experimental HHCys revealed damage to the organ wall
in the form of dystrophic and destructive changes.
Thickening of collagen fibers and pronounced edema of
the main substance of the endocardium were revealed.
Partial stratification of muscle fibers has been identified.
In the intercalated discs, the integrity of intercellular
contacts was violated (Fig. 1).

The nuclei of cardiomyocytes changed their shape due
to increased invagination of the karyolemma. The amount

Fig. 1. Electronogram of cardiomyocytes of the myocardium of a
mature rat with hyperhomocysteinemia: 1 - intercalated disc; 2 -
cytoplasm of the cardiomyocyte; 3 - mitochondria; 4 - myofibrils.
x14 000 magnification.

cardiomyo e of mature rat in
hyperhomocysteinemia: 1 - cytoplasm of the cardiomyocyte; 2 -
plasmalemma; 3 - mitochondria; 4 - myofibrils. x14 000 magnification.

Fig. 2. El

of condensed chromatin increased compared to the intact
group of adult animals. Karyoplasm is heterochromic,
perinuclear spaces are partially expanded. Significant
ultrastructural changes were found in the cytoplasmic
organelles of cardiomyocytes. Thickening and partial
loosening of myofibrils were detected. Thinning and
partial lysis of myofilaments in myofibrils were
determined. Locally, the sarcomeres were placed in a
disordered manner, areas of myofibril overexpansion were
detected. Mitochondria are swollen, the matrix is
enlightened, cristae are destructured (Fig. 2). The
expansion of the tubules of the smooth endoplasmic
reticulum and T-tubes was revealed.

An increase in the relative volume of myocardial
connective tissue was found. The thickness of collagen
fibers increased, they often formed thick bundles. The
blood vessels were full-blooded. Violation of the structural
organization of the hemocapillary wall was revealed. Local
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SRR o'y ES P
Fig. 3. Electronogram of hemocapillaries of the myocardium of a
mature rat with hyperhomocysteinemia: 1 - hemocapillary lumen; 2
- erythrocyte; 3 - edema of the cytoplasm of the endothelial cell; 4
- perivascular space; 5 - cytoplasm of the cardiomyocyte. x8 000
magnification.

edema and cytoplasmic enlightenment were found in
endotheliocytes. Endothelial cell nuclei were enlarged,
heterochromatin became more condensed, and localized
to the inner membrane of the karyolemma. The basement
membrane is characterized by compaction, in some areas
it was swollen, homogeneous (Fig. 3).

Discussion

According to research in recent years, HHCys causes
the development of a wide range of disorders of the
cardiovascular system. In particular, it is known that HHCys
is a potential initiator of the development of an imbalance
of prooxidant and antioxidant enzymes in the myocardium
of rats, especially in males. It is also proved that under the
conditions of administration of thiolactone HCys to rats,
the activity of lipid peroxidation and oxidative modification
of myocardial proteins increases. This fact is confirmed by
the increase in the content of malonic dialdehyde and
carbonyl groups of proteins in the myocardium. At the same
time, the levels of these compounds were directly related
to the concentration of HCys in the plasma of experimental
animals. According to biochemical studies, HHCys also
causes the development of cardiomyocyte cytolysis, as
evidenced by the probable increase in AST and CPK activity
in experimental rats [15].

The results of clinical studies show that in patients after
coronary artery bypass grafting an increase in the
concentration of plasma HCys has a negative impact on
the state of the structural components of the aortic walls.
Thus, histological examination of aortic fragments in this
category of patients with a HCys plasma level of 15.72+
6.03 pmol/l in 29.69 % of individuals noted thickening of
the tunica media with diffuse lymphocytic infiltration. Signs
of tunica media hypertrophy and sclerosis, lymphocytic
infiltration were observed in 51.85% of patients. In the
subendothelial layer there was a decrease in the number

of elastic fibers. Elastic membranes showed signs of
partial destruction. The inner elastic membrane had areas
of single ruptures [16].

It is a well-known fact that elevated HCys level is
associated with a risk of cardiovascular disease. A large
number of experimental studies show that HHCys causes
the development of oxidative stress and ER stress, which
are the causes of endothelial dysfunction. In addition, this
amino acid under certain conditions causes a violation of
the stability of atherosclerotic plaque and increases the
degree of thrombotic complications. W. K. C. Lai and M. Y.
Kan note that HCys disrupts the transport of nitric oxide
(NO) precursor - L-arginine to endothelial cells, enhances
the production of reactive oxygen species (ROS) with
NADPH oxidase, which causes disorders of NO synthesis
and its bioavailability. HCys also destroys the enzyme
dimethylaminohydrolase and leads to the accumulation of
NO synthase inhibitor - asymmetric dimethylarginine. It is
also known that thiolactone HCys is able to interact with
lysine-rich proteins, act as a trigger of ER stress and
apoptosis of vascular wall endothelial cells [14].

Scientists note that HCys affects all pathological
processes leading to the formation of atherosclerotic
plaque. According to them, the mechanism is triggered by
the production of significant amounts of ROS, reduced
activity of the antioxidant system, increased levels of NADPH
oxidase. ROS causes not only damage of endothelial cells,
but also a decrease in the number of endothelial
progenitors. Blood monocytes, replacing endothelial cells
of the vascular wall, later turn into macrophages. The last
are able to transform into so-called foam cells due to the
absorption of oxidized VLDL. Under conditions of HHCys,
their content increases due to inhibition of the synthesis of
alipoprotein A-1 and disruption of the reverse transport of
cholesterol to the liver. The gradual increase in the
subendothelial space of foam cells under these conditions
creates a vicious circle, causing a progressive increase in
the number of atherosclerotic plaques [1, 10, 20].

Conclusion

Studies of the heart of adult animals in experimental
HHCys have established dystrophic and destructive
changes in the wall of the organ. Connective tissue edema
was found in the endocardium. Violation of the components
of the microcirculatory tract was detected in the
myocardium. Local enlightenment, cytoplasmic edema and
local condensation of heterochromatin in hypertrophied
nuclei were detected in hemocapillary endothelial cells. In
cardiomyocytes, myofibrils are thickened, mitochondria are
swollen with partial destruction of the cristae, tubules of
smooth endoplasmic reticulum and T-tubules are dilated.
These findings indicate that in adult rats HHCys caused
the development of pathological changes in the
endocardium, myocardium of experimental animals and
in the microcirculatory channel.
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CYBMIKPOCKOMMIYHI 3MIHX B CEPLII OPOCJIUX LLYPIB 3A YMOB CTIAKOI MNEPFOMOLUUCTEIHEMII
Kamincbkuli P. @., [13esynbcbka |. B., SIHuuwuH A. 5., Mamkiecbka P. M., Camb6opchbka |. A.

3axeoprosaHHs cepyego-cyOUHHOI cucmeMu € MpPo8iOHOK MPUYUHOK CMEepMmMHOCMIi ma iHeaniOHOCMi HaceseHHs1 y 8CbOMY C8imi.
BcmaHoeneHo, wo npoms2oM OCMmaHHIX POKi8 peecmpyromb 3Ha4yHe 3pPOCMaHHSI YucerbHOCmi xeopux 3 0aHOK Mamorozieto, wo
3mywye OocnidOHuUKig, HayKosuie ma nikapie 00 rnowyky ghakmopig pusuky xeopob cepuego-cyOuHHOI cucmemu, OOHUM 3 SIKUX €
2inepezomoyucmeiHemia (ITy). Memoto docnidxeHHs1 € sugdeHHs1 ocobrnugocmeli cybMIKPOCKOMIYHUX 3MiH 8 cepui dopociux wypis
3a ymoe [Ty. ExcnepumeHmanbHi 0ocnidxeHHs1 npoeedeHi Ha 22 b6inux HeniHilHUXx dopocnux (6-8 micayig) wypax-camysx 3
dompumaHHsiM nipuHyunie bioemuku (Cmpacbype, 1986; Kuig, 2001). [lpomsazom docnidxeHHs1 meapuH nodineHo Ha 08i epynu -
KoHmponbHy ma 0ocnidHy. ModentoeaHHsi cmaHy cmilkoi [Ty docseanu wrsixom eeedeHHs1 wiypam O0CiOHOI epynu mionakmoHy
2omouyucmeiHy (l'y) e dosi 200 me/ke macu mina iHmpasacmparnbHO npomsizcom 60 OHig. YrnbmpamoHki 3pi3u docnidxyeanu 3a
AornomMo2ot0 enekmpoHHo20 mikpockory PEM - 125K. BcmaHoeneHo, wo egedeHHsi dopocnum wypam mionakmoHy 'y e 003i 200 ma/
K2 Crpuy4yuHse po3sumok ducmpoghiyHux ma decmpyKmusHUX 3MiH 8 cepui meapuH. B eHdokapdi eusieneHull 3Ha4yHUl HabpskK
crnonyyHoi mkaHuHu. Y miokapdi eusHayasniocsi MopyweHHs1 KOMIMOHeHMI8 MIKpOUUPKynsimopHo20 pycna. B endomenioyumax
2emokarninspie eusigfIeHo sioKasibHe poceimneHHs ma HabpsiKk yumornia3Mu ma rfiokarbHa KOHOeHcauis 2emepoxpoMamuHy 8
2inepmpogosaHux sidpax. Y kapdiomioyumax mioghibpunu nomosuieHi, MimoxoHApii HabpsKi 3 yacmkogor OecmpyKuyicto Kpucm,
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KaHanbuji enadkoi eHdonnasmamuyHoi cimku ma T-mpy6oyku po3wupeHi. [aHi 3HaxiOku ceid4amb, wo 8 dopocnux wypie Ty,
3yMoerio8asnia po38UMOK Mamosio2idyHux 3miH 8 eHOokapdi, miokapdi AOCNiOHUX MeapuH ma 8 MIKPOUUPKYISIMOPHOMY PyCIli.
KniouoBi cnoBa: zinepzomouyucmeiHemisi, cepye, M'a308i 8ornokHa, kapdiomioyumu, MimoxoHOpIi, capkomepu, wypu.
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One of the important problems facing modern society is the increase in the number of
people with various types of addictions, the most common of which is smoking. Smoking
and its medical-demographic and economic consequences are in the circle of scientific
interests of many domestic and foreign scientists. That is why the aim of the scientific
article is to study the peculiarities of the state of the respiratory systemin women at rest
and during the burning of another cigarette. The study was conducted in the Laboratory
of Medical and Biological Monitoring and Public Health at the Department of Human
and Animal Physiology, Faculty of Biology and Forestry, Lesya Ukrainka Volyn National
University for 60 women aged 17-21. At the first stage of the study, absolute anthropometric
indicators were measured, such as height, weight, chest circumference. In the second
stage women were interviewed on the Fagerstrom test. According to its results, the
study is divided into 3 groups: Group | - women who have a history of smoking more than
3 years, burn more than 10 cigarettes per day and have a high level of dependence,
Group Il - women who have a history of smoking 1-3 years, up to 10 cigarettes are
smoked per day and have a low and medium level of dependence, Group Il - (control)
women who do not smoke. The next stage of the study involved a functional diagnosis
of the external respiratory system in women at rest and 15 minutes after smoking a
cigarette using the functional method of pneumotachography (PTG). Registration and
analysis of relevant indicators was carried out using a diagnostic automated complex
"Cardio+". Statistical data processing was performed using generally accepted methods
of variation statistics (because the distribution of the results was normal) using MS
Excel 2007 software. This article presents a study of the state of external respiration at
rest and 15 minutes after burning another cigarette, which revealed the negative effects
of smoking on the respiratory system of women who smoke. The study made it possible
to make a detailed analysis of indicators of respiratory function in women aged 17-21
years, smokers and compare them with non-smokers. Based on the obtained results,
it was found that in women smokers (groups | and Il) there is a significant decrease in
volume (FVC, VC, FEV1) indicators of external respiration, as well as the Tiffeneau-
Pinelli test at p<0.05, compared with the group of women control group both at rest and
15 minutes after firing the next cigarette. Analysis of velocity (MEF at the level of
exhalation 25 %, 50 %, 75 %, PEF) of airflow through the bronchi to the lungs indicates
a gradual decrease from MEF 25 % to MEF 75 % in women of the experimental groups,
but a significant decrease is observed only at the level sight of 75 % in 15 min after
burning of the next cigarette between | and Ill groups (at p<0.05). A statistically significant
difference between the values of the calculated Tiffeneau-Pinelli index, which
characterizes the presence of obstructive respiratory failure, in women of groups Il and
Il both at rest and 15 minutes after burning another cigarette. Thus, a decrease in
these indicators indicates the presence of bronchial obstruction of the middle and
small bronchi, as well as a violation of respiratory muscle strength and bronchial
patency. It has also been shown that the reactivity (reduction) of volumetric and velocity
indicators of external respiration to cigarette burning was higher in the group of women
who do not smoke (control).

Keywords: smoking, women-smokers, external respiration, cigarettes, reactivity.
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Introduction

Smoking is one of the most urgent problems of our time,
especially young girls and women increasingly become
addicted to smoking, which is characterized by a negative
impact on their somatic and mental health [5, 8, 9, 11]. Today,
there are many preventive types of smoking that can be used
to get rid of this bad habit, one of them is social advertising,
but it is only gaining its relevance [1, 5, 10, 15, 16].

According to scientific research [10], the age of the first
attempt to smoke falls on 12-13 years, which is an
unfavorable prognostic sign, on the one hand, from the point
of view of the formation of children's health, and on the other
hand, an increase in the smoking frequency of persons of
working age in the future. In particular, the tobacco industry
uses various manipulative tools to attract young people to
smoking [6, 9]. One of the many techniques is the use of
colorful logos on cigarette packs, which further encourage
the purchase [2, 14, 23, 25].

Since today's teenagers are poorly informed about the
impact of tobacco smoking on all organs and systems of
our body [12, 13, 16, 19], there is a need for a theoretical and
empirical study of the peculiarities of the state of respiratory
system indicators at rest and during the smoking of the next
cigarette, which on today's time is quite relevant.

The purpose of the work is to study the peculiarities of
the condition of the respiratory system indicators in women
at rest and during the smoking of the next cigarette.

Materials and methods

The study was conducted in the laboratory of medical
and biological monitoring and public health at the
Department of Human and Animal Physiology, Faculty of
Biology and Forestry, Lesya Ukrainka Volyn National
University. The study used a functional research method -
pneumotachography and a method of statistical analysis of
experimental data. Compliance of the research procedure
with the legislation of Ukraine on health protection and the
Declaration of Helsinki 2000, the directive of the European
Society 86/609 regarding the participation of people in
medical and biological research was confirmed by the
commission on bioethics of the Faculty of Biology and
Forestry of Volyn National University named after Lesya
Ukrainka (protocol Ne 1 from 21.10.2016). All subjects were
familiarized with the conditions of the examination and before
the start of work gave written voluntary consent to participate
in the study.

According to the outpatient cards, all women belonged
to the group of practically healthy people. The studied women
smoked Winston street light (light) cigarettes. There are 10
packs of cigarettes in the block. There are 20 pieces in a
pack. The length of each cigarette is 8 cm. The nicotine
content is 0.5 mg, tar - 0.6 mg. The filter is normal. 60 women
aged 17-21 took part in the study, who were interviewed
according to the Fagerstrom test. According to its results,
the following groups were distinguished: Group | - women
who have smoked for more than 3 years, smoke more than

10 cigarettes per day and have a high level of addiction (20
people), Group Il - women who have smoked for 1-3 years,
smoke up to 10 cigarettes per day and have a low and
medium level of addiction (20 people), Il group - (control)
women who do not smoke (20 people).

To write the work, such indicators of pneumotachography
as forced vital capacity (FVC, |), vital capacity (VC, I), forced
expiratory volume in 1 second (FEV1, I), Tiffeneau-Pinelli
index (%), maximal expiratory flow were used 25 % FVC
(MEF 25 %, I/s), maximal expiratory flow 50 % FVC
(MEF 50 %, I/s), maximal expiratory flow 75 % FVC
(MEF 75 %, I/s), peak expiratory flow (PEF, s).

Statistical data processing was carried out using
parametric methods of variational statistics using MS Excel
2007 software. Arithmetic mean (M), standard error of the
arithmetic mean (m), Student's reliability criterion (t) were
calculated (reliability level p?0.05).

Results

Analyzing the data obtained during the study of external
breathing parameters at rest and after 15 min after smoking
the next cigarette, we noted that most indicators have
statistically significant differences (at p<0.05) in
representatives of all three groups (Table 1).

During the study, it was found that the reactivity (decrease)
of external breathing indicators to smoking another cigarette
was higher in representatives of the control group who do
not smoke (see Table 1).

The analysis of the volumetric indicators of the respiratory
system in women showed that they differ significantly in all
three studied groups (Figs. 1-2, see Table 1).

In women of group | (smoking experience more than 3
years), the FVC indicator is significantly lower than in non-
smokers (group lll), both at rest and after 15 minutes after
smoking another cigarette (p<0.05). Among representatives

Table 1. Indicators of external breathing of female smokers at rest
and those who do not smoke, and their changes during the smoking
of the next cigarette (M+m, n=60).

Smoking experience >3y. Control group
Indicators
rest reactivity rest reactivity

FVC, | 2.403+0.296* | -0.301+0.442 | 3.26+0.122 |-0.710+0.255
VC, | 2.786+0.302* | -0.262+0.405 | 3.22+0.110 |-0.691+0.265
FEV1,| 2.390+0.284* | -0.332+0.410 | 3.166+0.120 | -0.41+0.201
Tiffeneau-
Pinelli 83.69+8.73* | 12.13+0.21 | 98.06+0.37 | -15.98+0.92
index,%

0,
VMSEF 25%, 5.298+0.367* | 0.089+0.465 | 6.398+0.200* | -1.345+0.299

0,
VMSEF 50%, 5.001+0.321* | -0.189+0.478 | 6.599+0.166 | -0.903+0.491

0,
VMSEF 5%, 4.189+0.365* | -0.022+0.399 | 5.501+0.220* | -1.111+0.512
PEF s 5.899+0.376* | 0.289+0.522 | 8.154+0.289* | -2.390+0.401

Note: * - the data are significantly different at p<0.05.
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Output data In 15 minutes

BI group MIIgroup MIII group

Fig. 1. Comparative analysis of the VC indicator in women of the I,
Il and 1l groups and their changes during the smoking of the next
cigarette.

4
3.5
3
2,5
2
1,5
1
0,5
0

Output data In 15 minutes

B group MIIgroup WIII group

Fig. 2. Comparative analysis of the FVC indicator in women of the
I, Iland 11l groups and their changes during the smoking of the next
cigarette.

3.5
3
2.5

Output data

In 15 minutes

W] group MBIl group MIII group

Fig. 3. Comparative analysis of the FEV1 index in women of groups
I, Iland Il and their changes during smoking the next cigarette.

of Il (smoking experience from 1 to 3 years) and lll groups,
significant differences in this indicator were observed only
in a state of rest. This indicator decreased in all three groups,
but it was significantly lower in the group I. We observe a
similar trend when analyzing changes in the VC indicator
(see Figs. 1-2).

The FEV1 indicator in female smokers of both groups is
lower than in the control group, at p<0.05 in a state of rest
(Fig. 3). After smoking the next cigarette, the indicator
significantly decreases in all groups, however, significant
differences were established only between | (smoking

experience over 3 years) and lll groups of women.

The Tiffeneau-Pinelli sample calculation indicators (the
ratio of FEV to FVC) make it possible to dynamically assess
the efficiency of external breathing of the examinees. In this
study, we observed significant differences between the
indicators of Il (smoking experience from 1 to 3 years) and llI
groups both at the initial data and after 15 minutes after
smoking another cigarette (Fig. 4).

The analysis of the speed indicators of the respiratory
system indicates their gradual decrease from the maximum
volumetric speed at the level of 25 % to the maximum
volumetric speed at the level of 75 % in women of all three
groups (Figs. 5-7, see Table 1). Moreover, MEF indicators

120
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60
40
20
0

In 15 minutes
III group

Output data
H] group MII group

Fig. 4. Comparative analysis of the Tiffeneau-Pinelli test in women
of groups |, Il and Ill and their changes during smoking the next
cigarette.
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Output data In 15 minutes
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Fig. 5. Comparative analysis of the MEF indicator at the level of 25
% in women of the |, Il and Ill groups and their changes during the
smoking of the next cigarette.

In 15 minutes

Output data

MBI group MBIl group WIII group

Fig. 6. Comparative analysis of the MEF indicator at the level of 50
% in women of the |, Il and Ill groups and their changes during the
smoking of the next cigarette.
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Fig. 7. Comparative analysis of the MEF indicator at the level of
75% in women of groups |, Il and Il and their changes during
smoking the next cigarette.
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Output data
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Fig. 8. Comparative analysis of the PEF indicator in women of
groups |, lland Il and their changes during smoking the next cigarette.

are at the level of 25 %; 50 %; 75 % higher in the control
group (at p<0.05), which indicates better pulmonary
ventilation.

However, a decrease in the value of the MEF indicator at
the level of 25% is observed in the | (smoking experience
over 3 years) and Il (smoking experience from 1 to 3 years)
groups, and in the | group it slightly increases after smoking
another cigarette.

During MEF at the level of 75 %, a reliable decrease in
the value of this indicator was established after 15 minutes
between | (smoking experience over 3 years) and lll groups
(at p<0.05).

Initial data of PEF in female smokers (I and Il groups) are
significantly lower, compared to individuals of the control
group (Fig. 8, see Table 1).

The value of this indicator is especially low in women
who have been smoking for more than 3 years and smoke
more than 10 cigarettes per day and have a high level of
addiction (Group | - 103 %). After smoking another cigarette
in 15 minutes we note a significant decrease in the values
of the indicator between | (smoking experience over 3 years)
and Il groups.

Discussion
An analysis of the indicators of the respiratory system in
young women at rest and their changes during the smoking

of the next cigarette was revealed, which indicates that most
of the speed and volume indicators have a reliable difference
between the comparison groups in representatives of all
three groups.

It was investigated that in women who smoke (I and I
groups) at rest and 15 minutes after smoking the next
cigarette there is a decrease in the Tiffeneau-Pinelli test, as
well as volume and speed indicators of external breathing,
which indicates a slight violation of bronchial patency, since
the smoking experience is 3 - 5 years. Also, smoking causes
spasm of blood vessels, to which the body responds by
increasing pressure and heart rate, resulting in rapid
breathing, shortness of breath, and coughing.

It is worth noting that a large number of scientists who
study the impact of smoking on the functional state of a
young organism claim that teenagers are sufficiently aware
of the harmful effects of smoking on health. As the literature
analysis showed, the prevalence of smoking among young
people varies from 25 % to 50 % [15]. According to Pasko K.
A. et al. [15], up to 92 % of the interviewed teenagers
answered that smoking harms health and is the cause of
many diseases. The obtained results indicate the presence
of moderate tobacco addiction in a significant number of
teenagers. One of the reasons for the fact that attempts to
quit smoking turned out to be useless or with a temporary
effect in 29 % of the interviewed teenagers. Apparently, the
main reason for failure is weak motivation and tobacco
addiction [4, 6, 15, 16].

A significant number of scientific works are devoted to the
study of functional changes in the body of male adolescents
and young adults during smoking [5, 7, 17, 22, 25].

It should be noted that there are quite a number of works
devoted to the study of the impact of tobacco products on the
respiratory system, in particular of men (with accompanying
diseases), in which the negative impact of the components
of tobacco smoke on the state of individual organs and
systems is noted [3, 6, 7, 12, 13, 17-19, 21-25].

However, studies of the impact of tobacco smoking on
the functional state of the respiratory system in healthy young
women aged 17-21 years with different smoking experience
and the manifestation of reactivity in response to smoking
another cigarette are relevant and less studied [20]. However,
the analysis of literary sources in recent years indicates that,
against the background of the reduction in the prevalence of
smoking of ordinary cigarettes, electronic cigarettes are
becoming more and more popular, in particular, among
teenagers and young people, which is a reason for further
research into their effects on the body in comparison with
ordinary cigarettes [4, 10, 11]. Therefore, further research on
this topic, in our opinion, should be directed to the study of
the effects of smoking electronic cigarettes or vapes on the
respiratory system.

Conclusion
Based on the studies of external breathing at rest (initial
data) and after smoking another cigarette, it was
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established that female smokers (I and Il groups) have a
decrease in volume and speed indicators of external
breathing, as well as the Tiffeneau-Pinelli test. This
indicates a violation of bronchial patency and strength of
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constitution of the body under adverse environmental

OCOBJIMBOCTI MOKA3HUKIB AUXAITbHOI CACTEMM B XIHOK Y CMOKOI TA iX 3MIHWU NI YAC BUMAJNIOBAHHA YEPIOBOI

CUrAPETU

Lee4yk T. A., Anon4yk Jl1. C., Mukantok B. C., Oniwkeeuy4 O. O.

OdHiero 3 saxnusux npobnem, 3 AKUMU CMUKaeMbCS Cy4YacHe Cycninbcmeo, € 36inbweHHs1 Kinbkocmi mnodel 3 pisHUMU sudamu
3anexHocmi, HalMnoWUPEeHIWo 3 IKUX € MIOMIOHOMNaniHHA. TromroHonaniHHsa ma (1020 MedOuko-0emozpadhiyHi U eKOHOMIYHI HacmioKu
nepebysaomb y Koni Haykosux iHmepecie 6azambox 8iMYyu3HsIHUX ma 3apybikHUX y4eHux. Came moMy Memor HayKogoi cmammi €
docnidxeHHs1 ocobrugocmell cmaHy rokasHukie OuxanbHOI cUCmMeMU 8 XIHOK y cmaHi CIIOKO ma mid Yyac eunasnteaHHs 4ep2080i
cuzapemu. [ocnidxeHHs nposedeHo 8 nabopamopii meduko-6iooeiyHo20 MOHIMOpuUHay ma epomadcbko20 300pos'ss Ha kaghedpi
gpisionoeii noduHu i meapuH chakynbmemy bionoeii ma nicogoeo 2ocrnodapcmea BonuHcbk020 HauioHanbHO20 yHigepcumemy iMeHi
Jleci Ykpaivku Ha 60 xiHkax eikom 17-21 pokige. Ha nepwomy emarni docrioxeHHs 6ynu eumipsiHi abcomomHi aHmponoMempuyHi
roKa3HUKU, maki K 3picm, maca, OKpyXHicmb epyOHOI knimku. Ha dpyeomy emani, XiHKU npoxodunu aHKemyeaHHsl 3a mecmom
®azepcmpema. 3a Uozo pesynbmamamu OocnioxyeaHux nodineHo Ha 3 epynu: | epyna - XiHKU, SKi Maromb cmax nasniHHs noHad 3
poku, 3a 0oby sunanrompe noHad 10 cueapem i Maomb 8UCOKUU pigeHb 3anexHocmi, Il epyna - XiHKU, SIKi Malomb cmax naniHHs
1-3 poku, 3a doby sunantoroms 0o 10 cuesapem i Maromb HU3bKUU ma cepedHil piseHb 3anexHocmi, lll epyna - (KOHMPObHA) XiHKU, sKi
He nansamb. HacmynHul eman docnidxeHHs1 nepedbadyag npoeedeHHs1 YyHKUIOHaNbHOI 0iaeHOCMUKU cucmemMu 308HilHb020 OUXaHHS
8 XIHOK y crokoi ma yepe3 15 xa. nicnsi gunasnoeaHHs cuzapemu 3 8UKOPUCMAaHHSAM (DyHKUiOHarnbHo20 Memody rnHesmomaxoepadii
(MTI). Peecmpaujio ma aHarni3 6i0rnogioHUX rnokasHukig 30ilicHo8anu 3a 0ornomoeor OiagHOCMUYHO20 amoMamu308aHO20 KOMIIIEKCY
"Kapdio+". Cmamucmuy4Ha 06pobka 0aHux npoeodusacs 3 8UKOPUCMAaHHSIM 3a2allbHONMPUUHAMUX rnapamempuyHux memodie eapiayitiHoi
cmamucmuku (OcKinbku po3nodin ompumaHux pesynbmamig 6ys HopmarnbHUM) 3a G0rnoMoe20ot0 rpoepamMHo20 3abesneyeHHss MS Excel
2007. Y QaHiti cmammi npedcmasneHe O0COXKeHHS cmaHy MOKa3HUKI8 308HIWHbO20 OuxaHHSl 8 cmaHi Criokor ma yepes 15 xe niciisi
8urasneaHHs 4epa208oi cuzapemu, sike 0aso 3Mo2y 8usieuUMU He2amueHUU 6r/1U8 MIOMIOHOMNaIHHA Ha OuxaribHy cucmeMy opeaHismy
XKIHOK, siKi nansime. [lposedeHe docnidxeHHs1 dano 3moey 3pobumu OemarnbHUll aHani3 nokasHukie QyHKUil 308HILIHBO20 OUXaHHSs, 8
XKIHOK, 8ikom 17-21 pokie, w0 nansimb ma fopieHsIMu ix 3 He Kypusimu. Ha ocHosi odepxaHux pe3ynbmamig 6yr0 8CmMaHO8/1EeHO, W0
y xiHok-Kypuig (I ma Il epyn) 8idbysacmbcsi docmosipHe 3HUXeHHsT 06'emHuUx (PXKET], XKEJ1, O®BL) nokasHuKi8 308HIilHbL020 OUXaHHS,
a makox npobu TigpHo npu p<0,05, MOpi6HSIHO 3 2pyroK XIHOK KOHMPOJIbHOI epyrnu sIK y cmaHi Criokot, mak i 4epe3 15 xe. nicrsi
surnaroeaHHs1 Yepaoeoi cueapemu. AHanis weuodkicHux (MOLL Ha pigHi suduxy 25 %, 50 %, 75 %, MOLL) nokasHuKie MOmMoKy rnosimps rno
bpoHxax 00 nezeHb 8Kka3ye Ha rnocmyrose ix 3HuxeHHs 3 MOLL 25 % 8o MOLL 75 % y xiHok docniOHux epyr, are A0CMOBIPHE 3HUXEHHST
criocmepieaembcsl nuwe Ha pigHi 8uOUKy 75 % depe3 15 xe. nicrisi sunantogaHHsi Yepaoeoi cuzapemu mix | i lll epynamu (npu p<0,05).
HocnidxeHo cmamucmuyHO 3Ha4YUMy PI3HUUI0 MiX 3HaYeHHSIMU pO3paxyHKo8020 nokasHuka iHoekcy TigpHO, w0 xapakmepusye
HasisHicmb 06cmpykmueHoi OuxarnbHoi HedocmamHocmi, 8 XiHokK Il i lll epyn sk y cmaHi criokor, mak i yepe3 15 xe nicrisi aunantoeaHHsi
4Yepeoegoi cuzapemu. TakuM YUHOM, 3HUXEHHS 0aHUX MOKa3HUKi8 ceid4umb rnpo Hasi@Hicmb B6pOHXianbHOI 06cmpykuil cepedHix i
OpibHUX BPOHXI8, @ MaKOoX MPO MOPYWEHHs cunu duxasnbHUX M'a3ie ma 6poHxianbHOI npoxioHocmi. Takox 008edeHO, WO peakmueHicmb
(3HUXEHHST) 06'eEMHUX | WBUOKICHUX MOKa3HUKIG8 308HIiWHL020 OUXaHHSI Ha eurarnkeaHHs cueapemu 6yna uujor y 2pyrnu XiHOK, Kompi
He nansgmb (KOHMPOJ/1bHa).

KnioyoBi cnoBa: miomioHonaniHHs, XiHKU-Kypui, 308HIWHE OuxaHHS, cuzapemu, peakmugsHIiCMb.
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An aesthetically pleasing face is one of the main goals of orthodontic treatment. However,
in the case of severe pathology, in order to achieve the harmony of the complex of soft
and hard tissues of the face, it is necessary to carry out not only orthodontic but also
surgical intervention, i.e. orthognathic surgery. A cephalometric analysis for orthognathic
surgery (COGS) is an effective element necessary for planning such treatment. The
purpose of the study is to establish the peculiarities of cephalometric parameters that
characterize the position of individual teeth relative to cranial structures according to
the COGS method in Ukrainian young men and young women with an orthognathic bite,
depending on the type of face. 46 young men (aged 17 to 21) and 72 young women (aged
16 to 20) who belonged in three generations to residents of Ukraine of the Caucasian race
and had an orthognathic bite, underwent cephalometry according to the COGS method.
OnyxCeph®™ software, version 3DPro, Image Instruments GmbH, Germany, was used
for cephalometric analysis of indicators characterizing the position of individual teeth
relative to cranial structures. According to the value of Garson's morphological index, the
type of face was determined. Statistical processing of the obtained results was carried
out in the license package "Statistica 6.0" using non-parametric estimation methods.
Between young women with different types of face, the following reliable or trends of
differences in linear and angular indicators, which characterize the position of individual
teeth relative to cranial structures according to the COGS method, were established: in
young women with a very wide face type, smaller values of the distances 1u-NF, 1I-MP, 6u-
NF and the OP-HP angle (compared to medium and narrow face types), as well as the 6l-
MP distance (compared only to the medium face type); young women with an average face
type have larger values of the 6I-MP distance (compared to narrow face types), as well as
the OP-HP angle (compared to wide and narrow face types). Between young men with
different types of faces, there are practically no reliable or trends of differences in linear
and angular indicators that characterize the position of individual teeth relative to cranial
structures according to the COGS method. Manifestations of sexual dimorphism of
linear and angular indicators, which characterize the position of individual teeth relative
to cranial structures according to the COGS method, have been established: in young
men, the values of most linear dimensions are higher in representatives with very wide,
wide and narrow face types; young women with different types of faces have larger values
of the OP-HP angle. The obtained results will allow dentists to provide the necessary
assistance to the patient at a modern level, taking into account not only the age, sex and
ethnic characteristics of a person, but also the type of his face.

Keywords: cone-beam computed tomography, teleradiography, COGS cephalometry,
cephalometry, teeth, young men, young women, orthognathic occlusion, facial types,
sex differences.

Introduction

When it comes to maxillofacial pathology, which disrupts
the functioning of not only the speech and chewing

apparatus, but also the aesthetic appearance of the face, it
is important to carry out correct and consistent treatment.
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First of all, in this case, an adequate solution is the use of
all possible modern and proven means that can eliminate
this pathology.

One of the topical issues that scientists are currently
discussing in various publications is the grounds for using
orthodontic treatment and orthognathic surgery - which of
these methods should be used in which situations? Is it
necessary to combine them? Should orthodontic treatment
precede orthognathic surgery?

S. Eslami and others [8] tried to identify the most
sensitive parameters that can be used as a criterion for
choosing which method to use in class lll bite pathology -
orthognathic surgery or orthodontic treatment. The
Holdaway H angle and the assessment of jaw disharmony
according to Wits, as it turned out, are critical diagnostic
parameters for determining the treatment method for this
pathology.

In general, the most generalized assessment of the
researchers at the moment allows us to identify both of
these methods as powerful tools that strengthen each other
when they are combined, especially considering the
development of modern digital radiological research
methods, which allow to increase the accuracy of treatment
prediction and reduce the risk of complications [6, 16].
Performing orthognathic intervention before orthodontic
treatment is one of the most modern views on the concept
of treatment of dental and jaw pathologies [15].

If we take into account the economic efficiency of
orthognathic surgery and orthodontic treatment, no
significant difference was found between them (p=0.979)
in terms of the time spent on treatment (p=0.003), the
duration of the doctor's work (p=0.015), the cost (p=0.924)
or quality of life index (p=0.41) [10].

Inadequate and inappropriate planning of orthodontic
intervention, in turn, leads to adverse consequences, in
particular, discrepancies in expectations and actual results
of the treatment [14]. Errors of this kind are divided into 4
categories: complications associated with inadequate
decompensation of teeth, complications associated with
treatment planning, complications of postoperative
orthodontic care, and complications associated with
appliances [12]. Some conditions, such as
temporomandibular joint pathology, are more common
complications than others [25].

Significant improvements in the patient's quality of life
and psycho-emotional state can be achieved in the shortest
possible time after a successful orthognathic intervention.
The data of Emadian Razvadi E. S. with co-authors [7]
indicate that the quality of life of patients significantly
increased in the period before the start of treatment and 4
months after its start (p<0.013).

However, it should not be forgotten that not all
psychological aspects of life can be improved only through
orthognathic treatment. Operative intervention first of all
eliminates the disturbance of social activity, which was
disturbed due to dental and jaw pathology [20].

Thus, the orthognathic method of treatment of
maxillofacial pathology occupies a key place in the
treatment process of the patient, and affects a number of
aspects of his life. One of the elements of this method that
requires attention from scientists is the study of
cephalometry for orthognathic surgery (COGS). This
powerful anthropometric mechanism, created to increase
the effectiveness of treatment planning, is quite sensitive
to such variables as sex, age, nationality, face type, etc. In
turn, this requires conducting clinical studies on the local
population, taking into account as many of these variables
as possible.

The purpose of the study is to establish the peculiarities
of cephalometric parameters that characterize the position
of individual teeth relative to cranial structures according to
the COGS method in Ukrainian young men and young
women with an orthognathic bite, depending on the type of
face.

Materials and methods

A cephalometric study of lateral teleroentgenograms
obtained with the dental cone-beam tomograph
Veraviewepocs 3D Morita was carried out in 46 young men
(YM) (aged 17 to 21 years) and 72 young women (YW)
(aged 16 to 20 years) taken from the database of the
research center and Department of Pediatric Dentistry,
National Pirogov Memorial Medical University, Vinnytsya.
All young men and young women applied to the private
dental clinic "Vinintermed" for a diagnostic examination,
belonged in three generations to residents of Ukraine of
the Caucasian race and had a physiological bite that was
as close as possible to an orthognathic bite (hereinafter
referred to as an orthognathic bite). Committee on Bioethics
of National Pirogov Memorial Medical University, Vinnytsya
(protocol Ne 8 From 30.09.2021) found that the studies do
not contradict the basic bioethical standards of the
Declaration of Helsinki, the Council of Europe Convention
on Human Rights and Biomedicine (1977), the relevant
WHO regulations and laws of Ukraine.

According to the COGS method [1], the OnyxCeph3™
software, version 3DPro, of Image Instruments GmbH,
Germany, was used for cephalometric analysis (software
license NeURSQ-1799 registered to Dmitriev M. O.).

According to the value of Garson's morphological index
[19], the face type of YM and YW with an orthognathic bite
was determined.

For the convenience of clinical use of a large array of
metric characteristics used in the COGS method, we used
the distribution of teleradiographic indicators proposed by
Dmitriev M. O. [3, 4, 5], according to which the third group
includes indicators that actually characterize the position
of individual teeth relative to each other and cranial
structures. It is this group of indicators that is most often
corrected in the process of orthodontic treatment of dento-
jaw anomalies.

The main cephalometric points and measurements
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Fig. 1. The main cephalometric points and COGS measurements
included in the third group of indicators: 1 - distance 1u-NF; 2 -
distance 1I-MP; 3 - distance 6u-NF; 4 - distance 6I-MP; 5 - angle
OP-HP; 6 - angle Max1-NF; 7 - angle Mand1-MP.

characterizing the position of individual teeth relative to
cranial structures (included in the third group of indicators)
are presented in Figure 1:

distance 1u-NF (distance of incisal edge of 1u to palatal
plane) - characterizes the position of the upper middle
incisor relative to the palatal plane; determined by the
length of the perpendicular to the line ANS-PNS, drawn
from the point Islu (mm);

distance 1I-MP (distance of incisal edge of 1l to mand.
plane) - characterizes the position of the lower middle
incisor relative to the mandibular plane; determined by the
length of the perpendicular to the line tGo-Me, omitted from
the point Is1L (mm);

distance 6u-NF (distance of mesial cusp of 6u to palatal
plane) - characterizes the position of the first molar relative
to the palatal plane; determined by the length of the
perpendicular to the line ANS-PNS, drawn from the point
6u (mm);

distance 6l-MP (distance of mesial cusp of 6l to mand.
plane) - characterizes the position of the lower first molar
relative to the mandibular plane; determined by the length
of the perpendicular to the line tGo-Me, omitted from the
point 6L (mm);

angle OP-HP (angle of occl. to horizontal plane) - the
angle formed by the lines apOcP-ppOcP ta HR-Line (°);

angle Max1-NF (angle of axis of 1u to palatal plane) -
the angle formed by the lines Aplu-Islu ta ANS-PNS (°);

angle Mand1-MP (angle of axis of 1l to mand. plane) -
the angle formed by the lines Is1L-AplL Ta tGo-Gn (°).

The obtained results were statistically processed in
the license package "Statistica 6.0" using non-parametric
estimation methods. Mean values and standard deviation
were determined for each characteristic. The significance
of the difference in values between independent quantitative
values was determined using the Mann-Whitney U-test.

Results

Tables 1 and 2 present the results of the value of linear
and angular indicators, which characterize the position of
individual teeth relative to cranial structures according to
the COGS method in YM or YW with an orthognathic bite,
depending on the type of face.

We have established significantly greater or trends to
greater values of the following indicators in YM or YW:

in YM - distance values of 1I-MP (with a very wide, p<0.05,
wide p<0.01 and narrow face, p=0.064), 6u-NF (with a wide
face, p<0.01), 6I-MP (with a very wide, p<0.01, wide p<0.05
and narrow face, p<0.05), as well as the angle Mand1-MP
(with a very wide face, p=0.071);

in YW - the value of the angle OP-HP (with a very wide,
p=0.075, wide p=0.059, medium, p<0.05 and narrow face,
p=0.064).

Table 1. The value of linear and angular indicators that characterize the position of individual teeth relative to cranial structures according

to the COGS method in YM with different types of faces (M+o).

) Face type
ndicator Very wide (1) | Wide (2) Average (3) Narrow (4) P12 Prz Prs Pas Pas Pas
Distance 1u-NF 25.24+3.54 27.09+2.63 | 26.90+2.46 26.50+2.63 >0.05 | >0.05 >0.05 >0.05 | >0.05 | >0.05
Distance 1l-MP 38.52+2.64 39.73+£2.17 40.33+£3.19 40.09+2.42 >0.05 | >0.05 >0.05 >0.05 | >0.05 | >0.05
Distance 6u-NF 22.54+3.22 | 23.03+1.87 | 22.66+1.66 22.10+2.48 >0.05 | >0.05 >0.05 >0.05 | >0.05 | >0.05
Distance 6l-MP 32.54+1.67 | 32.20+2.19 | 32.90+3.22 33.44+2.39 >0.05 | >0.05 >0.05 >0.05 | >0.05 | >0.05
Angle OP-HP 0.760+5.819 |5.259+5.445( 7.409+3.856 | 4.825+4.720 | >0.05 | =0.062 >0.05 >0.05 | >0.05 | >0.05
Angle Max1-NF 113.4+8.0 112.2+6.3 109.3+5.0 109.1+2.6 >0.05 | >0.05 >0.05 >0.05 | >0.05 | >0.05
Angle Mand1-MP 103.0+8.0 97.65+£7.52 94.68+7.52 95.96+4.84 >0.05 | =0.079 >0.05 >0.05 | >0.05 | >0.05

Notes: here and in the following table, M+o - average sample + standard deviation; Pz 1 14, 2.3, 2.4, 3.4) validity of differences in linear or
angular scores between YM or between YW with corresponding face types.
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Table 2. The value of linear and angular indicators that characterize the position of individual teeth relative to cranial structures according

to the COGS method in YW with different types of faces (M+0).

) Face type
indicator Very wide (1) | Wide (2) Average (3) Narrow (4) Piz Pz = Pz Pas Pas
Distance 1u-NF 24.62+2.21 | 26.48+2.16 | 27.63+2.56 25.99+1.76 >0.05 | <0.05 | =0.054 | >0.05 | >0.05 | >0.05
Distance 1-MP 35.65+1.75 | 37.60+2.37 | 38.86+3.20 37.98+1.78 >0.05 | <0.01 <0.01 >0.05 | >0.05 | >0.05
Distance 6u-NF 20.25+1.44 21.48+1.78 21.89+1.84 21.48+1.36 >0.05 | <0.05 <0.05 >0.05 | >0.05 | >0.05
Distance 6l-MP 28.94+1.96 | 30.49+2.24 | 31.67+2.39 30.15+1.98 >0.05 | <0.01 >0.05 >0.05 | >0.05 |=0.070
Angle OP-HP 5.856+4.133 | 7.976+3.976| 11.64+3.37 9.017+2.728 | >0.05 | <0.001| <0.05 <0.05 | >0.05 |=0.070
Angle Max1-NF 112.9+5.9 110.2+5.5 109.6+4.8 110.9+7.3 >0.05 | >0.05 >0.05 >0.05 | >0.05 | >0.05
Angle Mand1-MP 95.60+8.51 | 96.77+5.38 93.67+5.70 93.46+6.04 >0.05 | >0.05 >0.05 >0.05 | >0.05 | >0.05

Discussion

COGS analysis in a complex application with three-
dimensional computer modeling is the most optimal way
to obtain satisfactory functional and aesthetic results for
both the doctor and the patient in the most complex types
of bite pathology [2].

Comparison of cephalometric parameters according
to COGS before and after anterior segmental osteotomy
using statistical analysis revealed changes in the
parameters of both soft and hard tissues in patients. The
biggest changes were found in the protrusion of the upper
lip and upper incisor [9].

Evaluation of changes in COGS indicators in soft tissues
after single-jaw and double-jaw surgery in patients with
Class Il skeletal pathology found more significant changes
in the upper lip in double-jaw surgery. At the same time,
during interventions on one jaw, there is a positive correlation
between hard and soft tissues of the lower jaw [17].

COGS analysis was used to analyze the effect of chin
protrusion on normal facial profile. For this study, 60 people
without previous orthodontic treatment were selected. Men
and women with class Il and class Il facial profiles had
statistically significant differences in B-Pg values [21].

According to the COGS analysis, cases with cleft palate
and cleft lip are at high risk of Le Fort 1 fracture recurrence.
Patient follow-up revealed mean linear horizontal advancement
achieved along the nose (N) to the anterior nasal spine (ANS)
relative to the true vertical plane at 15 months at the level of 5.17
mm, and at 12 months 3.91 mm [13].

As for the ethnic differences in the COGS analysis, the
best example to show the diversity of results within even
one country is India. Joshi S. with co-authors [11] studied
the cephalograms of 100 people, ethnic residents of the
state of Maharashtra. Compared to Caucasians norms,
men from this state have a straighter profile, less vertical
height and less mandibular divergence. At the same time,
women have a convex profile, reduced vertical height and
less divergence of the lower jaw.

At the same time, the population living in the more
southern state of India, Kerala, according to the data
analysis of the obtained indicators, compared to

Caucasians, have a longer length of the front and back of
the skull base, protrusion of the lower jaw, lower front face
height, front and back height teeth, inclined upper and lower
incisors and a less noticeable chin [18].

The state of Karnataka is located in the middle between
the states described in the studies above. G. M.
Shashikumar and others [22], after examining the
cephalograms of 100 ethnic residents of this state, found
that compared to Caucasians, they have larger bulges
(men), larger values of the throat angle, lower lip protrusion,
and mentolabial furrow; at the same time, smaller values
of the nasolabial angle were found.

The population of Northern India (all the previous states
were southwestern) has significantly lower values of the
proclination of the teeth of the upper and lower jaws, the
angle of the occlusal plane, and higher values of the chin
protrusion compared to Caucasians. In addition, the authors
found pronounced manifestations of sexual dimorphism
of most indicators [23, 24].

Between Ukrainian YM or YW with an orthognathic bite
with different facial types, when comparing the linear and
angular indicators that characterize the position of
individual teeth relative to the cranial structures by the COGS
method, almost all reliable or trends of discrepancies are
established between the YW, namely:

YW with very wide face type have significantly smaller,
or trends toward smaller values of 1u-NF, 1I-MP, 6u-NF
distances and OP-HP angle (compared to medium and
narrow face types), as well as 6|-MP distances (compared
to only the average face type);

YW with a medium face type, significantly higher or
trends towards greater values of the 6I-MP distance
(compared to the narrow face type) and the OP-HP angle
(compared to the wide and narrow face types).

Among YM with different face types, only the trends of
differences in angle indicators between representatives
with very wide and medium face types were established,
namely: in young men with a medium face type, larger
values of the OP-HP angle and smaller values of the Mand1-
MP angle were established.

We also established the manifestations of sexual
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dimorphism of linear and angular indicators that
characterize the position of individual teeth relative to cranial
structures according to the COGS method, namely, reliably
greater or trends to greater values:

in YM with very wide, wide and narrow face types -
distance values of 1-MP and 6I-MP; in young men with a
wide face type - 6u-NF distance values and in young men
with a very wide face type - Mand1-MP angle values;

in YW with very wide, wide, medium and narrow types of
face - the magnitude of the angle OP-HP.

The results obtained by us in Ukrainian YM and YW with
an orthognathic bite on the characteristics of the magnitude
of linear and angular indicators, which characterize the
position of individual teeth relative to cranial structures
according to the COGS method, will allow dentists to
provide the necessary assistance to the patient at a modern
level, taking into account the age, sex, ethnic characteristics
of the person and the type of her face.
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BU3HAYEHHA LIE®ANTIOMETPUYHUX NMAPAMETPIB 3A METOOOM COGS, AKI XAPAKTEPU3YIOTb NONOXXEHHA OKPEMUX
3YBIB BIGHOCHO YEPEMHUX CTPYKTYP Y 3ANEXHOCTI BIA TUMIB OBNIMYYA B YKPAIHCbKUX IOHAKIB | JIBYAT I3
OPTOMHATUYHUM MPUKYCOM

HecmepeHko €. A., Winkapyk-Qukoeuuyska M. M., Yyay T. B., Aydik O. 1., l'ynac B. I.

EcmemuyHo npuemHuli guansid obruyysi € 0OHiE0 3 20/108HUX Uinel 0pmoOoOHMUYHO20 rlikyeaHHs. [lpome, y aunadky msixkoi namoroeii,
0nsi OocsigHEeHHS1 2apMOHIHOCMI KOMIIIEKCY M'IKUX ma meepdux mkaHUH obru44si HeobxiOHO nposadumu He MmifibKu opmoOOHMUYHE
arne i xipypeidHe empydyaHHs, mobmo opmozHamuy4Hy Xipypeito. EgpekmueHum ernemeHmom, HeobxiOHUM Ons nnaHyeaHHs1 mako20
nikyeaHHs1 € yeganomempuyHul aHania 0ns opmogHamu4Hoi xipypeii (COGS). Mema docnidxeHHs1 - ecmaHosumu ocobrugocmi
ueghanomMempuyHUX napamempis, siKi xapakmepu3yomb r0/10XKEeHHSI OKpemMux 3ybig 8i0HOCHO YeperHuUx cmpykmyp 3a mMemodom
COGS, 8 ykpaiHCbKUX IOHaKig i digyam i3 opmoaHamu4yHUM MPUKYyCOM Yy 3anexHocmi i@ mury obnuyysi. 46 toHakam (8ikom 6id 17 0o
21 pokie) i 72 dig4amam (sikom 8i0 16 0o 20 pokie), sKi Hanexanu y mpbox KorniHax 00 MewkaHuig YkpaiHu €8ponecioHoi pacu ma manu
opmozHamuy4HUl npukyc, nposedeHo yeganomempiro 32ioHo COGS-memody. [nsa nposedeHHs1 uegharomMempuyHO20 aHarsisy noKasHUKie,
SIKi Xapakmepu3ytomb MO/IOKEHHS OKpeMux 3yb6ie 8i0HOCHO YeperHux CmpyKmyp, 8UKOPUCMOBY8anoch rnpospamMHe 3abe3neyeHHs
OnyxCeph®™, gepcii 3DPro, komnaHii Image Instruments GmbH, HiveyyuHa. BidrnogiOHo 3HayeHHsIM MopghoroeidHozo iHOekcy apcoHa
npoeoduniocs 8u3HayeHHss murny obnuyyss. Cmamucmuy4Hy ob6pobKy ompumaHux pe3yribmamie npoeoousnu 8 niyeH3iliHomy nakemi
"Statistica 6.0" 3 sukopucmaHHsIM HenapamempuyHux memodie oyiHku. Mix disuamamu 3 pisHUMU munamu 0buY4Ysi 8CmMaHo8eHi|
HacmynHi docmosipHi abo meHOeHUi 8idMIHHOCMeU MiHIUHUX i Kymoeux rMOoKa3sHUKI8, sIKi Xapakmepu3yomb MOI0XEHHS OKpemMux 3ybig
8IOHOCHO YepernHux cmpykmyp 3a memodom COGS: y npedcmasHuup i3 Oyxxe WUPOKUM murom obnuyysi - MeHWi 3Ha4YeHHST 8eruUYUHU
gidcmaHel 1u-NF, 1I-MP, 6u-NF i kyma OP-HP (rnopigHsiHO 3 cepelHim i 8y3bkum munamu obnuyysi), a makox eidcmari 6l-MP
(mopieHsiHO nuwe 3 cepedHiM murom obnuyys); y npedcmasHuuyb i3 cepedHiM murnom obnuydsi - binbwi 3Ha4YeHHs1 8e/TUYUHU 8idcmaHi
6l-MP (nopigHsiHO 3 8y3bkum muriom obnuyys), a makox kyma OP-HP (ropigHsIHO 3 wWupoKum i 8y3bKum munamu obnuyys). Mix
loHaKkamu 3 pisHUMU munamu obruyysi npakmu4yHoO He ecmaHossieHi 0ocmosipHi abo meHOeHuii eidMiHHOcmeU niHIGHUX | Kymosux
r1oKa3HUKig, sIKi xapakmepu3ymb MOSI0XEHHS okpemux 3ybie 8i0HOCHO YepernHux cmpykmyp 3a memodom COGS. BcmaHosneHi
nposisu cmamegozo GUMOPYI3My MiHIUHUX | Kymoeux MOKa3HUKI8, SIKi Xapakmepusyomb MOMOXEHHS OKpemMux 3ybig 8iIOHOCHO YeperHux
cmpykmyp 3a memodom COGS: 8 toHakig - binbwi 3Ha4yeHHs binbwocmi fAiHitHUX po3mipie y npedcmasHukig i3 Oyxe WUpPOKUM,
WUPOKUM | 8y3bKUM munamu obnuyysi; y digyam i3 pisHumu munamu obnuyys - 6inbwi 3HayeHHs eenuduHu Kyma OP-HP. Ompumani
pe3ynbmamu 0038055iIMb IliKapsiM-cmomMamosioeam Hadasamu HeobxiOHy nauieHmy Aornomoay Ha Cy4YacHOMY pigHi 3 ypaxysaHHSIM He
minbKu 8iKogUX, cmameesux ma emHiyHux ocobnueocmedl moduHu, ane U muny ii 06nu4ys.

KniouoBi cnoBa: KOHyCcHO-npomeHega KoMm'tomepHa momoepaghisa, menepeHmeHozpagis, ueganomempisa 3a COGS-memodom,
keghanomempis, 3ybu, oHaku, digdama, opmozaHamuy4HuUl npuKkyc, munu obnuyysi, cmamesi po36ixHocMi.
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Carotid artery pathology is one of the leading causes of cerebral stroke. Among the
pathogenetic factors in the development of carotid artery damage, disorders of lipid
metabolism, atherosclerosis, and metabolic syndrome occupy a prominent place. The
alimentary factor is extremely important in this context. Monosodium glutamate is one of
the most common food additives, which is often used uncontrollably and can cause
changes in the structure and functions of organs and tissues. The purpose of the study:
to analyze the dynamics of morphological changes in the carotid sinus area under the
influence of monosodium glutamate when administered orally in an experiment. The area
of the carotid sinus of 20 male laboratory white rats that received sodium glutamate orally
at a dose of 10 mg/kg/day for 8 weeks was studied by morphological methods at the
macro- and microstructural levels after 6 and 8 weeks of the experiment. The obtained
data are compared with the results of a morphological study of the same area in 20
animals of the control group. Statistical processing of animal weight was performed using
MS Excel 2007 software. Mean * standard deviation was determined. After 6 weeks of the
experiment, when evaluating the histological structure of the wall of the internal carotid
artery in the area located directly above the bifurcation, when compared with the control
group, multiplication and folding of the intima were found in the experimental group,
presumably associated with the proliferation of endothelial cells under the influence of
sodium glutamate, detachment of the endothelium and lysis of individual endotheliocytes,
as well as uneven thickening of elastic media fibers and disruption of their structure.
Attention was drawn to the accumulation of white fat perivasally and in the zone of the
carotid glomus, as well as the disorganization of nerves and the expansion of vessels of
the microcirculatory channel. After 8 weeks of the experiment, the negative dynamics of
structural changes were noticeable: signs of increased inflammatory infiltration,
deformation of the vessels of the microcirculatory bed with thickening of their walls and
narrowing of the lumen, stasis, noticeable degranulation of cells of type | carotid glomus
cells, the appearance of single labrocytes (mast cells) in the infiltrate. The amount of
adipose tissue (white fat) in the area of the carotid sinus and the perivasal bifurcation of
the carotid arteries, as well as in the immediate vicinity of the carotid glomus, also
increased markedly, and a tendency towards thickening of adipose tissue was noted.
Thus, monosodium glutamate with systematic oral use can cause a violation of the
structural organization of the carotid sinus, the wall of the carotid arteries and the carotid
glomus, and the severity of changes in dynamics increases. Further research is needed
to clarify the nature of the structural changes in the carotid sinus under the conditions of
withdrawal of monosodium glutamate, as well as to find possible ways of correction.
Keywords: monosodium glutamate, carotid sinus, carotid glomus, internal carotid
artery, carotid bifurcation.

Introduction

Cardiovascular diseases, in particular myocardial
infarction and cerebral stroke, continue to hold the leadership

in the structure of the causes of mortality in the whole world,
and also occupy a prominent place in the statistics of
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premature deaths (up to 70 years of age) according to the
data of the World Health Organization [19]. One of the leading
causes of cerebral blood circulation disorders, including
cerebral strokes, is the pathology of the carotid arteries [5,
8]. An important role in its development is played not only by
a family predisposition to dyslipidemia, but also completely
controllable factors - a sedentary lifestyle, unhealthy diet, in
particular, the consumption of high-calorie foods with a
significant fat content, as well as the widespread use in the
food industry of additives to improve the organoleptic
properties of food [19]. The most common among them is
monosodium glutamate, also known as additive E621 or
monosodium salt of glutamic acid, which is considered
relatively safe and is allowed for use in many countries of
the world, in particular in Ukraine. Additive E621 is used to
enhance the taste and improve the organoleptic properties
of food, which are lost due to long-term storage [15].

Despite numerous studies reporting the harmful effects
of monosodium glutamate on the living organism [1], its
use continues to be widespread and sometimes
uncontrolled due to the fact that the presence of the additive
E621 is often not even recorded on food packaging. The
monosodium salt of glutamic acid is also present in baby
food products. Since it was reported about the effect of the
E621 supplement on brain tissue [6], the human psyche
[11], as well as the ability to cause changes in eating behavior,
manifested in increased appetite and an increase in the
amount of food consumed, with the subsequent
development of excess body weight and obesity [2, 17], the
long-term administration of monosodium glutamate is a
cause for concern, given the potential adverse effects that
can be expressed in pathological changes in the structure
of organs and tissue and subsequently lead to a violation of
their functions and the development of a number of
pathological conditions.

Oxidative stress is considered one of the important
pathogenetic aspects of sodium glutamate's influence on a
living organism [6, 7]. An important role is also played by the
development of inflammation and fibrosis [7], metabolic
disorders [3, 18] and DNA damage - the so-called genotoxic
effect [1, 10]. Numerous studies have reported adverse
effects of monosodium glutamate on the heart [3] and
vessels, including the aorta [3] and thoracic arteries [13],
as well as other organs [4]. Given the important role of the
morphology of the carotid arteries in the pathogenesis of
brain perfusion disorders, the effect of the systematic use
of monosodium glutamate on their structure has not been
sufficiently studied. Of particular interest is the nature of
morphological changes, their dynamics and the degree of
irreversibility of possible damage, the reaction of tissues
to the withdrawal of monosodium glutamate, as well as
the possibility of correction [14].

The purpose of the study is to analyze the dynamics of
morphological changes in the carotid sinus area under
the influence of monosodium glutamate when
administered orally in an experiment.

Materials and methods

40 male white laboratory rats were involved in the study,
which were equally divided into experimental and control
groups. The animals were kept in cages of 4 individuals
each, in a well-ventilated room of the vivarium, and had
unlimited access to food corresponding to the standard
diet of the vivarium. Animals of the experimental group
received 10 mg/kg/day of monosodium glutamate
administered orally for 8 weeks, while animals of the control
group did not receive food supplements. Throughout the
experiment, the principles of the European Convention for
the Protection of Vertebrate Animals Used for Experimental
and Other Scientific Purposes (Strasbourg, 1986), the
norms of Law of Ukraine Ne 3447-1V "On the Protection of
Animals from Cruelty Treatment", general ethical principles
of experiments on animals, adopted by the First National
Congress of Ukraine on Bioethics (2001), which was
confirmed by the Commission on the Ethics of Scientific
Research, Experimental Developments and Scientific
Works of Danylo Halytsky Lviv National Medical University
(protocol Ne 3 dated 11.3.2022) were strictly observed.

After 6 weeks from the start of the study, half of the
animals were removed from the experiment by overdose
of ether anesthesia; the rest of the animals were removed
from the experiment at the end of the 8th week. The research
material is represented by histological preparations of the
carotid sinus of white rats, made by making sections of the
tissue of the bifurcation of the carotid arteries from
previously prepared paraffin blocks. For histological
examination, sections were stained with methylene blue.
The preparations were studied and photographed at
magnifications of the microscope: x200, x400, x1000. The
"Aver Media" computer system was used to photograph
micropreparations.

Statistical processing of animal weight was performed
using MS Excel 2007 software (mean + standard deviation
was determined).

Results

The average weight of animals in the control group after
6 and 8 weeks of the experiment was 276.5+6.3 g and
283.515.6 g, in the experimental group this indicator was
337.414.3 g and 364.516.2 g, respectively.

During the morphological study of the studied area of
the carotid sinus of a white rat, it was found that the internal
and external carotid arteries originated from the common
carotid artery. The bifurcation of the common carotid artery
was typically located at the posterior angle (greater horn)
of the hyoid bone, 2-4 mm below the latter in animals of
both groups. The diameter of the internal carotid artery
practically corresponded to that of the external carotid artery.
The bifurcation of the carotid arteries in animals of both
groups was located below the typical location in 17.5 % of
cases (7/40 adult white rats). The location of nerves and
sensory nerve endings in the carotid sinus and carotid
glomus in rats of both groups was similar to that in humans.
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The carotid glomus was located in the carotid sinus, closer
to the internal carotid artery, and had a size of 0.6-0.7 mm
by 0.5-0.4 mm, and was surrounded by connective tissue.
Its vascularization occurred due to a small branch of the
external carotid artery - the glomus artery, and venous
outflow - into a small vein of the same name, which opened
into the internal jugular vein. Sensory innervation was
provided by branches of the glossopharyngeal and vagus
nerves, autonomic innervation by fibers of parasympathetic
nodes, in which the branches of the vagus nerve are
interrupted, as well as by the sympathetic plexus, and the
sympathetic trunk was located dorsal to the common
carotid artery and the vagus nerve. Cervical nodes in this
area were grouped into three pairs: upper, middle, and
posterior. The upper cervical node lay at the level of the
bifurcation of the common carotid artery in close proximity
to the internal carotid artery, carotid sinus, and carotid
glomus.

During histological examination (staining with
methylene blue), the wall of both carotid arteries consisted

X W& f /) 2 ! ‘
n um

of clearly defined three layers: inner - intima, middle - media,
and outer - adventitia, in which small blood vessels, known
as vasa vasorum, were visible.

After 6 weeks of the experiment, when evaluating the
histological structure of the wall of the internal carotid artery
in the area located directly above the bifurcation, when
compared with the control group (Fig. 1), in the experimental
group (Fig. 2), multiplication and folding of the intima,
presumably associated with proliferation, were found of
endothelial cells under the influence of monosodium
glutamate, detachment of the endothelium and lysis of
single endotheliocytes, as well as uneven thickening of
the elastic fibers of the media and disruption of their
structure, which causes changes in the intima-media ratio
and may ultimately have a negative effect on the perfusion
of brain tissues. Attention was drawn to the accumulation
of white fat perivasally and in the zone of the carotid glomus,
as well as the disorganization of nerves and the expansion
of vessels of the microcirculatory channel.

After 8 weeks of the experiment, the histological

Fig. 1. Carotid artery bifurcation area (a) and a fragment of the internal carotid artery wall in the area immediately above the bifurcation

of the common carotid artery of a white rat (b) of the control group. Staining with methylene blue. Photomicrograph. Magnification: x200

(a) and x400 (b).

ol

Fig. 2. Bifurcation area of carotid arteries with carotid glomus (a) and a fragment of the wall of the internal carotid artery in the area

located directly above the bifurcation of the common carotid artery of a white rat (b) of the experimental group 6 weeks after the start
of the experiment. Staining with methylene blue. Photomicrograph. Magnification: x200 (a) and x400 (b).
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Fig. 3. Carotid artery bifurcation zone (a) and a fragment of the wall of the internal carotid artery in the area located directly above the
bifurcation of the common carotid artery of a white rat (b) of the experimental group 8 weeks after the start of the experiment. Staining
with methylene blue. Photomicrograph. Magnification: x200 (a) and x400 (b).

Fig. 4. Fragments of the glomus of a white rat of the control group.

(a) and x400 (6).

structure of the wall of the carotid artery (Fig. 3) was
characterized by an increase in the amount of adipose
tissue perivasally and in the bifurcation zone of the carotid
artery and the carotid glomus, the appearance of an
inflammatory cell infiltrate, proliferation of arterioles, an
increase in the irregularity of the vascular wall, especially
expressed in the media zone, changes from the side of the
connective tissue, in particular its swelling and unclear
structure, hyperemia of the vessels of the microcirculatory
channel.

Regarding the localization of the carotid glomus, it was
located in the area of the internal carotid artery, directly
above the bifurcation of the common carotid artery, 1-1.5
mm more cranially than the latter. The presence of the
adventitian capillary plexus in the zone of the carotid glomus
attracted attention. When staining with methylene blue,
baroreceptors were detected in the form of rounded nerve
endings. Four main components were identified in the
carotid glomus: cells, nerve fibers, vessels and the main
substance of connective tissue. A cluster of cells, also

i
Staining with methylene blue. P

W

s

oomicrograph. Magpnification: x200

called glomeruli, is the main structural element of the carotid
glomus and consisted of two types of cells in the white rat:
cells of type | (glomus cells) - from 2 to 12 cells in each
glomerulus, on average 4, surrounded by cells of type Il
(supporting) - 1-3 cells in a glomerulus. These two cell
types can be clearly distinguished even by light microscopy
(Fig. 4). Glomus cells were chemoreceptors and contained
secretory granules, had a round or oval shape, and their
size varied from 8 to 16 ?m. The nucleus of glomus cells is
clearly delineated, oval in shape, the cytoplasm is granular.
Type Il cells, the number of which was 15-20 % of all glomus
cells, were usually visible on the periphery of the clusters,
resembled neuroglia cells in structure, had elongated
hyperchromic nuclei, a thin cytoplasmic strip, and
pronounced processes that surrounded the glomus cells.
The carotid glomus also contained autonomous
microganglionic cells located on the periphery of the
glomus or directly in the latter. Clusters of cells are
separated by layers of connective tissue, which, when
connected, formed the capsule of the carotid glomus. The
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Fig. 5. Fragments of the glomus of a white rat of the experimental group after 6 weeks (a) and 8 weeks b) of the experiment. Staining

with methylene blue. Photomicrograph. Magnification: x400.

stroma around the lobes of the carotid glomus of white
rats is rich in blood vessels and nerves.

As for the structural organization of the carotid glomus,
after 6 weeks of the experiment, in the control group (see
Fig. 4) its typical structure was observed: type | cells were
located in the glomeruli and surrounded by type Il cells,
between the glomeruli there were visible layers of
connective tissue, then as in the experimental group, after
6 weeks of the experiment (Fig. 5a), attention was drawn to
a decrease in the number of type | cells in some clusters,
as well as a pronounced thickening and swelling of the
connective tissue layers between them, signs of
inflammation, thrombus formation, and hyperemia of the
microcirculatory vessels. After 8 weeks of the experiment
(Fig. 5b), the negative dynamics of structural changes were
noticeable: signs of increased inflammatory infiltration,
deformation of vessels of the microcirculatory bed with
thickening of their walls and narrowing of the lumen, stasis,
noticeable degranulation of type | cells, appearance of
single labrocytes (mast cells) in the infiltrate. The amount
of adipose tissue (white fat) in the area of the carotid sinus
and the perivasal bifurcation of the carotid arteries, as well
as in the immediate vicinity of the carotid glomus, also
increased markedly, and a tendency towards thickening of
adipose tissue was noted.

Discussion

The pathology of the carotid arteries plays a leading
role in the pathogenetic mechanisms of the development
of cerebrovascular disorders, which lead not only to
cerebral strokes, but also to cognitive changes [12]. The
determination of risk factors that directly affect the
morphology and, as a result, the function of the carotid
arteries is of great clinical importance, since the
modification of such factors allows to reduce the risks
associated with morbidity, inmediate and remote negative
consequences for patients, loss of their working capacity,
and a decrease in quality and a decrease in life expectancy.

To study the influence of external factors on the structure
and function of the carotid arteries, in particular the carotid
sinus, the bifurcation zone and related structures, it is
advisable to use experimental models that offer wide
opportunities for analyzing processes and changes, as
well as factors that can modify their course [10].

This study used a low dose of monosodium glutamate
that was approved for use in food in most countries. The
oral route of administration followed by free access to food
was expedient in order to accurately model the route of
entry of monosodium glutamate into the human body during
life and consumption of usual food products. It is this fact
that allows the extrapolation of the experimental study to
the general human population, because parenteral or
subcutaneous administration of monosodium glutamate
does not occur under normal conditions. An important
aspect was the assessment of the morphological changes
of the studied area in dynamics, as this indirectly makes it
possible to predict the speed and severity of pathological
changes of the studied area with systematic consumption
of monosodium glutamate.

Therefore, after 6 and 8 weeks of the experiment,
histological examination revealed significant changes in
the structure of the wall of the carotid arteries in the carotid
sinus area at the microscopic level, as well as changes in
the morphology of the carotid glomus in the animals of the
experimental group, which could be directly caused by the
oral administration of monosodium glutamate in
comparison with a control group that did not receive a food
supplement. The progressive accumulation of adipose
tissue perivasally in the area of bifurcation of carotid arteries
and carotid glomus attracted special attention. The growth
of structural and inflammatory changes in dynamics seems
to be important, which may indicate an increase in the toxic
effects of monosodium glutamate over time with its
systematic use with food [7]. The above-mentioned
morphological manifestations could be not only a
consequence of the direct toxic effect of monosodium
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glutamate, but also the result of its indirect effect, namely
the stimulation of the appetite of the animals of the
experimental group, which led to an increased feeling of
hunger, consumption of more food and, as a result, faster
weight gain.

Given the key role of vascular pathology in the
development of cerebral stroke, possible violations of the
structural organization of blood vessels, in particular, carotid
arteries, as well as areas of the carotid sinus should be
taken into account in persons who systematically consume
monosodium glutamate as a food additive for the possible
timely prevention of unfavorable distant consequences for
cerebral and systemic blood circulation by modifying risk
factors and using appropriate preventive measures [16].
Preventing the development of structural changes in the
carotid glomus is also of great practical importance, as a
violation of the morphology will inevitably lead to a negative
impact on its functions, which can potentially affect not only
the quality of brain perfusion, but also the tone of blood
vessels, blood pressure, and systemic blood circulation in
general. The role of mast cells in conditions of structural
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CTPYKTYPHA OPFAHI3ALIA COHHOI NA3YXW N BNJIMBOM INYTAMATY HATPIIO B EKCNEPUMEHTI: AHANMI3 3MIH B
AVWHAMIUI

Codomopa O. O.

Mamonoeis coHHUXx apmepili € 00Hiel0 3 MPOBIOHUX MPUYUH MO3K0B020 iHCynbmy. Ceped namoz2eHemu4yHUX ghakmopie po3gumky
YWKOOXEeHb COHHUX apmepil 4YinbHe micuye nocidaroms posnadu ninidHo2o obMiHy, amepockiepos3 i MemabonidyHuUl CcuHOPOM.
AnimeHmapHul ¢hakmop € Had3eu4aliHO iCMOMHUM y UbOMYy KOHmMekcmi. [mymamam Hampito - o0Ha i3 HalUMmoOWUPEeHIWUX Xap4yo8ux
006a8sokK, sika 4acmo 3acmoco8yemMbCSl HEKOHMPO/IbOBAHO | MOXe CrPUYUHAMU 3MiHU cmpyKkmypu i ¢oyHKUil opeaHie i mkaHuH. Mema
docnidxeHHs: npoaHanidyeamu OuHamiKy Mopghono2iyHux 3miH OiMsIHKU COHHOI ma3yxu nid ennueoMm 2rymamamy Hampio npu
rnepopasnibHOMy 88e0eHHi 1020 8 ekcriepumeHmi. [JocnidxeHo OinsiHKy cOoHHOI na3yxu 20 nabopamopHux 6inux wypie camyig, wo
8rpodosx 8 mMuKHIE ompuMysarnu arnymamam Hampito nepopasabHo 8 003i 10 me/ke/0oby, mopghonozidHuMuU mMemodamu Ha Makpo- ma
MIKpOCMpPYKMypHOMY pigHsix yepe3 6 i 8 muxHie ekcnepumeHmy. OmpumaHri 0aHi NOPIBHSIHO i3 pe3ynbmamamu MOopgOos102iyHO20
docnidxeHHs yiei x OinsHku y 20 meapuH KOHMpobHOI epynu. CmamucmudHy ob6pobKy macu meapuH rnpoeoduriu 3a 00rnoMOo20t0
npoepamHoeo 3abe3neyeHHss MS Excel 2007 (gudHavanu cepedHio + cepedHe kgadpamuyHe sidxuneHHs1). HYepes 6 muxHie ekcriepumeHmy
npu oujiHyi 2icmomnoeiyHoi 6ydo8u cmiHKU 8HympiWHLOI COHHOI apmepii 8 30Hi, Wo po3mawosaHa 6e3rnocepedHbo Had bighypkauieto
rpuU ropiBHsIHHI i3 KOHMPOIIbHOKO 2pyroto 8 GOCNIOHIU 2pyri susiereHo Myrnbmuriikayito i cknaddamicmes iHMUMU, iMOBIPHO Moe'si3aHy
i3 nponipepauicto knimuH eHdomenio nid ennueoM enymamamy Hampio, gidwapyeaHHsi eHOomenito i Ji3uc MOOOUHOKUX
eHOomenioyumis, a MmaKkox HepiGHOMIPHE MOMOBWEHHST eflaCmUYHUX 80/10KOH MeOil i mopyweHHs1 ix cmpykmypu. 3eepmanu Ha cebe
yeaeay Hakornu4yeHHsi 6ifl020 Xupy nepusasasibHO i 8 30Hi COHHO20 eflomyca, a makox 0030peaHizauisi Hepeig i PO3WUPEeHHST CyOUH
MiKpoyupKynsimopHoao pycna. Yepes 8 muxHie ekcnepumeHmy byna rnomimHa He2amueHa OuHamika CmpPyKMypHUX 3MIH: O3HaKu
36inbweHHs 3ananbHoi iHginbmpauii, 0echopmauis cyOUH MIKPOUUPKYISIMOPHO20 pycria i3 nomo8U,eHHIM IX CMIHOK | 38Y)X€HHAM
npoceimy, cmas, nomimHa dezpaHynsauyis KnimuH COHHoz2o enomyca | muny, nosiea 8 iHhinbmpami nooduHokux nabpoyumis
(macmouyumig). NomimHo 36inbwunacss makox KinbKicmb xupogoi mkaHuHu (6inuli Xup) 8 30Hi COHHOI na3yxu i bighypkauyii COHHUX
apmepili nepusasasnibHO, @ makox 8 beanocepedHili 6rusbkocmi 00 kapomudHO20 arioMmyca, 8idmidanacsi meHOeHyisi 00 yWinbHEHHS
JKUPOBOI mKaHUHU. Takum YuHOM, 2rlymamam Hampito npu cucmemMamuyHOMYy fepopanbHOMY 8XUBaHHI MOXe CIPUYUHSIMU opYWeHHS
CMpyKmMypHOi opeaHi3auii COHHOI na3yxu, CmiHKU COHHUX apmepili i COHHO20 210Myca, NMPUYOMY 8UPaXeHicmb 3MiH 8 OuHamiyi
Hapocmae. Nodanbuwi docidxeHHs1 HeObXIiOHI Onsi YMOYHEHHST Xapakmepy CmpyKmypHUX 3MiH OinsIHKU COHHOI ma3yxu 3a ymog 8iOMiHu
2rymamamy Hampito, a makox MowyKy MOXugux crnocobig Kopekuyii.

Knio4oBi cnoBa: anymamam Hampito, COHHa nasyxa, COHHUU 2/1I0MyC, 8HympilWHs COHHa apmepisi, bichypkauiss COHHUX apmepil.
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Human skin is the first barrier to protect the body from external factors. Combinations
of certain external and internal (genetically determined) factors can lead to cancer of
this organ. One of such pathologies is nevi - still little studied disease. At the same
time, modern medicine is interested in inventing mechanisms to predict their occurrence
and course. The purpose of the study is to build and analyze discriminant models of the
possibility of benign nevi in Ukrainian men depending on the characteristics of
dermatoscopic parameters. Ukrainian men aged 22 to 35 years, patients with melanocyte
benign simple nevi (n=34), melanocyte benign dysplastic nevi (n=27), melanocyte
benign congenital nevi (h=14) and non-melanocyte benign nevi (n=17) get dermatoscopic
examination. The possibility of benign nevi occurrence depending on the characteristics
of dermatoscopic parameters was carried out using discriminant analysis in the licensed
statistical package "Statistica 5.5". With the help of discriminant analysis, reliable
models of the possibility of occurrence of benign nevi depending on the characteristics
of dermatoscopic parameters are built. It was found that among patients with melanocyte
benign simple, dysplastic, congenital and non-melanocyte benign nevi, a reliable
interpretation of the obtained classification indicators is possible (discriminant function
covers 70.7 % of cases; statistics Wilks' Lambda=0.185; p<0.001). The models include
the general dermatoscopic index, the dermatoscopic criterion "Asymmetry" according
to the ABCD system, the number of nevi on the body more than 1 cm and the
dermatoscopic criterion "Color" according to the ABCD system. Moreover, the general
dermatoscopic index and the dermatoscopic criterion "Asymmetry" according to the
ABCD system make the greatest contribution to discrimination between Ukrainian men
with benign nevi.

Keywords: skin diseases, benign nevi, dermatoscopy, men, discriminant analysis.

Introduction

The barrier function of the skin is to protect the human
body from a variety of stimuli, namely: mechanical damage
(in particular, through the damping function), physical
factors (such as ultraviolet radiation), chemical factors,
microorganisms, etc.

At the same time, performing such a "piece of work"
makes the skin vulnerable to various pathologies. Each of
the external factors ultimately acts as a kind of trigger that
start a cascade of pathophysiological reactions. However,
it should be understood that the activation of such
mechanisms also requires an internal factor, which is
mostly a genetic predisposition to the occurrence of a

pathological condition.

An example of such pathology, in particular, is a nevus.
Many studies show that this disease is a combination of
exogenous and endogenous factors. Examination of 546
children with nevi revealed that 94.6 % of subjects had a
phenotype of Il, lll categories, 66.7 % had brown eyes,
59.3 % had brown hair and 61.3 % had light skin. At the
same time, a higher incidence of sunburn was associated
with more nevi [2]. Another group of authors, who also
worked with a sample of Spanish children with nevi,
performed a multifactor analysis of external factors
associated with the number of nevi. If in the group of 4-
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year-olds only time spent in the sun was a statistically
significant factor, in the group of 14-year-olds such factors
were male gender, skin phototype, time spent on the beach
and use of sunscreen on the beach [12].

The number of nevi on the human body, as well as their
location is completely different. According to Italian
scientists, 50 % of children have less than 10 nevi, 45 %
have 10 to 30, and only 5 % have 30 to 50 [8]. At the same
time, data from a sample of Spanish children showed that
the average number of nevi is about 19 units [2].

Examination of more than 9,000 boys aged 18-20, ethnic
Jordanians, revealed nevi in 642. Of these: 8.1 % noted
their appearance in preschool age, 59.8 % at the age of
12-15 years. In 68.3 % of cases, nevi were observed on the
upper torso and shoulders. Most of the representatives
with nevi were from the northern regions of Jordan [9].

C. Patruno and co-authors [14] in a sample of 144
children found that the number of nevi is higher in boys
than in girls (p<0.05), and the highest prevalence of nevi is
observed on the torso and neck (p<0.001). As in previous
studies, a correlation was found between the number of
nevi and the time of insolation (p<0.05).

The number of neviis quite volatile. A survey of 90 Puerto
Rican children found that 85 % had nevi at the time of the
examination. A re-examination a year later revealed new
nevi in 62 % of people. The average increase in the number
of nevi was 1.8 (p<0.001) [20].

However, why is there such an increased interest in the
study of nevi? Nevi are often associated with the risk of
melanoma. In particular, to a greater extent this risk is
associated with the number of nevi on the human body.
Particular attention is paid to the presence of congenital,
giant or atypical nevi. Although, according to scientists, the
mechanism of melanoma is dominated by exogenous
components [4]. The annual rate of conversion of a single
nevus to is estimated at 0.0005 % or less for patients in the
age group less than 40 years [17]. At the same time for a
choroidal nevus this indicator makes from 2 to 3 %
depending on a race [10].

In addition, we should not forget about the decline in
quality of life and deterioration of psycho-emotional state
in people with nevi, especially when it comes to congenital
nevi of large size or localization in exposed areas of the
body [11].

Given the above information, for the needs of practical
medicine there is a need to find and study the
interdependencies that will predict the risk of benign nevi.
The most promising in terms of simplicity and cheapness
of data are dermatoscopic indicators, the justification of
the use of which can be achieved only by conducting an
experimental study, followed by adequate and complete
statistical processing of the results.

The purpose of the study is to build and analyze
discriminant models of the possibility of benign nevi
occurrence in Ukrainian men depending on the
characteristics of dermatoscopic parameters.

Materials and methods

On the basis of the Military Medical Clinical Center of
the Central Region and the Department of Dermatology
and Venereal Diseases with a course of postgraduate
education National Pirogov Memorial Medical University,
Vinnytsya, Ukrainian men (aged 22 to 35 years) with
melanocyte benign simple nevi (n=34), melanocyte benign
dysplastic nevi (n=27), melanocyte benign congenital nevi
(n=14) and non-melanocyte benign nevi (n=17) were
performed clinical-laboratory and pathohistological
examinations. The diagnosis of nevi was established
according to a two-stage algorithm for the classification of
pigmented tumors, which was adopted at the First World
Congress of Dermatoscopy (Rome, 2001) [15].

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

All patients were determined the number of nevi on the
body, the number of nevi on the body up to 0.6 cm, the
number of nevi on the body up to 1.0 cm, the number of nevi
on the body more than 1.0 cm and the number of nevi on
the hands more than 0.2 cm.

The dermatoscopic index was calculated according to
the so-called "ABCD rule of dermatoscopy™:

"A" - Asymmetry. To determine this indicator, the studied
neoplasm was visually divided along two asymmetrically
favorable lines; in the presence of asymmetry on two axes
the index 2 was appropriated;

"B" - Border sharpness. To assess this feature, the
tumor was visually divided into eight equal parts, each fate,
which has a clear limit, was assigned an index of 1;

"C" - Color. There are 6 dermatoscopic colors (light brown,
dark brown, black, gray-blue, white, red). Each color present
in the area of the tumor was assigned an index of 1;

"D" - Dermoscopic structures. The dermatoscopic
picture distinguished the following structural elements:

"pigment network", "stripes" ("radial radiance",
"pseudopods"), "points", "granules", "unstructured areas",
"blue-white veil", "regression structures”, "vascular

structures" (areas of milky red color, microvessels are
visualized). Each element in the presence of it in the tumor
was assigned an index of 1.

The total dermatoscopic index is calculated by the
formula"A" + "B" + "C" + "D", where the constant coefficients
A=1.3; B=0.1; C=0.5; D=0.5. At the general dermatoscopic
index from 4.75 to 5.45 the new growth is regarded as a
dysplastic nevus, and at values above 5.45 the preliminary
diagnosis of a melanoma of skin is exposed.

The possibility of benign nevi occurrence depending
on the characteristics of dermatoscopic parameters was
carried out using discriminant analysis in the licensed
statistical package "Statistica 5.5".
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Results

Taking into account dermatoscopic parameters between
men with benign nevi, the discriminant function covers
85.3 % of men with melanocyte simple nevi, 70.4 % of men
with melanocyte dysplastic nevi, 21.4 % of men with
melanocyte congenital nevi and 82.4 % of men with non-
melanocyte nevi. In general, the model in patients with
melanocyte simple, dysplastic, congenital and non-melanocyte
benign nevi of men is correct in 70.7 % of cases (Table 1).

Among men with benign nevi, the discriminant variables
are the general dermatoscopic index (IND), the
dermatoscopic criterion "Asymetry" according to the ABCD
system (AS), the number of nevi on the body more than 1 cm
(BOL_10) and the dermatoscopic criterion "Color" according
to the ABCD system (COL) (Table 2). Among the above
indicators, the general dermatoscopic index and the
dermatoscopic criterion "Asymmetry" have the largest

Table 1. Matrix of percentages of coverage of discriminant function
for patients with benign nevi men depending on features of
dermatoscopic indicators.

Classification Matrix (nabil-gr.sta)
Rows: Observed classifications
Columns: Predicted classifications
Percent G_1:2 G_ 23 G 34 G_45
Correct | p=0.3696 | p=0.2935 | p=0.1522 | p=0.1848
G 12 85.3 29 3 0 2
G_2:3 704 8 19 0 0
G_34 214 5 4 3 2
G_4:5 824 3 0 0 14
Total 70.7 45 26 3 18

Notes: here and in the following tables, 1:2 - men with melanocyte
simple nevi; 2:3 - men with melanocyte dysplastic nevi; 3:4 - men
with melanocyte congenital nevi; 4:5 - men with non-melanocyte
nevi.

Table 2. Summary of the analysis of discriminant function between
men with benign nevi depending on the characteristics of
dermatoscopic parameters.

Discriminant Function Analysis Summary (nabil-gr.sta)

Step 4, N of vars in model: 4; Grouping: DZ_1 (4 grps)

Wilks' Lambda: 0.185 approx. F (12.23)=16.75 p<0,0000

Lambei | Lambda | 50| Prev! | Toler. | (Rssar)
IND 0266 | 0695 | 1241 |0.0000|0.087| 0.913
AS 0263 | 0703 | 1198 |[0.0000|0171| 0.829
BOL_10 | 0233 | 0792 | 7.436 |0.00020.972| 0.028
coL 0203 | 0910 | 2787 |0.04560.234| 0.766

Notes: here and in the following tables, Wilks' Lambda - statistics
of Wilkes lambda; F12.25~16.75 - critical (y, ,,) and received (16.75)
the value of the Fisher test; p - p-level related to the total value
Wilks' Lambda; Partial Lambda - Wilkes statistics lambda single
contribution of variable to discrimination between populations; F-
remove - the standard F-test is related to the corresponding one
Partial Lambda; p-level - p-level related to the corresponding F-
remove; Toler. - tolerance values for each variable.

Table 3. Indicators of classification of discriminant variable patients
with benign nevi men depending on features of dermatoscopic
indicators.

Classification Functions; grouping: DZ_1 (nabil-gr.sta)

G_1:2 G 23 G 34 G_ 45

p=0.3696 p=0.2935 p=0.1522 p=0.1848

IND 6.848 8.087 3.302 1.305
AS -6.930 -5.784 -2.293 -1.334
BOL_10 -0.005 0.273 0.047 0.033
CcoL -3.041 -5.017 0.902 -0.938
Constant -7.644 -12.31 -5.937 -1.888

contribution to discrimination between groups of patients
with benign nevi by men. The set of all dermatoscopic
variables has a pronounced (Wilks' Lambda=0.185;
F(12.23)=16.75; p<0.001) discrimination between groups
of patients with benign nevi men (see Table 2).

For patients with benign nevi men, classification
indicators (Df) were determined, by means of which it is
possible to classify patients into different groups of benign
nevi (Table 3).

Below in the form of equations the definition of indicators
of classification where assignment to men of patients with
melanocytic simple nevi is possible at value Df close to 7.644
is given; to men patients with melanocyte dysplastic nevi - at
a Df value close to 12.31; to men patients with melanocyte
congenital nevi - at a Df value close to 5.937; to men with non-
melanocyte nevi - with a Df value close to 1.888:

Df (for men with melanocyte simple nevi) = IND x 6.848 -
AS x6.930 - BOL_10 x0.005 - COL x 3.041 - 7.644;

Df (for men with melanocyte dysplastic nevi) = IND x
8.087 - AS x5.784 + BOL_10 x 0.273 - COL x5.017 -12.31;

Df (for men with melanocyte congenital nevi) = IND x
3.302 -AS x2.293 + BOL_10 x0.047 + COL x0.902 - 5.937;

Df (for men with non-melanocyte nevi) = IND x 1.305 - AS
x1.334 + BOL_10 x0.033 - COL x 0.938 - 1.888.

The obtained results of the x2 test indicate that, taking
into account the established dermatoscopic parameters, a
reliable interpretation of the obtained classification indicators
between men with patients with all groups of benign nevi
is possible (see Table 4).

Table 4. Test report x? with removed consecutive roots in patients
with benign nevi men, depending on the characteristics of
dermatoscopic parameters.

Chi-Square Tests with Successive Roots Removed (nabil-gr.sta)
. ) Wilks' )
Eigen-value | Canonicl R Lambda Chi-Sqr. df p-level
0 2.074 0.821 0.185 146.9 12 | 0.0000
1 0.577 0.605 0.568 49.17 6 | 0.0000
2 0.116 0.323 0.896 9.559 2 | 0.0084

Notes: Eigenvalue - root values for each discriminant function;
Canonicl R - the canonical value of R for different roots; Chi-Sqr. -
standard criterion x? of successive roots; Df - number of degrees
of freedom; p-level - p-level of the corresponding x2.
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Discussion

Dermatoscopic method of research occupies a key place
in the primary diagnosis and differential diagnosis of nevi.
The most popular in terms of differential diagnosis is the
exclusion of melanoma. Dermatoscopy allows to perform
differential diagnosis 27 % more effectively than the usual
examination with the naked eye [16]. However, it should be
noted that the effectiveness of this method directly correlates
with the experience of the dermatovenerologist who conducts
the examination [21].

T. Alendar and H. Kittler [1] analyzed dermatoscopic
studies to identify nevi most often associated with melanoma.
Of the 357 cases of melanoma, the occurrence of nevus
was recorded in 8.7 % of cases. At the same time, in 11.8 %
an unambiguous conclusion could not be made. Most
melanoma formation occurred on the background of
superficial or superficial-deep congenital nevus.

A group of researchers performed a dermatoscopic
examination of 3823 atypical nevi in 541 individuals.
Pathomorphological examination was subsequently
performed for 264 samples taken during dermatoscopy. In
30.5 % the pathomorphological conclusion was melanoma
[23].

Analysis of the results of dermatoscopy revealed signs
that distinguish nevi from melanoma. The most
characteristic criteria for melanoma were pattern asymmetry
(OR, 4.9; 95 % ClI, 4.1-5.8), contour asymmetry (OR, 3.2; 95
% ClI, 2.7-3.7), disorganized pattern (OR, 3.3; 95 % CI, 2.9-
3.7), pronounced disorder of architecture (OR, 6.6; 95 % ClI,
5.6-7.8) (p<0.001). Also as criteria it is possible to apply
absence of vessels (ICC, 0,46; 95 % CI, 0,42-0,51), dark
brown color (ICC, 0,40; 95 % CI, 0,35-0,44), vessels with a
coma (ICC, 0.44; 95% ClI, 0.40-0.49) (p<0.001). In total, the
ABCD rule had the highest specificity (59.4 %) [3].

The effectiveness of the ABCD rule is also indicated by
other studies [16].

A group of researchers led by Di Cesare A. [5] found
features of the dermatoscopic picture for blue nevus. For the
study, 95 cases of blue nevus and 190 melanoma and basal
cell carcinoma were selected for comparison. In all 95 cases
of dermatoscopy of the blue nevus, the phenomenon of
homogeneous pigmentation was observed, in 84.2 % there
was a homogeneous pattern (blue, black or brown) or a
mixture of two colors (blue and black, brown or blue). 15.8 %
had combinations of more than 2 colors. In 49.5 %,
pigmentation was observed against the background of the
absence of a pigment network, and in 50.5 % local
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OUCKPUMIHAHTHI MOLES MOXITMBOCTI BUHUKHEHHA TA OCOBJIMBOCTEW NEPEEGIMY AOEPOAKICHAX HEBYCIB Y
YOJOBIKIB 3AJNEXHO Bl OCOBJIMBOCTEN OEPMATOCKOMIYHUX MOKA3HUKIB
Xaoddad H. b. 10., Maeecbkuli O. €., CepebpeHHikoea O. A., Xaniybka O. I1., Bad3tok C. H.

Likipa noduHu € Halnepwum 6ap'epom 3axucmy opaaHiamy 8i0 308HIWHIX YUHHUKIG. KombiHauii Oii negHuUX 308HIWHIX ma 6HympiuHiX
(eeHemuyHo demepMiHOBaHUX) YUHHUKI8 MOXYmb rpu3eodumu 00 8UHUKHEHHSI OHKOJIO2iHHUX 3axe8optogaHb 0aHo20 opeaHy. OOHieo
3 makux namonoeili € Hegycu - 00Ci Maslo 8UBYEHO20 3axe80pro8aHHs. B mol xe yac cyyacHa meduyuHa 3auikaerneHa y euHalOeHHI
MmexaHiamie nepedbadyeHHs1 ix BUHUKHEHHSI ma rnepebizy. Mema docnidxeHHs1 - nobydyseamu ma nposecmu aHasi3 OUCKPUMIHaHMHUX
modeneli MOXIU80CMi 8UHUKHEHHSI OOBPOSIKICHUX Hesyci8 8 yKpaiHChKUX YOr108iKie 3anexHo 8id ocobnugocmeli 0epMamoCKOMiYHUX
rokasHukie. YkpaiHcbkum 4yorogikam gikom 8id 22 do 35 pokie, xeopum Ha MmenaHouumapHi dobposikicHi npocmi Hegycu (N=34),
menaHouimapHi dobposikicHi ducrinacmuyHi Hegycu (N=27), menaHouimapHi obposikicHi 8podxeHi Hegycu (n=14) ma HemenaHouumapHi
dobposikicHi Hegycu (N=17) nposedeHo OepmamockoridHe obcmexeHHs1. Moxnugicmb 8UHUKHEHHS OOBPOSIKICHUX HEeBYCi8 3aexXHOo
8i0 ocobnusocmeli depmMamocKoNiYHUX MOKa3HUKie rnpoeedeHo 3a 00roM0o20t0 OUCKPUMIHAHMHO20 aHaridy 8 IiyeH3iuHOMYy
cmamucmu4Homy nakemi "Statistica 5.5". 3a dornomoezor duckpumiHaHmMHo20 aHanidy nobydoeaHi docmosipHi modesi Moxnueocmi
BUHUKHEHHS1 00BPOSIKICHUX Hesycig 8 3anexHocmi 8i0 ocobnusocmeli depMamoCKOMiYHUX MOKa3HUKig. BcmaHo8meHo, Wo MK Xeopumu
Ha MenaHoyumapHi obposikicHi npocmi, ducriacmuyHi, 8p0dXeHi ma HemenaHoyumapHi 006POSIKICHI Hegycu Moxrusa 0ocmosipHa
iHmepnpemauis ompumMaHux fMokasHukie knacugikauii (QuckpumiHaHmua ¢hyHkuiss oxonmoe 70,7 % eunadkis; cmamucmuka Wilks'
Lambda=0,185; p<0,001). Jo cknady modeneli 8xo0ampb 3az2anbHuUlli depmMamockoniqHul iH0ekc, depmamocKomniyHUl Kpumepit
"Asymmetry" no cucmemi ABCD, kinbkicmb Hegycie Ha mini 6inbwe 1 cm ma depmamockoniyHul kpumepit "Color" no cucmemi
ABCD. llpu4omy, 3azanbHuli depmamockoniyHul iHOekc i depmamockoniyHul kpumepit "Asymmetry" no cucmemi ABCD eHocsimb
Halbinbwuli 8HECOK y OUCKpPUMIHAUi0 MDK Xx80puMu Ha OOBPOSIKICHI He8ycuU yKpaiHCbKUMU 4Yorosikamu.

KnrouoBi cnoBa: 3axeoprosaHHs wWKipu, 006posikicHi Hegycu, depmMamocKoris, 4onosiku, OUCKpUMIHAHMHUU aHari3.
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Many researchers emphasize the practical importance of using mathematical modeling
to determine the reference values of spirographic parameters, but unfortunately, there
are noworks that study the complex influence of anthropometric and somatotypological
indicators on spirometric parameters in healthy young people. The purpose of the work
was to build regression models to determine the proper indicators of external breathing
in practically healthy young women (YW) ectomorphs and to establish the total influence
of the constitutional characteristics of the body on spirographic parameters. We
conducted a spirographic examination of 109 practically healthy YW (from 16 to 20
years inclusive) according to the American Pulmonology Association and the European
Respiratory Society (2019) method on the Medgraphics Pulmonary Function System
1070 series. The anthropometric examination was carried out according to the method
of Bunak V. V. as modified by Shaparenko P. P. (2000). The component composition of
body weight was assessed according to Matiegka method (1921), muscle mass according
to the method of the American Institute of Nutrition (1991). Somatotypological research
was carried out according to the Heath-Carter (1990) method. After somatotyping, it
was found that 31 YW had an ectomorphic type of constitution. For them, we conducted
a direct step-by-step regression analysis in the "STATISTICA 5.5" package. On the
basis of multivariate regression analysis, the total influence of anthropometric,
somatotypological and dynamometric indicators on the variability of spirographic
parameters of the body was determined. Mathematical modeling was carried out to
determine the appropriate individual spirographic indicators in practically healthy YW
of the Podillia ectomorphic somatotype. 11 reliable regression linear models were built
with the accuracy of the description of the feature in the range of 57.63-94.44 %. To the
greatest extent, the value of the spirometric parameters was determined by the girth of
the body (most often the girth of the hand), the diameters of the pelvis (most often the
external conjugate and intercristal distance), the width of the distal epiphyses (most
often the shins), the skinfold thickness (most often under the shoulder blade).
Keywords: spirography, young women, youth, ectomorphic somatotype, regression
models.

Introduction

At present, the conditionality of the macro- and
microstructure of individual organs of various systems of
the human body does not cause objections [8, 19]. In
addition, modern studies have proven the existence of a
mutually determined relationship between the features of
the external structure of the body and functional parameters
[3]. But it should be noted that the majority of such studies
focus on the cardiovascular system [10, 11, 13, 18, 20, 23].
Although recently, scientists emphasize the need to study
the interrelationships and interdependencies between
indicators of respiratory organs and body structure

parameters [1, 9, 15]. The relevance and practical
importance of studying this issue is determined by the
prevalence and progression of respiratory diseases among
different population cohorts [6, 16, 17, 25] and the need for
an individual approach to determining normative indicators
[1, 14].

The practical importance of using mathematical
modeling to determine the reference values of spirographic
parameters is emphasized by many researchers who draw
attention to the need to take into account the factor of sex
and age [4, 7, 15]. Unfortunately, there are no works that
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study the complex influence of all anthropometric and
somatotypological indicators on spirometric parameters
in healthy young people.

It is interesting that a certain number of studies related
to the relationship between the indicators of pulmonary
ventilation and the characteristics of fat deposition, such
as fat and lean body mass, sagittal diameter of the
abdomen, and the total amount of water in the body [4, 15,
24]. It has been proven that obesity, even in the absence of
disease, is the cause of a decrease in external respiration,
which is considered a predictor of mortality and a risk factor
for diseases [7]. From our point of view, it is interesting to
determine the dependence of spirometric indicators on
the total influence of parameters of the external structure of
the body in young women of the ectomorphic somatotype,
which are characterized by minimal development of
subcutaneous adipose tissue.

The purpose of the study was to build regression models
to determine the proper parameters of external breathing
in practically healthy young women ectomorphs and to
establish the total influence of the constitutional
characteristics of the body on spirographic parameters.

Materials and methods

On the basis of the research center of the National
Pirogov Memorial Medical University, Vinnytsya, as a result
of a comprehensive survey of the urban population, 109
practically healthy young women (from 16 to 20 years
inclusive) were selected, who in the third generation lived
in the territory of the Podillia region of Ukraine. Their state
of health was assessed on the basis of a preliminary
comprehensive clinical and laboratory examination.

Committee on Bioethics of National Pirogov Memorial
Medical University, Vinnytsya (protocol Ne 6 From 8.06.2020)
found that the studies do not contradict the basic bioethical
standards of the Declaration of Helsinki, the Council of
Europe Convention on Human Rights and Biomedicine
(1977), the relevant WHO regulations and laws of Ukraine.

A spirographic examination was conducted according
to the methodology of the American Pulmonology
Association and the European Respiratory Society [5] on
the Medgraphics Pulmonary Function System 1070 series.
Anthropometric examination was performed according to
Bunak's V. V. method, modified by Shaparenko P. P. [21].
This study included the assessment of total body
dimensions: length (cm), mass (kg), body surface area
(m2) and partial: longitudinal, girth, transverse and sagittal
body dimensions and the width of the distal epiphyses -
determined in cm, the skinfold thickness measured in mm.
The assessment of the component composition of body
weight was carried out according to the Matiegka method
[12], the amount of muscle, fat and bone mass of the body
was determined in kg. In addition, body muscle mass (kg)
was determined according to the method of the American
Institute of Nutrition [22]. The strength of the hand flexor
muscles was determined using a hand dynamometer (kg).

The somatotypological study was carried out according to
the Heath-Carter method [2], the value of mesomorphic,
endomorphic and ectomorphic components was estimated
in points. After somatotyping, it was found that 31 girls had
an ectomorphic type of constitution. For them, we conducted
a direct step-by-step regression analysis in the "STATISTICA
5.5" package.

Results

On the basis of multivariate regression analysis, we
performed mathematical modeling of spirographic
parameters in practically healthy YW ectomorphic
somatotype of the Podillia region of Ukraine, depending
on the characteristics of indicators of external body
structure. Constructed linear regression models provide
an opportunity to determine appropriate individual
spirographic indicators on the basis of anthropometric and
somatotypological characteristics of each person of young
female age.

In particular, we found that the volumetric exhalation
rate, respectively, at 50 % of the forced vital capacity of the
lungs (FIF 50 %) was 81.00 % dependent on the combined
effect of 9 anthropometric and 1 dynamometric indicators.
Most of the coefficients of the independent variables
included in this regression polynomial had high reliability,
with the exception of the free member and the skinfold
thickness on the chest and under the shoulder blade.
Fisher's criterion of this mathematical model (F=8.50) was
greater than its calculated value (F_=10.20). Accordingly,
we could claim that the constructed regression polynomial
is highly significant (p<0.001), which was also confirmed
by the results of variance analysis. The built model had the
form of the following linear equation:

FIF 50 % (I/s) = 3.388 + 3.916 x width of the distal
epiphysis of the shoulder on the left - 0.261 x circumference
of the waist - 3.805 x width of the distal epiphysis of the
shoulder on the right - 0.066 x dynamometry of the right
hand + 0.655 x circumference of the forearm in the upper
third + 0.203 x transverse middle chest size - 0.200 x skinfold
thickness on the shin + 0.197 x skinfold thickness on the
chest - 0.093 x shoulder width + 0.113 x skinfold thickness
under the shoulder blade.

We found that the variability of the forced vital capacity of
the lungs (FVC) in YW ectomorphic somatotype was
95.55 % dependent on 13 anthropometric parameters,
which were correlated with each other. To reduce
multicollinearity, we used the ridge regression method,
where a constant (lambda) equal to 0.1 was added to the
correlation matrix. Ridge regression in this case reduced
the coefficient of determination (R?=72.42) and the number
of independent variables of the regression polynomial, the
vast majority of whose coefficients were reliable, with the
exception of the inter-ridge pelvic distance. Fisher's criterion
of this model (F=13.11) more than doubled its calculated
value (F_=5.25). Accordingly, we could claim that the
constructed regression polynomial is highly significant
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(p<0.001), which was also confirmed by the results of
variance analysis. The model had the form of the following
linear equation:

FVC () = -3.578 + 0.047 x chest girth at rest + 0.119 x
transverse average chest size - 0.155 x external conjugate
+ 0.036 x muscle body weight according to the American
Institute of Nutrition + 0.103 x intercristal distance.

Forced expiratory volume in the first second (FEV1) in
YW ectomorphs was 91.70 % dependent on the combined
effect of 14 anthropometric indicators. The vast majority of
the coefficients of the independent variables of this model
were significant, except for the free members and sagittal
chest size. Fisher's criterion of this model (F=12.64) was
slightly lower than its calculated value (F_=14.16). The
constructed regression polynomial was reliable (p<0.001),
which was also confirmed by the results of variance
analysis. The model had the form of the following linear
equation:

FEV1 (I) = 0.879 + 0.100 x circumference of the chest on
exhalation - 1.264 x width of the distal femoral epiphysis on
the left + 0.317 x circumference of the shin in the lower third
- 0.239 x external conjugate - 0.134 x height of the pubic
point + 0.095 x thigh circumference - 0.122 x skinfold
thickness on the abdomen - 2.600 x width of the distal
epiphysis of the right shin + 1.739 x width of the distal
epiphysis of the left shin + 0.127 x skinfold thickness on
the side - 0.107 x skinfold thickness on the front surface of
the shoulder + 0.680 x width of the distal epiphysis of the
right forearm + 0.971 x width of the distal femoral epiphysis
on the right + 0.038 x sagittal chest size.

In YW ectomorphs, almost all coefficients of the model
of forced inspiratory flow, which is 50 % expiratory from
forced vital capacity (FEF50FIF), had high reliability, with
the exception of shoulder width. The coefficient of
determination R? by 78.24 % determined admissibly this
dependent variable. The regression linear polynomial was
reliable (p<0.001), which was also confirmed by the results
of variance analysis. Based on the fact that Fisher's criterion
of 9.21 was greater than the calculated value (F_=8.39), it
was possible to assert the significance of the constructed
equation:

FEF50FIF (l/s) = -17.77 - 2.959 x width of the distal
epiphysis of the left shoulder + 0.589 x sagittal size of the
chest + 0.742 x foot circumference - 0.480 x muscle body
mass - 0.134 x shoulder width - 0.277 x skinfold thickness
under the scapula + 0.108 x height of the acetabular point
+ 0.687 x external conjugate + 1.636 x width of the distal
epiphysis of the forearm on the right.

The variability of maximum voluntary lung ventilation
(MVV) depended on 77.44 % of the total complex of 10
parameters of the external structure of the body and 1
dynamometric index. Most of the coefficients of the
independent variables that were included in the polynomial
had high reliability, except for the free member, the
intertrochanteric distance of the pelvis, and the chest
circumference at expiration. Fisher's criterion of this model

(F=5.92) was smaller than its calculated value (F_=11.19).
The constructed regression polynomial was reliable
(p<0.001), which was also confirmed by the results of
variance analysis. The model had the form of the following
linear equation:

MVV (l) = 212.5 + 4.805 x sagittal size of the chest -
36.06 x width of the distal epiphysis of the tibia on the right
+ 1.351 x dynamometry of the left hand + 4.700 x skinfold
thickness under the scapula - 1.636 x height of the
acetabular point - 7.663 x girth of the hand + 16.25 x bone
body weight + 8.454 x neck circumference - 2.669 x hip
circumference + 6.166 X intertrochanteric distance - 1.045
x chest circumference on exhalation.

The Tiffeneau-Pinelli index, reflecting the ratio of the
one-second volume of forced exhalation to the forced vital
capacity, in YW of the ectomorphic somatotype had a
dependence of 66.33 % on the total complex of constitutional
indicators. The vast majority of the coefficients of the
independent variables of this model are reliable; except for
the girth of the neck. The Fisher criterion of this model
(F=7.88) is greater than the calculated value of the F-criterion
(F,,=6.24). Accordingly, we could claim that the constructed
regression polynomial is highly significant (p<0.001), which
was also confirmed by the results of variance analysis.
The model had the form of the following linear equation:

Tiffeneau-Pinelli index (%) = 182.8 - 4.791 x bone mass
of the body + 6.907 x interspinous distance - 7.621 x
intercristal distance - 0.654 x dynamometry of the left hand
+ 3.945 x shin circumference in the lower third - 2.895 x
neck circumference.

Expiratory volume rate, respectively, at 25 % of the forced
vital capacity of the lungs (FEF 25 %) in YW ectomorphs
depended by 57.63 % on the influence of only 4
anthropometric indicators that were included in the linear
polynomial. All coefficients of independent variables and
the free term of this model were reliable. Fisher's test
(F=8.81) was greater than its calculated value (F_=8.81).
The constructed regression polynomial was reliable
(p<0.001). The model had the form of the following linear
equation:

FEF 25 % (I/s) = -20.06 + 0.934 x forearm girth in the
upper third - 0.522 x external conjugate + 0.815 x intercristal
distance - 0.137 x body weight.

The value of the vital capacity of the lungs (SVC) is
determined by 79.73 % of the complex influence of
anthropometric and somatotypological indicators, which
were included in the regression polynomial. Most of the
coefficients of the independent variables of this model had
high reliability, with the exception of the free member and
skinfold thickness under the scapula. Fisher's criterion of
this model (F=12.90) was greater than its calculated value
(F,,=7.23). The constructed regression polynomial was
reliable (p<0.001), which was also confirmed by the results
of variance analysis and comb regression. The model had
the form of the following linear equation:

SVC (I) = 0.026 + 0.073 x thigh girth - 0.249 x
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mesomorphic component + 0.039 x muscle body mass
according to the American Institute of Nutrition + 0.080 x
interspinous distance - 0.294 x width of the distal epiphysis
of the ipwT on the left + 0.053 x skinfold thickness on the
abdomen - 0.042 x skinfold thickness under the scapula.

Inhalation capacity (IC) in YW ectomorphs by 91.84 %
is due to the complex influence of constitutional indicators
that were included in the polynomial. All coefficients of
independent variables of this model were reliable. Fisher's
criterion of this model (F=19.32) was greater than its
calculated value (F_=11.19). The constructed regression
polynomial was highly significant (p<0.001), which was
also confirmed by the results of variance analysis. The
model had the form of the following linear equation:

IC (I) =-1.817 - 0.020 x dynamometry of the right hand +
0.155 x intertrochanteric distance + 0.060 x skinfold
thickness on the chest - 0.204 x hand circumference +
0.280 x forearm circumference in the lower third - 0.175 x
foot circumference + 0.094 x shin circumference in upper
third - 0.100 x thickness of the fat fold under the scapula +
0.021 x height of the acetabular point - 0.114 x ectomorphic
component - 0.036 x sagittal chest size.

Most of the coefficients of the expiratory residual volume
(ERV) model had high reliability, except for free member,
sagittal chest size, and body length. The coefficient of
determination R? determined this dependent variable by
79.61 %. Based on the fact that F=10.73, which is greater
than the calculated value (F_=8.22), it was possible to claim
that the regression linear polynomial is highly significant
(p<0.001), as evidenced by the results of the variance
analysis. The model looked like this:

ERV (I) = -2.259 + 0.197 x foot circumference + 0.097 x
intercristal distance - 0.386 x width of distal femoral epiphysis
on the right - 0.122 x transverse mid-chest size + 0.150 x
hand circumference - 0.213 x forearm circumference in the
lower third + 0.047 x sagittal chest size cells + 0.014 x body
length.

The maximum peak expiratory flow (FEF MAX) in YW
ectomorphic somatotype depended on 94.44 % of the total
complex 1 dynamometric and 13 indicators of external body
structure. Most of the coefficients of the independent
variables of this regression polynomial had high reliability,
with the exception of the free member, neck circumference
and the thickness of the fold under the shoulder blade.
Fisher's criterion of this model (F=19.28) is greater than its
calculated value (F_=14.16). Accordingly, we had grounds
to claim that the constructed regression polynomial is highly
significant (p<0.001), which was also confirmed by the
results of variance analysis. The model had the form of the
following linear equation:

FEF MAX (I's) = -4.910 + 0.665 x interspinous distance -
1.049 x external conjugate + 0.519 x body length - 0.274 x
height of the pubic point + 0.690 x shin circumference in the
lower third + 1.346 x forearm circumference in the upper
third - 0.558 x hand circumference - 0.369 x height of the
suprasternal point - 0.284 x skinfold thickness on the shin

+ 0.631 x skinfold thickness on the chest - 0.100 x
dynamometry of the left hand - 3.455 x width of the distal
epiphysis of the right forearm - 0.411 x neck circumference
- 0.146 x skinfold thickness under the shoulder blade.

Discussion

The use of regression analysis makes it possible to
create mathematical equations for determining the
appropriate parameters of various organs and systems [3,
11, 18], in particular for spirometric forecasting, where
predictors are anthropometric and somatotypological
variables [4, 7]. Despite the fact that there are separate
works in which mathematical modeling of external
breathing indicators is performed [1, 8, 15], this does not
negate the expediency of such studies, especially for certain
ethno-territorial population groups of a certain age, sex,
health status, constitutional type, because it will make it
possible to establish reference values of spirometric
parameters. The main predictors of lung function are most
often height while sitting, body length and weight,
component composition of body weight [9]. Unfortunately,
there are no works that study the complex influence of all
anthropometric and somatotypological indicators on
spirometric parameters in practically healthy YW of a
particular somatotype. We conducted such a study for the
first time, where the combined influence of 55 constitutional
parameters and 3 dynamometry indicators on the functional
state of the lungs was studied. Therefore, let's dwell in
more detail on the predictors of indicators of external
breathing in female representatives of the ectomorphic
constitutional type.

Thus, we have built mathematical models with the
accuracy of the sign description in the range of 57.63 -
94.44 % for only 11 spirometric indicators, out of 16 possible
parameters of external breathing that we determined. These
mathematical models, or polynomials, included 99
constitutional indicators. Among them, girth sizes of the
body were most often presented, included in 11 out of 11
models (100 %). They accounted for 29.29 % of the other
predictors included in the models, while hand girth was
the most frequent predictor (5.05 % of all parameters and
17.24 % of girth sizes). The dimensions of the pelvis were
included in 10 out of 11 models (90.9 %). They accounted
for 14.14 % of the other predictors included in the models,
among them external conjugate and intercristal distance
were most frequently represented.

Indicators of the width of the distal epiphyses of the
long tubular bones of the limbs were included in 7 out of 11
models (63.63 %), accounted for 13.13 % of other variable
polynomials, while the width of the epiphysis of the shin
was the predictor most often (4.04 % of all parameters and
30.76 % of other indicators of this groups). The skinfold
thickness was also included in 63.63 % of the models and
accounted for 15.15 % of the other predictors that were
included in the regression polynomials, while the fold under
the scapula was the most common (6.06 % of all

Vol. 28, Ne3, Page 50-55

53



Modeling of appropriate spirometric indicators in practically healthy young women from Podillia with ectomorphic ...

parameters and 40.0 % of the indicators that indicate
subcutaneous fat).

5 models (45.45 %) included the heights of the
acetabulum, pubic and suprasternal points, they accounted
for 6.06 % of the other predictors included in the regression
polynomials. It is noteworthy that in YW ectomorphs, the
main difference of which is a large longitudinal elongation
of the body, body length (18.18 %) was found in only 2
models, which, according to the results of research by
individual authors, was the main predictor of respiratory
volumes [1, 15, 24].

In 45.45 % of the models of spirometric parameters,
the sagittal size of the chest, body weight components
(muscle, bone, fat mass), and dynamometry indicators
were presented. All of them accounted for 5.05 % of the
other predictors included in the models.

The transverse dimensions of the body were included
in 4 out of 11 models (36.36 %). They accounted for 5.05 %
of other variable polynomials, with transverse mean chest
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MOAOENOBAHHA HANEXHUX CNIPOMETPUYHUX MOKA3HUKIB Y MPAKTUYHO 3[,0POBUX AIBYAT NoAinnAa EKTOMOP®HOIo
COMATOTUNY

CapadpuHriok J1. A., KupuyeHko KO. B.

Ha npakmu4HOMYy 3Ha4YeHHi 8UKOPUCMAaHHS MameMamu4yHo20 MOOesto8aHHs1 Ornsi 8U3HAYEHHSI pehepPeHMHUX 3Ha4yeHb cripozspaghidHux
napamempie Hazonowyrwmbs 6azamo OocniOHuUKig, arne pobim, y skux bu eug4yascsi KOMMIEKCHUU 8Mu8 aHmpornoMempu4yHux ma
comMamomurionioziyHUX MOKa3HUKI8 Ha CripoMempuyHi napamempu y 300posux ocib roHaubKo20 8iKy, Haxarb, Hemae. Memoto pobomu
byno nobydyeamu pezpecitiHi moderi Ons 8U3HAYEHHST HAaNEXHUX MOKa3HUKI8 308HilHb020 OUXaHHS y Mpakmu4Ho 30oposux Oisdam
eKkmomMopghie ma ecmaHo8UMU CyMapHUU 8MIU8 KOHCMUMYyUIOHaIbHUX XapakmepucmuK op2aHisMy Ha cripoepadbiyHi napamempu.
Hamu 6yno nposedeHo cnipoepaghiuHe obecmexerHHs 109 npakmuyHo 300posux dig4am roHaybko2o rnepiody oHmoeeHedy (8id 16 do 20
POKig 8KIIHOYHO) 3a MemoOuKo AMepuKaHCbKOI acouyiayii mynbMOHos02ie ma €sporelicbko2o pecripamopHo2o mosapucmea (2019)
Ha anapami Medgraphics Pulmonary Function System 1070 series. AHmpornomempuy4yHe 06CmexXeHHs1 BUKOHaHO 3a MemOoOUKOI0
byHaka B. B. 8 modugpikauii LLlanaperko 1. I1. (2000). OuiHKy KOMMIOHEeHMHo20 cknady macu mina nposenu 3a memodom Mamelko
(1921), m'a308y macy mina - 3a Memodom AMepukaHCbkoz20 iHcmumymy xapyysaHHsi (1991). ComamomunonozaiyHe O00CiOXeHHs
npoeodunu 3a memodom Heath-Carter (1990). licns comamomurygaHHsi 6yno eusieneHo, wo 31 dig4uHa Mana ekmomopghHUl mun
KoHcmumyuii. Ans Hux Hamu 6ye nposedeHull npsamull Mokpokosul pezpeciliHull aHaniz 8 nakemi "STATISTICA 5.5". Ha ocHosi
bazamogakmopHo20 pezpeciliHo20 aHarni3y eu3Haqusnu cymapHuUl 8njue aHmponoMempu4yHUX, COMamomurnono2iyHux i
OuHaMoMempuUYHUX MOKa3HUKI8 Ha eapiabernbHicmb cripoepaghidyHux napamempig mina. [posenu mamemamuyHe mMoOento8aHHs Onsi
BU3HaYEHHSI HalexHUX iHOugidyanbHUX cnipozpagidHUX MOKa3HUKi8 y npakmu4yHo 300posux digyam [1odinns rHaubko2o 8iKy
ekmomopgHo2o comamomuny. Byno nobydosaHo 11 docmosipHUX peepeciliHux mniHiHUX modernel 3 MOYHICMIO ONUCY O3HakKuU y
mexax 57,63-94,44 %. Y Haubinbwil mipi eenuyuHa crnipomempuyHuUx napamempie demepmiHysanacsi obxeamHumu po3mipamu
mina (Hal4acmiwe obxeamom kucmi), diamempamu ma3sa (Haldacmiwe 308HIWHLOK KOH''o2amor ma MmikxepebeHego 8i0cmaHHI0),
WUpuHoK OucmanbsHux enigizie (Halldacmiwe 20MIfKU), MOBWUHOK WKIPHO-XKUPOBUX CKI1adoK (Hauyacmiwe mid 5101amkoro).
KnrouoBi cnoBa: cripoepagis, disdama, oHaubKul 8ik, ekmomopghHUl comamomur, pez2pecilHi moderi.
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The upper respiratory tract is a component of the respiratory system, which ensures the
performance of several key human functions at once. The variability of cephalometric
indicators of this structure of the human body, depending on the peculiarities of body
structure, nationality, sex, and other factors, is one of the current topics of discussion
among modern scientists. The purpose of the study is to establish the peculiarities of
the cephalometric characteristics of the upper respiratory tract in young people without
pathology of the upper respiratory tract with an orthognathic bite without and taking into
account the type of face. For 72 Ukrainian young women and 46 young men with an
orthognathic bite and the absence of pathology of the upper respiratory tract, taken
from the database of the research center and the pediatric dentistry department of
National Pirogov Memorial Medical University, Vinnytsya, determination of cephalometric
parameters of the upper respiratory tract itself was carried out. The face type of young
women and young men was determined using Garson's morphological index. The
statistical analysis of the obtained results was carried out in the licensed statistical
package "Statistica 6.0" using non-parametric estimation methods. In Ukrainian young
women and young men without and taking into account the type of face, the percentile
range of cephalometric parameters of the upper respiratory tract proper was established
(distance PASmin - the size of the retroglossal oropharyngeal airway space, distance
PM-UPW - the size of the nasopharyngeal airway space, distance U-MPW - the size of
the retropalatal oropharyngeal airway space, distance V-LPW - the size of the
hypopharyngeal airway space, area UAA - the size of the upper airway area). Sex
differences (significantly greater, or a tendency towards greater values in young men)
of distance V-LPW values were found in representatives without taking into account the
face type by 13.8 %, with a wide face type - by 11.6 % and with a narrow face type - by
15.9 %; as well as the size of the UAA area in representatives without taking into
account the face type by 20.6%, with a very wide face type - by 21.2 %, with awide face
type - by 21.6 % and with an average face type - by 23.1 %. Both in young women and in
young men, no reliable differences or trends in the magnitude of the cephalometric
parameters of the upper respiratory tract between representatives with different types
of faces were established.

Keywords: teleroentgenography, cephalometry, upper respiratory tract, young men,
young women, orthognathic bite, facial types.

Introduction

The affiliation of certain structures of the respiratory tract
to the upper respiratory tract is still debatable by anatomists,
morphologists and ENT specialists.
according to which only the nasal cavity and nasopharynx
belong to the upper respiratory tract [15], but the majority of
researchers also include the oropharynx and larynx and

even the paranasal sinuses [19].

The multifunctionality of this part of the respiratory tract
is related to the variety of anatomical structures that form it
and, accordingly, their morphological structure. Among the
key functions, it is worth noting the heating and
humidification of air, its filtration, the performance of
protective, vocal, and olfactory functions [15].

In this regard, any pathology affecting this system will
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cause a corresponding disorder of the above functions,
each of which has a certain value in maintaining the
homeostasis of the body [19].

Cephalometric indicators are an important indicator that
can indicate the existence or threat of pathology of the
upper respiratory tract. Cephalometry has found wide use
both for assessing the state of the jaw-dental system and
for assessing the structures of the upper respiratory tract.
In addition, this method of research allowed scientists to
understand the existence and power of the influence of
various external and internal factors on the peculiarities of
the parameters of the cephalometric indicators of this part
of the respiratory tract, and vice versa - its influence on
other structures of the body.

For example, let's take into account the influence of
nasal and mouth breathing in children on especially
cephalometric indicators. A study by Mu?oz I. C. L. and Orta
P. B. [12] showed that mouth-breathing children have higher
values of SNB, NS-Go Gn and NS-O PI (p<0.05) than nose-
breathing children. At the same time, nose-breathing
children often have a high position of the hyoid bone and
significantly smaller values of the air space of the
nasopharynx (p<0.001). Changes in cephalometric
indicators depending on the type of breathing have also
been confirmed in older age groups of children [20].

Craniofacial structures change in case of upper
respiratory tract obstruction [3].

All these factors cause the increased interest of
researchers in the study of cephalometric indicators of the
upper respiratory tract. Work is being carried out on
comparing the effectiveness of two- and three-dimensional
studies [21], creating artificial neural networks for identifying
the main anatomical landmarks in these structures [22].

Among the most promising directions of research, it is
worth considering the study of normative cephalometric
indicators of the upper respiratory tract in groups of different
nationalities, sex and age, taking into account the
peculiarities of odontological indicators and facial type.

The purpose of the study is to establish the peculiarities
of the cephalometric characteristics of the upper respiratory
tract in young people without pathology of the upper
respiratory tract with an orthognathic bite without and taking
into account the type of face.

Materials and methods

Primary lateral radiographs of 72 Ukrainian young
women (YW) (aged 16 to 20 years) and 46 Ukrainian young
men (YM) (aged 17 to 21 years) with an orthognathic bite
and the absence of upper respiratory tract pathology were
taken from the database of the National Pirogov Research
Center and Department of Pediatric Dentistry Memorial
Medical University, Vinnytsia.

All YW and YM in the private dental clinic "Vinintermed"
underwent a teleradiographic examination (effective
radiation dose up to 0.001 mSv) using a dental cone-beam
tomograph Veraviewepocs 3D Morita (Japan). The licensed

Fig. 1. Cephalometric lines used in cephalometric examination of
the upper respiratory tract. CV - cervical plane (passes through
points C2 and C3); FH - Frankfurt plane (passes through points Or
and Po); MP - mandibular plane (passes through points Me and
tGo); NL - nasal plane (passes through the ANS and PNS points);
PM-U - longitudinal axis of the soft palate (passes through points
PM and U); VT - longitudinal axis of the tongue (passes through
points V and T).

medical software OnyxCeph®™, version 3DPro (Image
Instruments GmbH, Germany) and the "UnigCeph"
diagnostic program created at the National Pirogov
Memorial Medical University, Vinnytsya were used for
cephalometric analysis.

Committee on Bioethics of National Pirogov Memorial
Medical University, Vinnytsya (protocol Ne 8 From
30.09.2021) found that the studies do not contradict the
basic bioethical standards of the Declaration of Helsinki,
the Council of Europe Convention on Human Rights and
Biomedicine (1977), the relevant WHO regulations and
laws of Ukraine.

The cephalometric lines used in the cephalometric study
of the upper respiratory tract [16] are shown in Figure 1.

The following cephalometric parameters of the upper
respiratory tract itself were determined (Fig. 2, 3):

® distance PASmin (also known as Retroglossal
oropharyngeal airway space) - distance between points
TB and TB® (mm);

¢ distance PM-UPW (also known as Nasopharyngeal
airway space) - distance between the points PM and UPW
(mm);

* distance U-MPW (also known as Retropalatal
oropharyngeal airway space) - the distance between the
points U and MPW (mm);

* distance V-LPW (also known as Hypopharyngeal
airway space) - distance between points V and LPW (mm);

® area UAA (also known as Upper airway area) - outlined
by a contour through the points: PM - UPW - MPW - TB" -
LPW -V - PM (mm?);
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Fig. 2. Linear parameters used in the cephalometric study of the
upper respiratory tract itself: 1 - distance PASmin, 2 - distance PM-
UPW, 3 - distance U-MPW, 4 - distance V-LPW.

Fig. 3. Upper airway area (area UAA).

The type of face was determined using Garson's
morphological index [14]. The following distribution by face
types of YW and YM was established: YW - with a very wide
face 25, with a wide face 25, with an average face 10, with
a narrow face 12; YM - with a very wide face 5, with a wide
face 22, with an average face 11, with a narrow face 8.

The statistical analysis of the obtained results was
carried out in the licensed statistical package "Statistica
6.0" using non-parametric estimation methods. An
assessment of the nature of distributions for each of the
obtained variation series, the average for each characteristic
being studied, the standard square deviation, and the
percentile range of indicators was carried out. The
significance of the difference in values between
independent quantitative values was determined using the
Mann-Whitney U-test.

Results

The percentile range of cephalometric parameters of
the upper respiratory tract in Ukrainian YW and YM without
pathology of the upper respiratory tract with an orthognathic
bite without and taking into account the type of face are
shown in Table 1.

When comparing the values of the cephalometric
parameters of the upper respiratory tract proper between
Ukrainian YW and YM with an orthognathic bite without and
taking into account the type of face, it was established:

¢ the value of the V-LPW distance in YM regardless of
face type (16.91+3.04 mm), with a wide face (16.51+%
3.05 mm) and with a narrow face type (17.53+£2.77 mm) is
significantly greater or tends to greater values than in YW
regardless of face type (14.58+3.03 mm, p<0.001), with a
wide face (14.60+3.44 mm, p<0.05) and narrow face type
(14.75£2.55 mm, p=0.076);

* the size of the UAA area in YM regardless of face type
(734.7+179.8 mm?), with a very wide face (718.0£100.3 mm?),
wide face (761.6+207.3 mm?) and with an average face type
(719.3+166.1 mm?) is significantly greater than in YW
regardless of face type (583.5+144.8 mm?, p<0.001), with a
very wide face (566.1+131.4 mm?, p<0.05), wide face
(597.0£166.9 mm?, p<0.01) and with an average face type
(553.4+171.8 mm?, p<0.05).

When comparing the values of the cephalometric
parameters of the upper respiratory tract proper in Ukrainian
YW or YM with an orthognathic bite between different facial
types, no reliable or trend differences in these parameters
were established.

Discussion

Thus, as a result of the research conducted by us in
Ukrainian YW and YM without pathology of the upper
respiratory tract with an orthognathic bite without and taking
into account the type of face, the percentile range of
cephalometric parameters of the indicators of the upper
respiratory tract itself was established. As a result of the
analysis of the obtained results, pronounced manifestations
of sexual dimorphism (larger values in YM) of the size of
the lower oropharyngeal space were found in
representatives without taking into account the type of face
by 13.8 %, with a wide face - by 11.6 % and with a narrow
face type - by 15.9 %; as well as the size of the area of the
upper respiratory tract in representatives without taking into
account the type of face by 20.6 %, with a very wide face - by
21.2 %, with a wide face - by 21.6 % and with an average
face type - by 23.1 %. No significant differences or trends in
cephalometric parameters of the upper respiratory tract
proper in Ukrainian YW or YM with orthognathic bite between
different facial types were established.

In children with different types of skeletal pattern (I group
2°<ANB<5°; Il group ANB>5°), statistically significant
differences in the size of the pharyngeal space of the
respiratory tract were found (larger sizes were found in
children of group ). Statistically significant differences were
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Table 1. Percentile range (25.0th - 75.0th percentl) of cephalometric characteristics of the proper upper respiratory tract in Ukrainian YW

and YM without and taking into account the type of face.

Face type
Indicator Sex Total
Very wide Wide Average Narrow

YW 74-115 89-12.2 76-118 7.2-10.2 6.7-11.1
Distance PASmin (mm)

™ 83-11.2 95-11.0 8.2-11.0 8.3-13.7 82-12.6

YW 21.6-264 21.1-255 225-265 19.8-25.9 21.6-26.7
Distance PM-UPW (mm)

™ 224 -265 23.1-26.9 22.3-26.3 19.3-26.2 23.2-275

YW 8.6-11.9 72-114 89-127 71-1238 8.7-123
Distance U-MPW (mm)

™ 82-123 10.6 - 11.0 9.2-123 7.7-129 6.9-134

YW 12.2-16.2 11.8-165 13.1-1538 12.2-153 130-164
Distance V-LPW (mm)

™ 148-19.1 147 -17.2 150-18.1 150-20.1 14.7-19.8

YW 480 - 663 481 - 624 469 - 639 385-614 565 - 684
Area UAA (mm?)

™ 622 - 855 636 - 770 611 - 890 595 - 855 584 - 826

Notes: YW - young women; YM - young men.

found for the indicators of airway area (p<0.01), airway
volume (p<0.01), minimum axial area (p<0.05) and the
minimal space of the pharyngeal airway between the uvula
and the back wall of the pharynx (p<0.05) [1].

According to the cephalometric analysis according to
McNamara, for individuals with different types of facial
growth, features of the indicators of the upper respiratory
tract were revealed. Individuals with a hyperdivergent type
of growth had smaller values of the width of the upper and
lower part of the pharynx compared to other groups (p<0.05)
[2].

The parameters of the upper respiratory tract are
strikingly different in individuals with open bite, open
skeletal and dental bite. So, people with an open bite have
an anteroposterior narrowing of the upper respiratory tract.
This is especially noted in the nasopharynx and oropharynx.
A forward displacement of the hyoid bone is also noted.
The same narrowing was noted in persons with an open
skeletal bite. At the same time, an increase in the vertical
dimensions of the respiratory tract was found in persons
with a dental open bite [8].

Age-related changes in the development of the
respiratory tract differ between men and women. R. D. C.
Goncalves and others [5] found that in the period from 6 to
18 years the width of the respiratory tract increases, but if in
general their width is greater in women, then for the upper
respiratory tract it is the same for both sexes. Sharp
increases in the width of the upper respiratory tract are
noted in the period from 9 to 16 years.

The analysis of indicators of two age groups (the first 7-
11 and the second 12-17 years) showed that the average
value of the adenoid-nasopharynx ratio (A/N) was 0.45 and
0.44, PNS-adl and PNS-ad2 24 and 18.7 mm for age
groups 1 and 2, respectively. The highest correlation with
age was the length of the upper respiratory tract (r=0.557,
p<0.001) [10].

B. Mislik and others [11] studied the effect of age on the

distance "p" (the shortest distance between the soft palate
and the back wall of the pharynx) and "t" (the shortest
distance between the tongue and the back wall of the
pharynx). The results of statistical data processing revealed
an insignificant effect of age only on the "p" distance
(p=0.034) and statistically significant correlations between
both distances and anterior-posterior cephalometric data.

Studies devoted to the determination of normative
indicators of the respiratory tract within different populations
have a wide geographical distribution. So, the normative
indicator of Chinese boys and girls was determined and
compared with European data. In contrast to their European
peers, Chinese children showed signs of sexual
dimorphism - boys had a thicker soft palate (p=0.008), a
smaller depth of the retropalatal (p=0.011), posterior lingual
(p=0.034) and hypopharyngeal (p<0.001) parts of the
pharynx. In addition, differences with European data were
found regarding the depth of the posterior lingual part of
the oropharynx and the position of the hyoid bone [6].

Significant manifestations of sexual dimorphism and
features of indicators of the upper respiratory tract have
also been established for the Indian population of various
ages [7, 17].

According to McNamara's cephalometric analysis,
normative indicators were established for the upper and
lower respiratory tracts of children of European origin: PNS-
Adl 23.2 mm, Ad1-Ba 24.7 mm, PNS-Ba 47.6 mm, Ptm-Ba
45.7 mm, PNS-H 30.0 mm [13].

The increased interest of international scientists is
growing in the study of the peculiarities of the respiratory
tract in persons with different types of faces. Thus, the
largest indicators of the width of the nasopharynx are found
in brachyfacial individuals [4].

The existence of a statistically significant difference in
the indicators of the posterior palatine space in brachyfacial
and dolichofacial individuals was confirmed in the study of
45 teleroentgenograms using the Tweed analysis [18].
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Also, a statistically significant negative correlation
between the width of the upper part of the pharynx and the
ANB angle was found during the cephalometric analysis [9].

Conclusions

1. The percentile range of cephalometric parameters of
the upper respiratory tract proper in Ukrainian YW and YM
with orthognathic bite without and taking into account the
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OCOBJIMBOCTI LLEDANOMETPUYHUX XAPAKTEPUCTUK BEPXHIX OUXANBHUX LUNAXIB B YKPAIHCbKUX FOHAKIB | JIBYAT
I3 OPTOrHATUYHUM MPUKYCOM BE3 TA 3 YPAXYBAHHAM TUMY OBNNYYA

Kocmrouenko-®atigpop O. C., l'yHac I. B., Benik H. B., lllanoean O. M., BepemenbHuk C. I1.

BepxHi OuxanbHi wnsixu € cknadogo pecrnipamopHoi cucmemu, wo 3abesnedye 8UKOHaHHSI 00pasy KiflbKOX KIOH08UX QYyHKUiU

60

ISSN 1818-1295 elSSN 2616-6194 Reports of Morphology
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nroduHu. MiHnusicmb yeghanoMempuyHUX MokasHukie daHOi cmpykmypu mina moduHU 8 3anexHocmi 6i0 ocobrusocmeli minobydosu,
HauioHanbHOCMI, cmami ma iHWux ¢ghakmopie € 0OHUM 3 akmyasbHuUX npedmMemis OUCKYcili cydyacHuUx e4eHux. Mema docrnioxeHHs -
8cmaHosumu ocobriugocmi yeghanomMempuyHuUx xapakmepucmuk 8/1aCHO 8epxXHIiX OuxarlibHUX WIIsXie y 0cib oHaubkoz2o eiky 6e3
namornoaii 8epxHix OuxanbHUX WIsXig i3 OpmoeHamuyHUM fpukycom 6e3 ma 3 ypaxysaHHsaM murly obnuyysi. 72 ykpaiHcbkum digdamam
i 46 roHakam i3 opmozHamu4YHUM MPUKYCOM | 8idcymHicmio namornoeii 8epxHix OuxanbHuX wisxig, 83ssmux i3 6asu daHUX HayKO8O-
docnidHoz20 yeHmpy ma kagedpu cmomamosoeii dums4o2o 8iky BiHHUUbKO20 HauyioHafnbHO20 MeOUYHO20 yHigepcumemy
iM. M. I. MMupozosa, nposedeHo 8U3Ha4YeHHS UeganoMempuyHUX napamempie 6rnacHoO 8epxHix duxanbHux wisaxig. Tun obnuyys
digyam i toHakie su3Ha4anu 3a 00rnoMoz2or MopgoroeiyHoeo iHOekcy apcoHa. CmamucmuyHUl aHami3a ompuMaHux pes3yrnbmamis
nposedeHul y niyeH3ilHoMy cmamucmu4yHoMy rnakemi "Statistica 6.0" 3 sukopucmaHHAM HernapamempuyHux mMemodie OuiHKU. B
yKpaiHcbkux Oigdyam ma toHakie 6e3 ma 3 ypaxyeaHHsIM mury obru44si 6CmaHo8/1eHO MPOUEeHMUIbHUl po3max uegarnomempuyHUX
rnapamempig rokKasHuUKig8 enacHo 8epxHix OuxanbHux wrsxig (distance PASmIn - genuyuHa 3as3UK08020 poOMO2/10MK08020 MPOCMOopy,
distance PM-UPW - genu4uHa Hocozanomkosoeo rnpocmopy, distance U-MPW - genuyuHa 3anioHebiHHO20 pomoaiomKogo20 npocmopy,
distance V-LPW - genuyuHa HUXHbO20 pomo21omkogoeo rpocmopy, OinsiHka UAA - genuyuHa riow)i 8epxHboi OuxanbHoi OisiHKU).
Busieneri cmamesi po3bixHocmi (0ocmosipHo 6inbwi, abo meHAeHuisi 0o binbwux 3Ha4eHb 8 HakKig) eenuquHu distance V-LPW y
npedcmasHukie 6e3 ypaxysaHHs mury obnuyys Ha 13,8 %, 3 wupokumM muriom obnuyysim - Ha 11,6 % i 3 8y3bKUM murom obnuyys - Ha
15,9 %; a makox eenuduHu OinssHku UAA y npedcmasHukie 6e3 ypaxysaHHsi muny obnuyys Ha 20,6 %, 3 Oyxe WuUpoKUM murom
06nuy4sam - Ha 21,2 %, 3 wupokuM murnom obnuyysam - Ha 21,6 % i 3 cepedHim murnom obnuyys - Ha 23,1 %. Sk y digdam, mak i 8 oHaKie
He ecmaHoerneHo docmosipHux abo meHOeHUit eidMiHHOCMeEU 8enuYUHU UyegharioMempuyHUX rnapamempie 6/1acHo 8epxHiX OuxasbHUX
wnsixie M npedcmasHuUKamMu 3 pisHUMU munamu 06uyysi.

KniouoBi cnoBa: menepeHmeeHozpachisi, ueghanomempisi, 8epxHi duxarnbHi wWrsxu, roHaKu, dig4ama, opmozHamu4yHUl MpuKyc, munu
obnuyys.
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For quantitative characterization of the complexity of the spatial configuration of
anatomical structures, including cerebral hemispheres, fractal analysis is the most
often used method, in addition to which, other methods of image analysis are quite
promising, including quantitative analysis of skeletonized images. The purpose of the
study was to determine the features of the structural and spatial complexity of the
cerebral hemispheres shape using quantitative analysis of skeletonized magnetic
resonance images of the cerebral hemispheres. Magnetic resonance brain images of
100 conditionally healthy individuals (who did not have structural changes in the brain)
of both sexes (56 women, 44 men) aged 18-86 years (average age 41.72+1.58 years)
were studied, 5 tomographic sections (4 coronal sections and 1 axial section) were
selected from the set of tomographic images of each brain. During preprocessing,
image segmentation was performed to obtain a binary silhouette image, after which
silhouette skeletonizing was carried out. Quantitative analysis of skeletonized images
included determination of the following parameters: branches, junctions, end-point
voxels, junction voxels, slab voxels, triple points, quadruple points, average branch
length, maximum branch length. We divided quantitative parameters of skeletonized
images into two groups. The first group included branches, junctions, end-point voxels,
junction voxels, slab voxels, triple points, quadruple points. These parameters were
related to each other and to the values of the fractal dimension by positive correlations.
The second group of parameters included average branch length, maximum branch
length. These parameters were positively correlated, but they had negative correlations
with most of the parameters of the first group and with fractal dimension values.
Quantitative parameters and fractal dimension turned out to be better parameters for
characterizing the spatial and structural complexity of the cerebral hemispheres shape
than traditional morphometric parameters (area, perimeter and their derivatives). It was
found that the values of most of the investigated quantitative parameters decreased with
age; coronal sections were the most representative for characterizing age-related
changes. Quantitative assessment of the brain shape, including spatial and structural
complexity, can become an informative tool for the diagnosis of some nervous diseases
and the differentiation of pathological and normal age-related changes.

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

Introduction

One of the urgent tasks of modern neuroscience and
neuromorphology is the development and improvement of
methods of objective assessment of various morphological
parameters of nervous system structures. Most of the
morphometry methods used in modern neuromorphology
and medicine in general provide determination of basic
geometric parameters - linear dimensions, area, volume
and various indices that are derivatives of these parameters

[1, 20]. The informativeness of these indicators is quite
high when studying structures whose shape is close to
the shape of simple geometric figures - a sphere, a prism,
a cylinder, etc. However, for the assessment of some natural
structures that have an irregular shape, such parameters
are not enough, so the search for morphometric algorithms
continues.

The shape of the cerebral hemispheres is irregular,
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which is due to many factors, including the number, size
and complexity of the configuration of convolutions and
sulci. These parameters determine such an important
characteristic of the shape of the cerebral hemispheres as
spatial and structural complexity - the greater the number
of convolutions and sulci and the more complex their
configuration, the more complex the spatial configuration
of the brain as a whole.

For the quantitative characterization of spatial and
structural complexity, such a quantity as the fractal
dimension is used, which is determined by means of fractal
analysis [14]. Using this method, research was carried out
on the cortex of the cerebral hemispheres [4, 10, 24] and
its outer surface [8, 11], as well as the white matter of the
cerebral hemispheres [3, 5, 19, 21, 22, 26-28] and cerebellar
white matter [13, 15].

A fairly common image preprocessing method used
for fractal analysis is skeletonization [9]. This processing
method involves eroding the silhouette image with the
formation of its digital skeleton [7, 9, 17, 18]. During the
construction of a digital skeleton, an automatic algorithm
detects all the vertices of the figure being skeletonized (in
the case of cerebral hemispheres, such points are the
vertices of the gyri) and connects them using the smallest
possible number of short straight segments, forming a
network inside the silhouette.

In the works of various researchers, skeletonization
was used as a method of image preprocessing for fractal
analysis of the white matter of the cerebral hemispheres
[3, 5, 21, 22, 26-28]. Skeletonization was also used to
analyze magnetic resonance imaging of the cerebral
hemispheres using the "Peak Width of Skeletonized Mean
Diffusivity" method [2, 6, 13, 23].

In addition to fractal analysis itself, in some cases
guantitative analysis of digital skeletons of various biological
structures is performed, which can be used both as an
independent morphometric method and in combination
with fractal analysis [7, 9, 17, 18]. Quantitative analysis of
skeletonized images was used in the study of tree-like
structures (most often - the dendritic tree of neurons) [7,
17, 18]. Previously, we performed a quantitative analysis of
skeletonized images of human cerebellar white matter [15].
However, according to the scientific literature available to
us, quantitative analysis of skeletonized images of the
cerebral hemispheres has not been performed before. In
our previous work [16], we performed a fractal analysis of
skeletonized magnetic resonance (MR) images of the
cerebral hemispheres. This work is a continuation of the
previous one and includes quantitative analysis of
skeletonized images.

The purpose of the study is to determine the features of
the structural and spatial complexity of the shape of the
cerebral hemispheres using quantitative analysis of
skeletonized magnetic resonance images of the cerebral
hemispheres.

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 (from 04.04.1997), the
Helsinki Declaration of the World Medical Association on
Ethical Principles of Scientific Medical Research with
Human Participation (1964-2008), as well as the Order of
the Ministry of Health of Ukraine Ne 690 from 23.09.2009.
The conclusion of the Committee on Ethics and Bioethics
of the Kharkiv National Medical University confirms that the
research was conducted in compliance with human rights,
in accordance with the legislation in force in Ukraine, meets
international ethical requirements and does not violate
ethical norms in science and standards for conducting
biomedical research (minutes of the meeting of the
Committee on of ethics and bioethics of the Kharkiv
National Medical University Ne 10 dated November 7, 2018).

Magnetic resonance (MR) tomograms of the brain of
100 conditionally healthy individuals (who did not have
structural changes in the brain) of both sexes (56 women,
44 men) aged 18-86 years (average age 41.72+1.58 years)
were used as the research material.

Selection and pre-processing of images was carried
out according to the algorithm described in our previous
work [16]. From the set of tomographic images of each
brain, 5 tomographic slices were selected (4 in the coronal
projection, 1 in the axial projection). The sections had the
following localization: the 1st coronal section was located
at the level of the most anterior points of the temporal lobes,
the 2nd - at the level of the corpus mamillare, the 3rd - at
the level of the lamina quadrigemina, the 4th - at the level of
the splenium corpori callosi, the axial tomographic section
was located at the level of the thalamus.

The parameters of the investigated images were as
follows: the size for examining coronal sections - 512x400
pixels, for axial sections - 512x800 pixels; resolution is 128
pixels per inch. The absolute scale of a digital image is 3
pixels (voxels) = 1 mm. During preprocessing, image
segmentation was performed to obtain a binary silhouette
image (Fig. 1B), after which the silhouette was skeletonized
using the "skeletonize" tool of the Image J program (see
Fig. 1C). Fractal analysis of skeletonized images was then
carried out using the box counting method, for which the
"fractal box count" tool of the Image J program was used.
The same stages of image processing and analysis were
used in our previous work [16].

The next stage of research, to which this work is devoted,
was the quantitative analysis of skeletonized images, for
which the "analyze skeleton" tool of the Image J program
was used (Fig. 2). The following parameters were
determined in each of the digital skeletons: branches,
junctions, end-point voxels, junction voxels, slab voxels,
triple points, quadruple points, average branch length,
maximum branch length. The branches parameter
characterizes the number of branches, the junctions
parameter characterizes the number of branch connections.

Vol. 28, Ne3, Page 62-73
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A B

C

Fig. 1. Pre-processing of the magnetic resonance image of the brain: A - non-segmented coronal section after removal of backgroundr
structures, B - binary silhouette image after segmentation, C - skeletonized image.

The end-point voxels parameter corresponds to the number
of end points of the branches of the digital skeleton, junction
voxels - the number of voxels forming the junction of
branches, slab voxels - the number of voxels forming the
branches. The triple points parameter characterizes the
number of connections connecting three branches,
quadruple points - four branches. The average branch
length parameter is the arithmetic average value of the
absolute length of all branches, and the maximum branch
length parameter is the maximum among the values of the
absolute length of all branches of the digital skeleton.
Traditional morphometric parameters belonging to
Euclidean geometry were also determined: These
parameters were determined on two types of images. The
1st type of images are tomographic sections as a whole
(see Fig. 1, A), the perimeter of which corresponds to the
contour of the visible surface of the cerebral hemispheres,
and the area corresponds to the brain tissue as a whole,
including the content of the sulci. The following indicators
were determined on these images: P, (perimeter), S (area),
P/S, (ratio of perimeter to area), SF, (form factor). The 2nd
type of images are segmented silhouette images (see Fig.
1, B), the perimeter of which corresponds to the contour of
the pial surface of the cerebral hemispheres (including the

Fig. 2. Quantitative analysis of the skeleton image of the cerebral
hemispheres: end-point voxels are highlighted in blue, junction
voxels are in pink, slab voxels are in red.

contour of the depth of the furrows), and the area
corresponds to the brain tissue as a whole (not including
the contents of the sulci). The following indicators were
determined on these images: P_ (perimeter), S_ (area),
P /S, (perimeter to area ratio), SF_ (form factor). The formula
SF=(41m x A)/P? was used to determine the form factor for
both types of images. The ratio of the perimeter and area of
the segmented silhouette image to the corresponding
parameters of the section as a whole (P /P, and S/S)
were also calculated.

Statistical processing of the data was carried out using
the Microsoft Excel 2016 program. The data was processed
using the tools of variational statistics. The following
statistical parameters were calculated for each variation
series: arithmetic mean (M), its error (mM), minimum (Min)
and maximum (Max) values. The significance of statistical
differences between the values of the fractal dimension of
tomographic sections of different localization was
assessed using the Kruskal-Wallis KW test with Bonferroni
correction and Dunn's post-hoc test for multiple
comparisons. To determine the relationship between the
obtained values, the Pearson correlation coefficient (r) was
calculated, the significance of which was assessed using
the Student's test.

Results

The statistical parameters and the distribution of the
values of the quantitative parameters of the skeletonized
images of the cerebral hemispheres are shown in Table 1
and Figure 3. When comparing the values of the quantitative
parameters of the skeletonized images of five different
tomographic sections, it was determined that the values of
all parameters, except quadruple points, were statistically
significantly different in sections of different localization
(p<0.001), the number of quadruple points in different
tomographic sections did not differ statistically significantly
(p=0.191). When comparing the values in pairs, it was
found that the values of the parameters branches, junctions,
junction voxels, slab voxels and triple points of the 1st
coronal section and axial section were statistically
significantly different from each other and differed from the
corresponding values of the rest of the tomographic
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Table 1. Statistical parameters of the distribution of the values of
the quantitative parameters of cerebral hemispheres skeletonized
images.

Tomographic section
Parameter Coronal | Coronal| Coronal | Coronal Axial
1 2 3 4
M | 9530 | 125.08| 12057 | 116.47 | 150.18
Branches () " 158 | 273 253 221 | 441
Min | 61 69 70 77 86
Max | 146 | 202 224 208 | 317
M | 4862 | 6394 | 6201 | 5980 | 77.13
Junciions () m | 091 | 154 147 126 | 241
Min | 30 34 34 37 43
Max | 76 108 124 109 | 168
M | 4185 | 5473 | 5235 | 5048 | 6561
End-point m | 054 | o085 0.71 071 | 1.49
voxels (N) Min | 29 36 36 38 42
Max | 58 80 72 79 114
M | 156.4 | 199.3 | 1935 | 186.0 | 2345
Junction m 3.3 55 5.1 43 8.3
voxels (N) Min | 94 100 102 16 | 127
Max | 260 364 396 344 | 578
M | 1755 | 2655 | 2680 | 2651 | 4209
Slab voxels m 20 32 28 26 60
N) Min | 1337 | 1998 | 2116 | 2185 | 3090
Max | 2214 | 3359 | 3418 | 3235 | 6398
M | 4551 | 60.29 | 5898 | 5656 | 7341
Triple points | M | 0.80 | 1.36 1.34 116 | 217
N) Min | 30 34 32 35 42
Max | 65 95 115 99 153
M | 2300 | 3.060 | 2440 | 2.460 | 3.137
Quadruple m | 0473 | 0251 | 0179 | 0173 | 0311
points (N) Min 0 0 0 0 0
Max | 8 15 9 10 18
M | 8342 | 9372 | 9.754 | 1003 | 1250
Average m | 0095 | 0094 | 0104 | 010 | 017
branch length
(mm) Min | 671 | 7.42 6.74 701 | 823
Max | 13.14 | 1205 | 1250 | 1261 | 16.14
M | 2726 | 33.90 | 37.44 | 4033 | 50.88
Maximum m | o051 | 055 061 | 062 [ o091
branch length
(mm) Min | 17.76 | 2401 | 2082 | 26.75 | 32.26
Max | 39.80 | 50.69 | 57.25 | 51.96 | 8251

sections (p<0.001); the values of the 2nd, 3rd and 4th
coronal sections did not differ statistically significantly from
each other (p>0.05). The values of the end-point voxels
and average branch length parameters of the 1st coronal
section and axial section were statistically significantly
different from each other and differed from the

corresponding values of the rest of the tomographic
sections (p<0.001); the values of the 2nd and 3rd coronal
sections, as well as the 3rd and 4th coronal sections did
not differ statistically significantly from each other (p>0.05),
however, the values of the 2nd and 4th coronal sections
differed statistically significantly from each other (p<0.05).
No statistically significant difference was found between
the values of the "maximum branch length" parameter of
the 3rd and 4th coronal sections (p=0.017, the level of
statistical significance a=0.050 with Bonferroni correction
was a=0.005); the values of the remaining tomographic
pairs were statistically significantly different from each other
(p<0.01).

At the first stage of the correlation analysis, we
determined the nature and strength of correlation
relationships between the values of similar parameters of
the digital skeleton determined on different tomographic
sections (Fig. 4). We established that the values of most of
the quantitative parameters of the four coronal sections
were connected by a statistically significant positive
correlation (except for the values of maximum branch
length), while the strongest correlation was found between
the values of the adjacent coronal sections - 1st and 2nd,
2nd and 3rd, 3rd and 4th. The values of most parameters
of the axial section did not have a statistically significant
correlation with the similar parameters of the coronal
sections. The strongest correlation between adjacent
coronal sections was found when conducting a correlation
analysis of the following parameters: branches, junctions,
end-point voxels, junction voxels, slab voxels, triple points.
At the same time, the correlation between adjacent sections
was not detected or was weak when conducting a
correlation analysis of the values of the following
parameters: quadruple points, average branch length,
maximum branch length.

At the second stage of the correlation analysis, we
investigated the correlation relationships between the
values of various quantitative parameters of skeletonized
images; we calculated the values of the correlation
coefficients both for all the examined sections and
separately for each tomographic section (Fig. 5). It turned
out that there are significant positive correlations between
the values of most parameters, these are the following
parameters: branches, junctions, end-point voxels, junction
voxels, slab voxels, triple points, quadruple points (at the
same time, correlations between the parameters branches
and junctions were close to functional). However, the values
of average branch length and maximum branch length,
which are positively correlated in all sections, are in most
cases negatively correlated with the rest of the parameters
(at the same time, average branch length has stronger
correlation connections, and correlations between
maximum branch length and values of other parameters
are in many cases weak and not statistically significant).

At the third stage of the correlation analysis, we
investigated the relationships between the values of the
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Fig. 3. Distributions of values of quantitative parameters of cerebral hemispheres skeletonized images.

quantitative parameters of the skeletonized images and
the traditional morphometric characteristics of the cerebral
hemispheres (Fig. 6). It was established that the values of
perimeters (P, P), area (S,, S_) of non-segmented and
segmented images, as well as their ratio (P/P,, S/S ) are
related to most quantitative parameters (with the exception
of average branch length and maximum branch length) by

positive correlations, while parameters P /S  and SF_ are
related to the same parameters by negative correlations.
Attention is also drawn to exceptions from the general
regularity: S /S, parameter of axial sections, unlike coronal
sections, is related to the values of the quantitative
parameters of the digital skeleton by negative, not positive,
correlations; and when examining the sample, which
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Fig. 4. Correlations of the values of quantitative parameters of skeletonized images of different localization tomographic sections; values

of Pearson's correlation coefficients (r) are given.

includes all sections, negative correlations between the
P./S, parameter and most of the studied quantitative
parameters are revealed. The rest of the morphometric
parameters are related to the values of the quantitative
parameters by correlations of different strength and
direction, which differ in different tomographic sections (see

Fig. 6).

At the fourth stage of the correlation analysis, we
investigated the correlations between the values of the
fractal dimension, the quantitative parameters of the
skeletonized images, and the traditional morphometric
characteristics (Table 2). The parameters branches,
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Fig. 5. Correlations of the values of quantitative parameters of skeletonized images of the cerebral hemispheres; values of Pearson's
correlation coefficients (r) are given.
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Fig. 6. Correlations of the values of quantitative parameters of skeletonized images and traditional morphometric parameters of the
cerebral hemispheres; values of Pearson's correlation coefficients (r) are given.
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Table 2. Correlation relationships of fractal dimension values with the values of quantitative parameters of skeletonized images and
traditional morphometric parameters of the cerebral hemispheres.

Tomographic section
Parameter of skeletonized image
Coronal 1 Coronal 2 Coronal 3 Coronal 4 Axial All sections

Branches 0.668*** 0.871*** 0.867*** 0.834*** 0.821*** 0.229***
Junctions 0.677*** 0.869*** 0.871*** 0.851*** 0.822*** 0.261***
End-point voxels 0.276** 0.631*** 0.604*** 0.521*** 0.736*** -0.015
Junction voxels 0.678*** 0.851*** 0.858*** 0.812*** 0.813*** 0.327***
Slab voxels 0.339*** 0.811*+* 0.743*** 0.668*** 0.743*** -0.27 1%+
Triple points 0.628*** 0.843*** 0.857*** 0.830*** 0.806*** 0.217*%**
Quadruple points 0.414%* 0.656*** 0.560*** 0.456*** 0.630*** 0.364***
Average branch length -0.403*+* -0.759%+* -0.770%* -0.699*+* -0.757%* -0.724%*
Maximum branch length -0.063 -0.203* -0.162 -0.205* 0.013 -0.469%+*
P, -0.305** -0.102 -0.166 -0.244* -0.036 -0.605*+*
S, -0.348** -0.025 -0.209* -0.211* 0.060 -0.505%+*
P4/S, 0.315*** -0.078 0.177 0.137 -0.126 0.311*+*
SF, -0.171 0.172 -0.029 0.116 0.081 0.191***
P -0.085 0.355*** 0.041 0.062 0.395*** -0.433**
S, -0.201* 0.064 -0.136 -0.110 -0.182 -0.511%+*
PJS, 0.125 0.261** 0.138 0.149 0.526*** 0.582%**
SF, -0.002 -0.341%* -0.070 -0.095 -0.468** -0.185%+*
PJ/P, 0.059 0.462*** 0.137 0.221* 0.476*** 0.234***
S/S, 0.256* 0.203* 0.133 0.236* -0.146 -0.111**

Notes: the table shows the values of Pearson's correlation coefficients (r); * - p<0.05; ** - p<0.01; *** - p<0.001.
Table 3. Correlation relationships between age and the values of quantitative parameters of skeletonized images of the cerebral

hemispheres.
Tomographic section
Parameter of skeletonized image
Coronal 1 Coronal 2 Coronal 3 Coronal 4 Axial All sections

Branches -0.502*+* -0.386*** -0.248* -0.387*+* 0.151 -0.160%*+*
Junctions -0.507*+* -0.384*** -0.269** -0.414%* 0.153 -0.175%+*
End-point voxels -0.301* -0.291* -0.058 -0.162 0.145 -0.057
Junction voxels -0.435%+* -0.385%+* -0.246* -0.411%x* 0.140 -0.178*+*
Slab voxels -0.508**+* -0.452%* -0.312** -0.370%* 0.010 -0.093*
Triple points -0.522%+* -0.374%* -0.274** -0.415%+* 0.166 -0.168*+*
Quadruple points -0.167 -0.255* -0.046 -0.059 0.007 -0.097*
Average branch length 0.120 0.231* 0.128 0.307** -0.290** 0.040
Maximum branch length -0.114 -0.185 -0.151 0.098 -0.025 -0.038

Notes: the table shows the values of Pearson's correlation coefficients (r); * - p<0.05; ** - p<0.01; *** - p<0.001.

junctions, end-point voxels, junction voxels, slab voxels,
triple points, quadruple points were associated with the
values of the fractal dimension by positive correlations; the
parameters average branch length, maximum branch
length were related to the values of the fractal dimension of
most slices by negative correlations. Traditional
morphometric parameters, in comparison with the
guantitative parameters of skeletonized images, had a
lower correlation strength with the values of the fractal

dimension, the strength and directionality of which differed
depending on the tomographic section (see Table 2).

At the fifth stage of the correlation analysis, we
determined the presence and nature of correlation
relationships between age and the values of quantitative
parameters of skeletonized images of the cerebral
hemispheres (Table 3). It turned out that most of the
quantitative characteristics (except for quadruple points and
maximum branch length and partially average branch
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length) of all coronal sections had statistically significant
negative correlations with age (however, the corresponding
parameters of the axial section did not have significant
relationships with age).

Discussion

Structural and spatial complexity is an important
parameter that allows you to qualitatively add to the arsenal
of morphological characteristics for the study of structures
of irregular shape, including cerebral hemispheres. In most
meanings, structural complexity and spatial complexity are
very close and practically synonymous concepts and
characterize the complexity of the spatial configuration. In
addition to this value, structural complexity describes the
complexity of not only the form, but also the actual internal
structure of certain anatomical formations and can
characterize the number and variety of elements that make
up the studied structure (for example, the branches of the
digital skeleton). An increase in structural complexity leads
to an increase in the complexity of the spatial configuration
(form), and therefore to an increase in spatial complexity.

Despite the relative novelty of fractal analysis as a
morphometric method, the fractal dimension has become
the "gold standard" for evaluating the structural and spatial
complexity of the configuration of various natural structures,
including the cerebral hemispheres [3-5, 8, 10, 11, 16, 19,
21, 22, 24, 26-28].

The spatial and structural complexity and, accordingly,
the value of the fractal dimension of the cerebral
hemispheres can be influenced by various factors. In this
paper, we analyzed the correlations of fractal dimension
values of skeletonized images of the cerebral hemispheres
with two groups of parameters: with traditional
morphometric parameters (perimeter, area, and their
derivatives), and with quantitative parameters of
skeletonized images. Most traditional morphometric
parameters had no statistically significant correlations or
weak correlations with fractal dimension values. Most of
the quantitative parameters of skeletonized images had
statistically significant strong or moderate correlations with
fractal dimension values. Therefore, it can be considered
that the quantitative parameters of skeletonized images
are representative for evaluating the spatial and structural
complexity of the cerebral hemispheres, in contrast to
traditional morphometric parameters.

We divided the quantitative parameters of skeletonized
images into two groups. The first included branches,
junctions, end-point voxels, junction voxels, slab voxels,
triple points, quadruple points. These parameters were
related to each other and to the values of the fractal
dimension by positive correlations. The second group of
parameters includes average branch length, maximum
branch length. These parameters are connected with each
other by positive correlations, but with most of the
parameters of the first group and with the values of the
fractal dimension, they had negative correlations.

Therefore, the increase in the spatial and structural
complexity of the shape of the cerebral hemispheres, which
is reflected in the increase in the values of the fractal
dimension, is accompanied by an increase in the number
and decrease in the length of the branches of the digital
skeleton, an increase in the number of connections and
end points of the branches, and the number of voxels
forming the skeleton. Therefore, the digital skeletons of
the hemispheres, which have more convolutions and a
more complex shape, are characterized by higher values
of the fractal dimension and consist of a relatively large
number of relatively short branches. Conversely, the digital
skeletons of the hemispheres, which have a less complex
configuration, have smaller values of fractal dimension and
consist of a small number of relatively long branches.
Similar regularities were also revealed as a result of
guantitative analysis of skeletonized images of cerebellar
white matter [15].

The relatively large age range of the studied sample
allowed us to analyze correlations between age and
guantitative parameters of skeletonized images. We found
that the values of most of the studied parameters decrease
with age. This is consistent with a decrease in the values
of the fractal dimension and other morphometric
parameters of the brain as a result of atrophic changes
during normal aging [5, 16, 20, 27] and caused by
neurodegenerative diseases [10]. Reducing the volume,
smoothing the surface and expanding the grooves of the
brain in the complex can lead to a simplification of the
spatial configuration of the brain, which in turn will lead to a
simplification of the configuration of digital skeletons.
However, the described changes were not detected when
analyzing the parameters of axial slices and when
examining the sample that includes all slices. Therefore, it
can be considered that coronal sections are more
representative for characterizing age-related changes. A
similar regularity was found in our previous work in the
study of age-related dynamics of fractal dimension [16].

The number of endpoints of the digital skeleton allows
us to indirectly characterize the number of convolutions
forming the studied silhouette of the hemispheres. The
number of gyri after the completion of their formation is an
invariable anatomical characteristic, so the number of
endpoints almost does not change during life. The existing
weak negative correlations with age can be explained by
the fact that sometimes gyri with a complex shape can
form not one, but several points of the digital skeleton.
Simplifying the shape of the convolutions and the overall
silhouette may in some cases lead to a slight reduction in
the number of endpoints.

Conclusion

Quantitative analysis of skeletonized images of allows
to supplement the arsenal of morphometric methods of
both morphology and clinical neuroscience. Quantitative
parameters and fractal dimension of skeletonized images
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are the most relevant morphological parameters for
characterizing the spatial and structural complexity of the
shape of the cerebral hemispheres. Quantitative
assessment of the shape of the brain, including spatial
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®OPMA BEJIMKUX MIBKY/lb FOMIOBHOrO MO3KY: CTPYKTYPHA TA MPOCTOPOBA CKIALHICTb. KIIbKICHUA AHARNI3
CKENETOHOBAHUX MP-30BPAXEHb

Map‘eHko H. I., CmenaHeHko O. 1O.

[ns KinbKicHoO20 xapakmepusysaHHsI CK1a0HOCMI MPOCMOPOBOI KOHbieypauii aHamoMiYHUX CMpyKmyp, y MoMy YUC/i 8eTUKUX MKy b
20/108H020 MO3KY, Halbyacmiwe sukopucmosyembcsi hpakmasibHUll aHari3, KpiM siko2o documb MepcrnekKmueHUMU € U iHwi Memoodu
aHarizy 30bpaxeHb, y MoMy YUcCri KinbKICHUU aHari3 CKeremoHo8aHuUx 3obpaxeHb. Mema docnidxeHHs1 - gau3Hadyumu ocobrusocmi
cmpykmypHOI ma npocmopoeoi cknadHocmi ¢hopMuU 8EJIUKUX MiBKYTb 20/1086HO20 MO3KY 3a OOMOMO20I0 KillbKICHO20 aHanisy
CKeNemoHO8aHUX MaegHImHO-PEe30HaHCHUX 306paxeHb 8e/IUKUX MiBKY/b 20/108HO20 MO3KY. Y sikocmi mamepiary 0ocrioxeHHs1 b6yno
8UKOpPUCMAaHO MazHImHO-pe3oHaHCHI momozpamu 205108H020 Mo3Ky 100 ymoeHo 300oposux ocib (siki He Manu CmpyKMmypHUX 3MiH
201108H020 MO3KYy) 060x cmamel (xiHok 56, yonoeikie 44) sikom 18-86 pokie (cepedHit sik 41,72+1,58 pokig). I3 Habopy momoepagiyHuXx
306paxeHb KOXHO20 MO3Ky 6yno eidibpaHo 5 momoepacghidHuXx 3pi3ie (4 - y KopoHanbHil npoekyil, 1 - y akcianbHid). I1id Yac nonepedHbor
06pobKu nposodurnacs ceameHmauisi 306paxeHb i3 ompuMaHHaM 6iHapHO20 CuryemHo20 306paxeHHs1, Micrsi 4020 Mpo8odusocs
ckenemoHyeaHHs1 cunyemy. KinbkicHUl aHaris ckernemoHog8aHUX 306paxeHb 8KIIHYas 8u3HaYeHHs makux rnapamempis: branches,
junctions, end-point voxels, junction voxels, slab voxels, triple points, quadruple points, average branch length, maximum branch
length. Mu po3dinunu kinbkicHi mapamempu ckesiemoHoeaHux 30bpaxeHb Ha 0e8i epynu. [o nepwoi ysitiwnu branches, junctions, end-
point voxels, junction voxels, slab voxels, triple points, quadruple points. Li napamempu 6ymnu nos'sasaHi Mk coboo ma 3i 3Ha4eHHSIMU
hpakmarsnbHOi po3MipHOCMI MO3UMuUHUMU KopensauilHumu 38'askamu. [Jo dpyeoi epynu napamempig ysitiwnu average branch length,
maximum branch length. Ui napamempu 6ynu noe'ssaHi M cob0t0 no3umusHUMU KopensuiliHumu 38'sa3kamu, ane 3 binbwicmio
napamempig nepwoi epynu ma 3i 3Ha4eHHSAMU ¢hpakmarnbHOI PO3MIPHOCMI 8OHU Masiu He2amueHi KopensauitiHi 38'a3ku. KinbkicHi
napamempu ma ¢pakmarnbHa pPo3MIipHiCMb 8USIBUNIUCA Kpawumu napamempamu Ons xapakmepusyeaHHsi Mpocmoposoi ma
CMpyKmypHOi cknadHocmi ¢hopMu 8e/TUKUX MiBKYIIb 20/108HO20 MO3KY, HiX mpaduuitiHi MopghomempuyHi napamempu (rnowa, nepumemp
ma ix rnoxioHi). BusierneHo, wo 3HadyeHHs1 binbwocmi O0CHIOXKeHUX KiNbKICHUX napamempie 3MeHWYMmbCs 3 8IKOM, KOPOHarbHI 3pisu
susigunucs Halbinbw perpe3eHmamugHUMU Orsi xapakmepu3yeaHHsi 8ikosux 3MiH. KinbKicHe OuiHt08aHHSI hOPMU 20/108HO20 MO3KY,
Yy momy yucni npocmopoeoi ma cmpyKmypHOi ckiiaOHOCMI, MOXe cmamu iHghopMamueHUM iHCmpyMeHmom Orsi diagHOCMUKU OesiKuX
HepeosuUX 3axeopro8aHb ma OuepeHUito8aHHsI Mamosio2iyHUX ma HOPMarbHUX 8IKOBUX 3MiH.

KnrouyoBi cnoBa: 20/108HuUll MO30K, 8e/IUKi Mi6KYyIli 20/108HO20 MO3KY, MOPGOMEMPIsi, CKe/IeMOHy8aHHs, hpakmarbHa pPO3MIpHICMb.
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