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avtorTa sayuradRebod!

redaqciaSi statiis warmodgenisas saWiroa davicvaT Semdegi wesebi:

	 1. statia unda warmoadginoT 2 calad,  rusul an inglisur enebze, dabeWdili 
standartuli furclis 1 gverdze,  3 sm siganis marcxena velisa da striqonebs 
Soris 1,5 intervalis dacviT. gamoyenebuli kompiuteruli Srifti rusul da ing-
lisurenovan teqstebSi - Times New Roman (Кириллица), xolo qarTulenovan teqstSi 
saWiroa gamoviyenoT AcadNusx. Sriftis zoma – 12. statias Tan unda axldes CD 
statiiT. 
	 2. statiis moculoba ar unda Seadgendes 10 gverdze naklebs da 20 gverdze mets 
literaturis siis da reziumeebis (inglisur, rusul da qarTul enebze) CaTvliT.
	 3. statiaSi saWiroa gaSuqdes: sakiTxis aqtualoba; kvlevis mizani; sakvlevi 
masala da gamoyenebuli meTodebi; miRebuli Sedegebi da maTi gansja. eqsperimen-
tuli xasiaTis statiebis warmodgenisas avtorebma unda miuTiTon saeqsperimento 
cxovelebis saxeoba da raodenoba; gautkivarebisa da daZinebis meTodebi (mwvave 
cdebis pirobebSi).
	 4. statias Tan unda axldes reziume inglisur, rusul da qarTul enebze 
aranakleb naxevari gverdis moculobisa (saTauris, avtorebis, dawesebulebis 
miTiTebiT da unda Seicavdes Semdeg ganyofilebebs: mizani, masala da meTodebi, 
Sedegebi da daskvnebi; teqstualuri nawili ar unda iyos 15 striqonze naklebi) 
da sakvanZo sityvebis CamonaTvali (key words).
	 5. cxrilebi saWiroa warmoadginoT nabeWdi saxiT. yvela cifruli, Sema-
jamebeli da procentuli monacemebi unda Seesabamebodes teqstSi moyvanils. 
	 6. fotosuraTebi unda iyos kontrastuli; suraTebi, naxazebi, diagramebi 
- dasaTaurebuli, danomrili da saTanado adgilas Casmuli. rentgenogramebis 
fotoaslebi warmoadgineT pozitiuri gamosaxulebiT tiff formatSi. mikrofoto-
suraTebis warwerebSi saWiroa miuTiToT okularis an obieqtivis saSualebiT 
gadidebis xarisxi, anaTalebis SeRebvis an impregnaciis meTodi da aRniSnoT su-
raTis zeda da qveda nawilebi.
	 7. samamulo avtorebis gvarebi statiaSi aRiniSneba inicialebis TandarTviT, 
ucxourisa – ucxouri transkripciiT.
	 8. statias Tan unda axldes avtoris mier gamoyenebuli samamulo da ucxo-
uri Sromebis bibliografiuli sia (bolo 5-8 wlis siRrmiT). anbanuri wyobiT 
warmodgenil bibliografiul siaSi miuTiTeT jer samamulo, Semdeg ucxoeli 
avtorebi (gvari, inicialebi, statiis saTauri, Jurnalis dasaxeleba, gamocemis 
adgili, weli, Jurnalis #, pirveli da bolo gverdebi). monografiis SemTxvevaSi 
miuTiTeT gamocemis weli, adgili da gverdebis saerTo raodenoba. teqstSi 
kvadratul fCxilebSi unda miuTiToT avtoris Sesabamisi N literaturis siis 
mixedviT. mizanSewonilia, rom citirebuli wyaroebis umetesi nawili iyos 5-6 
wlis siRrmis.
	 9. statias Tan unda axldes: a) dawesebulebis an samecniero xelmZRvane-
lis wardgineba, damowmebuli xelmoweriTa da beWdiT; b) dargis specialistis 
damowmebuli recenzia, romelSic miTiTebuli iqneba sakiTxis aqtualoba, masalis 
sakmaoba, meTodis sandooba, Sedegebis samecniero-praqtikuli mniSvneloba.
	 10. statiis bolos saWiroa yvela avtoris xelmowera, romelTa raodenoba 
ar unda aRematebodes 5-s.
	 11. redaqcia itovebs uflebas Seasworos statia. teqstze muSaoba da Se-
jereba xdeba saavtoro originalis mixedviT.
	 12. dauSvebelia redaqciaSi iseTi statiis wardgena, romelic dasabeWdad 
wardgenili iyo sxva redaqciaSi an gamoqveynebuli iyo sxva gamocemebSi.

aRniSnuli wesebis darRvevis SemTxvevaSi statiebi ar ganixileba.



	
GEORGIAN MEDICAL NEWS  
No 2 (275) 2018

© GMN 5 

Содержание:
Колотило А.Б., Венгер И.К., Костив С.Я.,  Ифтодий А.Г.
ДИСФУНКЦИЯ ЭНДОТЕЛИЯ И ОСОБЕННОСТИ МИКРОЦИРКУЛЯЦИИ 
У ПАЦИЕНТОВ С ВЫСОКИМ РИСКОМ РАЗВИТИЯ РЕПЕРФУЗИОННОГО СИНДРОМА 
В УСЛОВИЯХ РЕВАСКУЛЯРИЗИРУЮЩИХ ОПЕРАЦИЙ.......................................................................................................... 7

Черненко И.И., Куфтерина Н.С., Мищенко В.Н., Волошин-Гапонов И.К.
СРАВНИТЕЛЬНАЯ ХАРАКТЕРИСТИКА КАЧЕСТВА ЖИЗНИ ЛИЦ, 
ПЕРЕНЕСШИХ БОЕВУЮ ЧЕРЕПНО-МОЗГОВУЮ ТРАВМУ.................................................................................................. 12

Puturidze S., Margvelashvili M., Bilder L., Kalandadze M., Margvelashvili V.
RELATIONSHIP BETWEEN GENERAL HEALTH, ORAL HEALTH 
AND HEALTHY LIFESTYLE IN ELDERLY POPULATION (REVIEW)...................................................................................... 17

Дюсупов А.З., Дюсупов А.А., Манарбеков Е.М., Букатов А.К., Серикбаев А.С.
ЧРЕСКОСТНЫЙ ОСТЕОСИНТЕЗ ПЕРЕЛОМОВ КОСТЕЙ НИЖНИХ КОНЕЧНОСТЕЙ
И КАЧЕСТВО ЖИЗНИ БОЛЬНЫХ В ПЕРИОД ЛЕЧЕНИЯ........................................................................................................ 22

Тусупкалиев А.Б., Сарсембаева Л.К., Абдрахманова А.А., Аязбаева Л.К., Шерниязова Ф.С.
СОСТОЯНИЕ ШЕЙКИ МАТКИ У ЖЕНЩИН, ПРОЖИВАЮЩИХ В НЕФТЕГАЗОНОСНЫХ РАЙОНАХ......................... 29

Асанидзе Е.Г., Кристесашвили Д.И., Пхаладзе Л.К., Барбакадзе Л.С.
КОРРЕЛЯЦИЯ АНТИМЮЛЛЕРОВОГО ГОРМОНА С ГОРМОНАЛЬНЫМИ 
И МОРФОЛОГИЧЕСКИМИ ХАРАКТЕРИСТИКАМИ ЯИЧНИКОВ У ПАЦИЕНТОК 
С СИНДРОМОМ ПОЛИКИСТОЗНЫХ ЯИЧНИКОВ С ИНСУЛИНОРЕЗИСТЕНТНОСТЬЮ 
И БЕЗ ИНСУЛИНОРЕЗИСТЕНТНОСТИ...................................................................................................................................... 34

Hetman O., Krakhmalova E., Radzishevska Y.
THE DIAGNOSTIC VALUE OF OSTEOPONTIN AS AN EARLY MARKER OF PILMONARY 
HYPERTENSION AFFECTED BY CHRONIC OBSTRUCTIVE PULMONARY DISEASE 
AND CONCOMITANT ISCHEMIC HEART DISEASE.................................................................................................................. 41 

Хвисюк М.А,, Бильченко А.В.
ВЛИЯНИЕ НАРУШЕНИЙ УГЛЕВОДНОГО ОБМЕНА НА УРОВНИ БИОМАРКЕРОВ 
ВОСПАЛЕНИЯ Р-СЕЛЕКТИНА И ГАЛЕКТИНА-3 У БОЛЬНЫХ 
СО СТАБИЛЬНОЙ СТЕНОКАРДИЕЙ........................................................................................................................................... 48

Papiashvili G., Tabagari-Bregvadze N.,  Brugada J.
IMPACT OF RADIOFREQUENCY CATHETER ABLATION ON HEALTH-RELATED QUALITY 
OF LIFE ASSESSED BY THE SF-36 QUESTIONNAIRE IN PATIENTS 
WITH PAROXYSMAL SUPRAVENTRICULAR TACHYCARDIA............................................................................................... 54

Papiashvili G., Tabagari-Bregvadze N., Brugada J.
INFLUENCE OF CATHETER ABLATION OF PAROXYSMAL SUPRAVENTRICULAR 
TACHYCARDIA ON PATIENTS’ ANXIETY................................................................................................................................... 58

Dmytrenko S., Shinkaruk-Dykovytska M.,Vernygorodskyi S., Tepla T.
NEW APPROACHES IN THE DIAGNOSTIC OF ICHTHYOSIS DISORDERS........................................................................... 61

Ratiani L., Intskirveli N., Goliadze L., Chkhikvadze T., Koptonashvili L., Khuchua E.
DYSFUNCTION OF VARIOUS ORGAN SYSTEMS INDUCED BY SEPSIS 
WITH UNDERLYING SEVERE MYELOMIC DISEASES AND PROSTATE CANCER 
(CASE REPORT).............................................................................................................................................................................. 65

Samohalska O., Kornaga S., Mandziy Z., Boiko T., Radetska L.
EVALUATION OF EFFICIENCY OF IMIGLUCERASE (CEREZYME) 
IN THE TREATMENT OF GAUCHER DISEASE (CASE REPORTS AND REVIEW OF THE LITERATURE)......................... 69

Goldman A., Wollina U.
UNILATERAL FRONTALIS MUSCLE PARALYSIS: MANAGEMENT 
WITH BOTULINUM TOXIN A (CASE REPORTS)........................................................................................................................ 73

Goldman A., Wollina U.
KERATOACANTHOMA OF THE UPPER LIP: REVIEW OF THE LITERATURE 
AND REPORT OF CASE WITH CENTRAL UPPER LIP RECONSTRUCTION........................................................................... 77



6

	
МЕДИЦИНСКИЕ НОВОСТИ ГРУЗИИ

CFMFHSDTKJC CFVTLBWBYJ CBF[KTYB

Svistilnik R., Kostiukova N.
DEVELOPMENT OF GANGLIONOPATHY AND TABETIC VISCERAL CRISES ON THE BACKGROUND 
POLYRADICULONEUROPATHY ASSOCIATED WITH MONOCLONAL GAMMOPATHY (CASE REPORT)....................... 81

Толеуова А.С., Тайжанова Д.Ж., Тойынбекова Р.Ж., Бейсенбекова Ж.А.
КЛИНИЧЕСКИЙ СЛУЧАЙ КАНДИДОЗНОЙ ПНЕВМОНИИ.................................................................................................. 86

Karatieieva S., Makarova O., Yurkiv O., Semenenko S., Berezova M.
TREATMENT OF PYOINFLAMMATORY COMPLICATIONS 
WITH INDIVIDUALLY SELECTED OZONE DOSE IN PATIENTS WITH DIABETES.............................................................. 91

Цискаришвили Ц.И., Кацитадзе А.Г., Цискаришвили Н.В., Цискаришвили Н.И.
РОЛЬ НЕКОТОРЫХ ВАЗОАКТИВНЫХ ПЕПТИДОВ В ПАТОГЕНЕЗЕ 
РАННИХ ФОРМ РОЗАЦЕА И СОСТОЯНИЕ СИСТЕМЫ ГЕМОСТАЗА................................................................................. 94

Sikharulidze G., van Geloven N., Gugushvili N., Sikharulidze Z.,  Vermetten E.
POST-TRAUMATIC STRESS DISORDER AND COMORBIDITY: THE ROLE OF MEDIATION 
AND RELATION BETWEEN PTSD AND SOMATIC COMPLAINTS IN MENTAL HEALTH MANAGEMENT..................... 98 

Рудык Ю.С., Меденцева Е.А.
РОЛЬ МАРКЕРА ФИБРОЗА ST2 И ПОЛИМОРФИЗМА ГЕНА АНГИОТЕНЗИНОГЕНА 
В ПРОГРЕССИРОВАНИИ ХРОНИЧЕСКОЙ СЕРДЕЧНОЙ НЕДОСТАТОЧНОСТИ 
У БОЛЬНЫХ САХАРНЫМ ДИАБЕТОМ ТИПА 2..................................................................................................................... 105

Nazaryan R., Iskorostenskaya O., Gorenskaya O., Volkova N., Gargin V.
INTERRELATION OF THE GENE CDKN1A (RS 1801270) POLYMORPHIC STATE 
AND LEVEL OF DEVELOPMENT OF CARIES IN CHILDREN WITH DOWN SYNDROME.................................................112

Абхазава М.В., Квачадзе И.Д., Цагарели М.Г.
КОРРЕЛЯЦИЯ СТЕПЕНИ ТЕПЛОВОГО БОЛЕВОГО ПОРОГА И КОНЦЕНТРАЦИИ 
РЕЦЕПТОРНОГО БЕЛКА TRPV1 В РАЗЛИЧНЫХ ФАЗАХ ОВАРИАЛЬНО-МЕНСТРУАЛЬНОГО ЦИКЛА.....................117

Sorokina I., Myroshnychenko M., Sherstiuk S., Zubova Y., Nakonechna S., Panov S.
THE MORPHOLOGICAL PICTURE OF LOCAL IMMUNE RESPONSES IN THE KIDNEYS, URETERS 
AND BLADDER OF THE FOETUSES AND NEWBORNS, WHO DEVELOPED IN CONDITIONS 
OF MATERNAL PREECLAMPSIA............................................................................................................................................. 123

Svitlyk H., Harbar M., Salo V., Kapustynskyy O., Svitlyk Y.
OCCUPATIONAL HAZARDS AS A RISK FACTOR OF ONSET 
AND UNFAVORABLE OUTCOME OF ISCHEMIC HEART DISEASE............................................................................... 132

Чуленбаева Л.Е., Ильдербаев О.З., Талдыкбаев Ж.С., Ильдербаева Г.О., Аргынбекова А.С.
ФИТОКОРРЕКЦИЯ ИММУНОЛОГИЧЕСКИХ И БИОХИМИЧЕСКИХ ИЗМЕНЕНИЙ 
ПРИ СОЧЕТАННОМ ВОЗДЕЙСТВИИ УГОЛЬНОЙ ПЫЛИ 
И ВЫСОКОЙ ДОЗЫ РАДИАЦИИ................................................................................................................................................ 141

Lykhatskyi P., Fira L., Lisnychuk N., Kulitska M.
EFFECT OF TOBACCO SMOKE ON ROS PRODUCTION
AND INFLAMMATION IN RATS OF DIFFERENT AGE......................................................................................................... 150

Masiukovichi T., Murtazashvili T., Bakuridze A. 
DEVELOPMENT OF THE FORMULATION AND TECHNOLOGY OF HYDROGEL, 
CONTAINING ADJARA REGION SULFIDE SILT PELOID........................................................................................................ 157

Avilova O., Marakushin D., Nakonechna O., Gargin V.
MICROSCOPIC FEATURES OF THE SPLEEN UNDER THE INFLUENCE OF LAPROXIDES............................................. 163

Gvamichava T., Janberidze E., Machavariani T., Mdivani N.,  Latsabidze I.
MORPHOLOGICAL CHARACTERISTICS OF ANGIOGENESIS IN ADENOCARCINOMA OF COLON............................. 167

Migriauli I., Meunargia V., Chkhaidze I., Sabakhtarishvili G., Gujabidze K., Khokrishvili G., Janashia J., Kamkamidze G.
EPIDEMIOLOGY OF CLOSTRIDIUM DIFFICILE INFECTION
 IN HOSPITALISED PEDIATRIC PATIENTS IN GEORGIA........................................................................................................ 172

Kamkamidze G., Tabatadze M., Kajaia M., Gulbiani L., Shakhnazarova M., Geradze L., Butsashvili M.
SELF-PERCEIVED HEALTH STATUS AND ILLNESSES 
AMONG INTERNALLY DISPLACED PEOPLE IN GEORGIA............................................................................................. 176



112

	
МЕДИЦИНСКИЕ НОВОСТИ ГРУЗИИ

CFMFHSDTKJC CFVTLBWBYJ CBF[KTYB

reziume

fibrozis marker ST2-is da angitenzinogenis 
polimorfizmis roli gulis qronikuli uk-
marisobis progresirebaSi Saqriani diabeti 
tipi 2-is mqone avadmyofebSi

i. rudiki, e. medenceva

ukrainis mecnierebaTa erovnuli akademiis l. 
malois sax. Terapiis erovnuli instituti, 
xarkovi, ukraina

gulis qronikuli ukmarisobis (gqu) 
mkurnalobaSi miRweuli progresis miuxedavad, 
misi prognozi arakeTilsaimedo rCeba, imis 
gamo, rom gqu-is mniSvnelovani qvejgufebi 
arasakmarisadaa gamokvleuli. es exeba gqu-iT 
avadmyofebs metaboluri darRvevebis fonze, 
kerZod, Saqriani dibeti tipi 2-isa. cnobilia, 

rom АТГ M235T genis rs699 markeris poli-
morfizmi dakavSirebulia midrekilebasTan 
arteriuli hipertenziis, gulis iSemiuri 
daavadebis da winagulebis fibrilaciisadmi. 
dadgenilia kavSiri  M235T-polimorfizmsa 
da gulis ukmarisobis ganviTarebis risks 
Soris. erT-erT perspeqtul da axal biomar-
kerad iTvleba fibrozis markeri ST2. kvlevis 
mizans Seadgenda biomarker ST2-is da АТГ 
М235Т genis genetikuri polimorfizmis rolis 
garkveva gqu-is progresirebasa da  arakeTil-
saimedo movlenebis  ganviTarebaSi Tanmxlebi 
Saqriani diabeti tipi 2-is mqone pacientebSi. 
dadgenilia, rom, ММ genotipis mtareblebTan 
SedarebiT, genotip ТТ+МТ-is mqone  pacientebs 
gqu-iT, marcxena parkuWis gandevnis fraqciis 
SenarCunebiT da Saqriani diabeti tipi 2-iT, 
aqvT fibrozis marker ST2-is ufro maRali done 
da  arakeTilsaimedo gul-sisxlZarRvovani 
movlenebis ganviTarebis meti albaToba.

INTERRELATION OF THE GENE CDKN1A (RS 1801270) POLYMORPHIC STATE 
AND LEVEL OF DEVELOPMENT OF CARIES IN CHILDREN WITH DOWN SYNDROME

1Nazaryan R., 1Iskorostenskaya O., 2Gorenskaya O., 2Volkova N., 1Gargin V.

1Kharkiv National Medical University, 2Kharkiv National University named after V.Karazin, Ukraine

The significant prevalence and high intensity of oral 
cavity organs’ diseases in people, in particular in children, 
determine the necessity of conducting preventive measures 
aimed at maintaining dental health that significantly pre-
determine the whole body’s health [3,5,6]. Considering 
polyetiology of oral cavity diseases, the individual ap-
proach to each patient is very important. Timely estima-
tion of pathogenetically determined risk factors of caries 
development in children with Down syndrome will allow 
preventing development of pathological process. 

The main factors predisposing diseases of periodontal 
tissues and teeth are the microflora of the oral cavity and 
dental plaque, uncontrolled use of carbohydrates and poor 
hygiene of the oral cavity, somatic disorders and reduced 
immunity. Peculiarities of development of teeth and peri-
odontal tissues also play the key role in developing oral 
cavity [7,13]. Their full development is ensured through a 
complex of genes whose protein products control different 
stages of this complex process. Changes in gene structure as 
well as their expression’s destruction can lead to destruction 
of development of teeth and periodontal tissues. 

CDKN1A gene (also known as p21) which encodes 
protein p21 is a universal cyclin-dependent kinase inhibi-
tor involved in controlling the cell cycle. The p21 gene-

productis involved in the first stage of the primary enamel 
knots’ development (Primary Enamel Knot) of milk, and 
then permanent teeth. This process starts on the 8th week of 
embryogenesis after the formation of the dental plate. The role 
of gene CDKN1Ais shown during enamel tubercle apoptosis 
[15], there is some positive correlation between the level of 
CDKN1A gene expression at the primary stages of odonto-
genesis and the structure and shape of the crown [4]. 

To date, there is an unexamined question about the 
relationship of polymorphism of genes that control the cell 
cycle with the development of pathologies of the dentition 
and periodontal tissues. Of particular interest is the study 
of this question in groups of children with an increased 
risk of developing caries, for example, with chromosome 
diseases. Genotyping and the formation of groups of risks 
for subsequent observation based on individual genetic 
predisposition is the most effective approach to the preven-
tion and timely detection of cariogenic situation.

Thus, the purpose of this work is to analyze the connec-
tion of polymorphic status of CDKN1A gene (rs1801270) 
with the level of intensity of caries development in children 
with Down syndrome living in Kharkiv region. 

Material and methods. The study has been carried out 
on the basis of the University Dental Center of Kharkiv 
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National Medical University. The total number of examined 
patients is 43 children aged from 2 to 17 years. The core 
group consists of 10 children with Down syndrome which 
was represented by insomnia of 21 chromosomes with 
the exception of 1 case. The control group consists of 33 
children without chromosomal pathology. To adequately 
compare the core and control groups, we have divided the 
control group into 2 age categories: the first one is children 
from 2 to 10 years (15 people – control 1) and the second 
one is children from 11 to 17 years (18 people – control 
2). The groups are comparable in age and gender. All the 
examined children and their parents have been informed 
of the purpose of the study and the methodologies to be 
applied. The parents have given written consent to partici-
pate in the study.

The study of a dental status of children has involved 
determining the condition of hard tissues of teeth, namely, 
index of caries intensity (cf, CFR + cf, CFR; c – carious 
teeth, f – filled teeth, r – removed teeth) and the calculation 
of caries intensity level – CIL (Leus).

One of the indices determining the level of a carious 
process in children is index of caries intensity. 

For children with temporary bite we have used the 
following indices:
- cf – a number of carious and filled teeth of a temporary 
bite;
- cfs – a number of affected surfaces of temporary teeth.
Teeth in a temporary bite removed in result of physiological 
change have not been taken into account. 
For children with mixed dentition we have used the fol-
lowing indices:
- CFR + cf – a number of carious, filled permanent and 
temporary teeth and removed permanent teeth;
- CFRs + cfs - a number of carious surfaces in permanent and 
temporary teeth and a number of removed permanent teeth.

For assessment of a permanent bite we have used the 
following indices:
- CFR – a number of carious, filled and removed teeth;
- CFRs – a number of caries-affected teeth surfaces and 
removed teeth [3].

The index of caries intensity level – CIL (Leus), which 
allows determining individual and group levels of caries 

intensity by CFR of teeth in any age, has been calculated 
by the formula:
CIL = cf / n; n is age of a child (for children under 8 years 
old);
CIL = CFR / n-5, (from 9 to 19 years old), n-5 is 5 years 
of life without permanent teeth;
CIL = CFR / n, (for children with a permanent bite and 
adults).

Assessment of caries activity by different indices of 
CIL has been carried out according to the Table 1 data [9].

To conduct genotyping we have used buccal epithelial 
cells. The collection of biomaterial for the study has been 
conducted during the dental examination by using sterile 
disposable urogenital probe in individual containers marked 
in accordance with the methodology [1]. DNA has been 
extracted by using a commercial set of Diatom ™ DNA 
Prep 100 (Russia) in accordance with the instruction of the 
manufacturer [1]. Typing of SNP polymorphism in codon 
31 of CDKN1A gene(rs1801270) has been conducted by 
using the polymerase chain reaction (PCR), PCR prod-
ucts processed by restrictase and subsequent analysis of 
the polymorphism of the lengths of restriction fragments 
(PLRF). The necessary conditions for the analysis of the 
polymorphism of CDKN1A gene are shown in Table 2. 

The presence of the restriction site (two products of 
restriction 183 p.n. + 89 p.n.) testifies of the presence of 
the allele Cin the third position of codon 31 CDKN1A gene 
(Ser in 31 position of the polypeptide chain). The absence 
of the restriction site (one fragment 272 p.n.) – the allele 
(Arg in 31 position of polypeptide chain). Thus, CC ho-
mozygotes (Ser/Ser) are characterized by the presence of 
two DNA fragments with the size of 183 p.n. and 89 p.n.; 
AA homozygotes (Arg/Arg) – a fragment with the size of 
272 p.n.; heterozygotes CA (Ser/Arg) are characterized by 
the presence of three fragments with the size 272 p.n., 183 
p.n. and 89 p.n. [1].

To conduct PCR of alleles of CDKN1A gene, we have used 
the automatic thermocycler “Tercik” (Russia) and commercial 
sets of reagents GenPak ™ PCR Core (0.5 ml) (Russia), in 
accordance with the manufacturer’s instructions. PCR condi-
tions: denaturation within 5 min at 94°C; 35 cycles consisting 
of denaturation within 20 sec at 94°C, annealing of primers 

Table 1. Assessment of caries activity by different indices of CIL 
Age Low caries activity Average caries activity High caries activity Huge caries activity 

1-8 years ≤0,4 0,5 – 0,8 0,9 – 1,2 ≥ 1,3
9-19 years ≤0,3 0,4 – 0,6 0,7 – 0,9 ≥ 1,0
> 20 years ≤0,155 0,16 – 0,3 0,31 – 0,6 ≥ 0,6

Table 2. PCR primers, restrictase and sizes of the fragments obtained after restriction necessary 
for analysis of the polymorphism of DKN1A gene

Gene Genotype Restrictase Size of frag-
ments, p.n. Primers

CDKN1A Ser/Arg Bpu1102I 
(BlpI) 272=183+89 F 5`- ACCAGCTGGAAGGAGTGAGA- 3`

R 5’-GTCTTTGCTGCCTACTTGC- 3’
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within 20 sec at 58°C, elongation within 20 sec at 72°C; final 
elongation within 7 min at 72°C [1].

Detection of PCR results has been conducted by divid-
ing the amplification products in 2% agarose gel at constant 
voltage 70V within an hour. For electrophoresis we have 
used commercial sets ELA-50 (“Neogene”, Ukraine). Visu-
alization of the fragments has been conducted by ethidium 
bromide processing of gel and subsequent analysis on a 
transilluminator in ultraviolet light. The sizes of the frag-
ments have been determined in comparison with a marker 
of molecular weight of pUC19 DNA/Mspl (HpaII) Marker, 
23 (Thermo Fisher Scientific Inc.)

The difference between the control and core groups on 
alleles available in codon 31 of CDKN1A gene has been 
determined by using the criterion of Kruskal-Wallis. The 
reliability of differences between the control and core 
groups has been evaluated by using Student’s F-criterion. 
Calculation of the frequency of alleles of CDKN1A gene 
is carries out by using GenoMprofessional. Comparison of 
the theoretically expected and actual frequencies of geno-
types has been conducted by using χ2 criterion. Statistical 
processing of data and mathematical analysis are carried 
out by using BioStat 2008 Professional.

Results and their discussion. When assessing the in-
dividual genetic characteristics of patients with Down syn-
drome compared with a group of apparently healthy donors 
without somatic diseases, we have obtained the following 

results. Checking the distribution of genotypes by SNP of 
CDKN1A gene Ser31Arg in the control and core groups 
for compliance with the Hardy-Weinberg equilibrium has 
shown that the distribution of genotypes not significantly 
differs from the theoretically expected results (Table 3).

When analyzing the genotypes of polymorphic locus 
of CDKN1A gene in codon 31 in groups of the examined 
patients, we have received the following data: genotype 
C/C has been determined more frequently in both groups 
(average in population – 0.728). Genotypes containing the 
allele A (heterozygous C/A and homozygous A/A) are pres-
ent in the population of children of Kharkiv region with 
frequency 0.251 and 0.022. 

Among the examined children, in both groups (diagnosed 
“Down syndrome”), the dominant allele of CDKN1A gene 
is option C (Ser) which is typical for the most populations 
studied. The frequency of alleles containing triplet AGC (Ser) 
or triplet AGA (Arg) in codon 31 of CDKN1A gene has not 
statistically differed in the core and control groups (Table 
4), which is confirmed by checking the results of the study 
by using the Kruskel-Wallis criterion, which has not shown 
significant differences in the frequency of alleles of CDKN1A 
gene in the control and core groups (p=0.978).

Evaluation of the effectiveness level of caries develop-
ment has shown that there are significant differences in 
the control (control 1) and core groups in homo- and het-
erozygotes in the studied allele of CDKN1A gene (Fig. 1).

Table 3. Frequency of genotypes of polymorphic locus of CDKN1A gene in codon 31 in groups 
with Down syndrome (core group) and apparently healthy donors (control group)

Genotype The core group χ2, level p The control group χ2, level p
C/C (ser/ser) 0.810

0.12,
0.73

0.708
1.29,
0.26C/A (ser/arg) 0.180 0.267

A/A (arg/arg) 0.010 0.025

Table 4. Comparison of frequency of alleles of a polymorphic locus inCDKN1A gene 
in codon 31 in groups of children with Down syndrome and apparently healthy donors

Allele
Patients with Down syndrome Apparently healthy donors χ2, p level

n = 10 n = 41
0.44 0.51AGC (ser) 0.900 0.841

AGA (arg) 0.100 0.159

Fig. 1. The intensity level of caries development in the core and control groups (k 1 and k 2) 
in homo- and heterozygotes in the studied polymorphism Ser31Arg of CDKN1A gene
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So, it is shown that the intensity of caries develop-
ment (by Leus) is higher in children with heterozygous 
genotype (Ser/Arg) up to the age of 10 years both in the 
control (k 1) and core (diagnosed “Down syndrome”) 
groups. The differences between different genotypes are 
not shown in elder children of the control group (k 1). 

Thus, the study has established the association of hetero-
zygous option C/A of the studied marker Ser31Arg with the 
intensity level of caries development (by Leus) in children 
under 10 years old living in Kharkiv region. Unfortunately, we 
cannot say whether the allele A contributes to the formation of 
the cariogenic situation, since the sample studied in the work 
is small enough, and homozygotes A/A (Arg/Arg) detected by 
genotyping are not enough for a statistical analysis.

CDKN1A gene is located on chromosome 6p21.2 and 
consists of three exons and two introns. p21 broadcast area 
lies mainly in exon 2 that encodes a protein with a molecu-
lar weight 21 kDa [16]. This protein is a cyclin-dependent 
kinase inhibitor (CDKI) which stops the cell proliferation 
and DNA replication both in physiological conditions and 
after DNA damage [11]. The complex of p53 protein with 
CDKN1A gene induces mediated G1/S cell cycle arrest, 
playing a critical role in cellular response to DNA damage. 
Polymorphism in codon 31 of p21 gene (rs1801270) is asso-
ciated with transversionC to A and replaces the serine (Ser) 
to arginine (Arg). It results in a loss of the restriction site 
that affects the sequence Znfinger which binds with DNA. 
The study has shown that this polymorphism plays a role in 
causing cancer. So, there is an association of polymorphism 
p21 Ser31Arg with the risk of cancer of the lungs, breast, 
neck of uterus [12, 14], tumors of the gastrointestinal tract 
[2]. Also, it is found that expression of p21 gene plays an 
important role in odontogenesis, participating in forma-
tion of tooth follicles [4, 15]. Our research has shown that 
there is a connection between the polymorphism CDKN1A 
Ser31Arg with the intensity level of caries development in 
children living in Kharkiv region up to the age of 10 years. 
The lack of detected polymorphism in elder children can 
be evidently explained by the fact that genes of cell cycle 
control are difficult to consider as a distinct and unambigu-
ous marker of formation of the cariogenic situation. This is 
due to the complex multifactoral nature of caries.

A higher level of the intensity of caries development in 
heterozygotes (Ser/Arg) would allow the use of genotyp-
ing (in particular rs1801270) when forming risk groups 
for subsequent monitoring and timely detection of caries 
status in both groups of children with Down syndrome, 
characterized by an increased risk of caries, and groups of 
apparently healthy children without somatic pathologies. 

Conclusions. Analysis of the polymorphism of CD-
KN1A gene Ser31Arg in children living in Kharkiv region 
has shown that the frequency of genotypes and alleles 
corresponds to the theoretically expected distribution by 
Hardy-Weinberg in the core (χ2 = 0.12) and control (χ2 = 
1.29) groups. There is no significant differences in the fre-
quency of alleles of CDKN1A gene in the group of healthy 
children and children with Down syndrome (p = 0.978).

There is an association of a heterozygous optionC/A of 
the studied marker Ser31Arg of CDKN1A gene with the 
intensity level of caries development (by Leus) in children 
under the age of 10 years.
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SUMMARY

INTERRELATION OF THE GENE CDKN1A (RS 
1801270) POLYMORPHIC STATE AND LEVEL OF 
DEVELOPMENT OF CARIES IN CHILDREN WITH 
DOWN SYNDROME

1Nazaryan R., 1Iskorostenskaya O., 2Gorenskaya O., 
2Volkova N., 1Gargin V.

1Kharkiv National Medical University, 2Kharkiv National 
University named after V.Karazin, Ukraine

Study is devoted for rs1801270 polymorphism of CD-
KN1A gene due to the level of intensity of caries develop-
ment in children with Down syndrome.

The full development of oral cavity organs is ensured 
through a complex of genes whose protein products control 
different stages of this difficult process. Changes in gene 
structure, as well as disturbance of their expression may 
lead to abnormalities of development of teeth and periodon-
tal tissues. Analysis of the polymorphism of CDKN1A gene 
Ser31Arg in children living in Kharkiv region has shown 
that the frequency of genotypes and alleles corresponds to 
the theoretically expected distribution by Hardy-Weinberg 
in the core (χ2=0.12) and control (χ2=1.29) groups. There is 
no significant differences in the frequency of alleles of CD-
KN1A gene in the group of healthy children and children 
with Down syndrome (p=0.978). There is an association of 
heterozygous option C/A of the studied marker Ser31Arg 
of CDKN1A gene with the level of intensity of caries 
development (by Leus) in children with Down syndrome 
under 10 years old.

Keywords: caries, CDKN1A, gene, Ser31Arg, chil-
dren, Down syndrome.

РЕЗЮМЕ

ВЗАИМОСВЯЗЬ ПОЛИМОРФНОГО СОСТОЯ-
НИЯ ГЕНА CDKN1A (RS 1801270) И УРОВНЯ ИН-
ТЕНСИВНОСТИ РАЗВИТИЯ КАРИЕСА У ДЕТЕЙ 
С СИНДРОМОМ ДАУНА

1Назарян Р.С., 1Искоростенская О.В., 
2Горенская О.В., 2Волкова Н.Е., 1Гаргин В.В.

1Харьковский национальный медицинский универси-
тет; 2Харьковский национальный университет им. 
В.Каразина, Украина

Работа посвящена изучению полиморфизма 
rs1801270 гена CDKN1A с учетом уровня интенсив-
ности развития кариеса у детей с синдромом Дауна.

Развитие органов полости рта обеспечивается ком-
плексом генов, белковые продукты которых контроли-
руют разные этапы этого сложного процесса. Изменения 
в структуре генов, а также нарушение их экспрессии, 
могут привести к нарушению формирования зубов и 
тканей пародонта. Анализ полиморфизма гена CDKN1A 
Ser31Arg у детей, проживающих в Харьковской области, 
показал, что частота генотипов и аллелей соответствует 
теоретически ожидаемому распределению Харди-Вайн-
берга в исследуемой (χ2=0,12) и контрольной (χ2=1,29) 
группах. Существенных различий в частоте аллелей гена 
CDKN1A в группе здоровых детей и детей с синдромом 
Дауна (p=0,978) не выявлено.

Установлена ассоциация гетерозиготного варианта 
C/А изучаемого маркера Ser31Arg гена CDKN1A с уров-
нем интенсивности развития кариеса (по Леусу) у детей 
с синдромом Дауна в возрасте до 10 лет.

reziume

geni CDKN1A (RS 1801270)-is polimorful 
mdgomareobasa da kariesis ganviTarebis in-
tensivobas Soris urTierTkavSiri daunis 
sindromiT bavSvebSi

1r. nazariani, 2o. iskorostenskaia, 
2o. gorenskaia, 2n. volkova, 1v. gargini

1xarkovis erovnuli samedicino universiteti; 
2xarkovis v.karazinis saxelobis erovnuli 
universiteti, ukraina

naSromi eZRvneba gen CDKN1A (RS 1801270)-I 
polimorfizmis kvlevas kariesis ganviTa-
rebis intensivobasTan mimarTebiT daunis 
sindromiT bavSvebSi.

piris Rrus organoebis ganviTareba gan-
pirobebulia genebis kompleqsiT, romelTa 
cilovani produqtebi akontrolebs am rTuli 
procesis sxvadasxva etaps. cvlilebebma genebis 
struqturaSi, aseve, maTi eqspresiis darRvevam, 
SesaZloa gamoiwvios kbilebisa da parodontis 
qsovilebis formirebis darRvevebi.

geni CDKN1A Ser31Arg-is polimorfizmis 
analizma xarkovis olqSi mcxovreb bavSvebSi 
aCvena, rom genotipebis da alelebis sixSire 
Seesabameba xardi-vainbergis mosalodnel 
Teoriul ganawilebas sakvlev (χ2=0,12) da sa-
kontrolo (χ2=1,29) jgufebSi. ar gamovlinda 
arsebiTi gansxvaveba gen CDKN1A-is alelebis 
sixSireSi janmrTel da daunis sindromis 
mqone bavSvebSi (p=0,978).

dadgenilia gen CSer31Arg-is Seswavlili 
markeris C/А heterozigoturi variantis aso-
ciacia kariesis ganviTarebis intensivobasTan 
(leusis mixedviT) 10 wlamde asakis daunis 
sindromis mqone bavSvebSi.


