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Xiilasa. Maqalads 1 insulin reseptorunun (IRS-1) G972R geninin polimorfizmi ila adiponektinin
(ADIPOQ) G276T geninin polimorfizmi arasinda miimkiin olan assosiasiyalari va onlarin Ukrayna
populyasiyasinda arterial hipertenziyas: (AH) va piylonmasi olan saxslarda kardiovaskulyar remo-
dellasdirma va neyrohumoral pozuntularla kombinasiyalarin aydinlagdirmaq maqsadila aparilmis
tadgiqat haqqinda malumat verilir.

Tadgigata Il daracali AH va I-II daracali piylanmasi olan 45-55 yash 200 nafar calb edilmisdir.
Tadgiqatda antropometrik, biokimyavi metodlardan, avtomatlasdirilms immunoloji analiz idisulla-
rindan, spektrofotometrik, molekulyar-genetik, instrumental va statistik metodlardan istifada edil-
misdir.

Tadgiqat gostarmisdir ki, xastalords ADIPOQ substratimin G276T geninin G/T + T/T genotiplari
olan saxslords G/G geninin daswicilarina nisbatan aldosteronun va plazmada renin aktivliyinin
(PRA) daha yiiksak saviyyasi, adipokin va karbohidrat saviyyalorinin disbalansi, antioksidant
miihafiza sisteminin zaiflomasi, qanda malon dialdehidinin, dien konyuqatlarinin, trigliseridlarin
saviyyasinin artmasi, eyni zamanda iimumi yuxu arteriyasinin intima-media qisalarimn qalinlas-
masi va hamin arteriyada nabz dalgasimin tezlogmasi miisahida edilir.

IRS-1 substratina uygun galan G972R geninin G/R +R/R genotiplarinin dagsiyicilar: yuxarida
gostarilon parametrlarla birga, endotelidon asili vazodilatasivanin zaiflomasi va plazmada C-reaktiv
ziilalin, ham d> interleykin 6-nin saviyyasinin artdig! diqqati calb edir.

G276T geninin G/T +T/T genotiplori ilo IRS-1-2 uygun galan G972R geninin G/R + R/R genotip-
Iarinin kombinasiyasi neyrohumoral parametrlarin daha darin negativ xarakterli dayisikliklari ila
va iirok-damar sisteminin remodellagmasinin ¢atinlagmosi il xarakteriza edilir; bu dayisikliklar har
iki polimorf markerlorin G/G genotiplarina malik olan saxslordokina nisbatan daha artiq daracada
olur.

Belalikla, tadgigat naticasinds miiayyanlagdirilmisdir ki, AH va pivlanmasi olan Ukrayna
populyasiyasiyall saxslorda ADIPOQ geninin G276T va IRS-1 geninin G972T geninin polimorfizmi
iirok remodellogmasina nisbaton damar remodellogmasinin daha artiq doracada pozulmas: ila
assosiasiya edir.

Acar sézlar: arterial hipertenziya, piylanma, I insulin reseptoru substratimin geni, adiponektin
geni, genetik polimorfizm
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The article presents the results of a study conducted to determine possible associations of
polymorphism G972R of the insulin receptor substrate gene - 1 (IRS-1) and polymorphism G276T
of the adiponectin gene (ADIPOQ) and their combination with cardiovascular remodeling and
neurohumoral disorders in patients of the Ukrainian population with arterial hypertension (AH)
and obesity (OB).

We examined 200 class II hypertensive patients with obesity I-Il degrees aged 45-55.
Anthropometric, biochemical, automated methods of immune analysis, spectrophotometric,
molecular genetic methods, instrumental, statistical methods were used.

It was established, in obese hypertensive patients, the presence of G/T + T/T genotypes G276T of
the ADIPOQ gene was associated with higher levels of aldosterone and plasma renin activity
(PRA), more pronounced adipokine and carbohydrate imbalance, decreased overall antioxidant
protection, increased levels of malonic dialdehyde (MDA), diene conjugates (DC), triglycerides and
intima-media thickness (CIMT), an increase of the pulse wave velocity of carotid artery (cPWV)
compared with carriers of G/G genotype. Carriers of G/R + R/R genotypes G972R of the IRS-1
gene, along with the above mentioned changes in parameters, are characterized by an additional
decrease in endothelium-dependent vasodilatation (EDVD) and an increase in plasma levels of
C-reactive protein (CRP) and also interleukin - 6 (IL-6). The presence of combination of G/T + T/T

genotypes G276T of the ADIPOQ gene with G/R + R/R genotypes G972R of the IRS-1 gene is
associated with more pronounced negative changes in neurohumoral parameters and indicators of
cardiovascular remodeling compared with patients, carrying a combination of G/G genotypes of
both polvmorphic markers.

Thus, the study found that in patients of the Ukrainian population with AH and OB,
polymorphisms G276T of the ADIPOQ gene and G972R of the IRS-1 gene are associated with

profound neurohumoral disorders and, to a greater extent, with the progression of vascular
remodeling than the cardiac one.

For a long time hypertension (AH) remains
the most common non-communicable disease,
as well as one of the most influential risk
factors for cardiovascular diseases (CVD),
with a leading position in terms of prevalence
and overall mortality [1, 2]. Hypertension is
also the most common disease associated with
obesity, which acts as a risk factor for its
development, and as a factor determining the
global cardiovascular risk in hypertensive
patients. The association of obesity with
hypertension is characterized by two main
consequences: higher morbidity and mortality
from CVD, as well as an increase in the
number of cases resistant to treatment of

hypertension [3-5]. This is mainly due to the
presence of additional metabolic disorders
(prediabetes and diabetes) in these patients,
multifactorial lesions of the cardiovascular
system (CVD), which significantly contribute
to the deterioration of the prognosis of
comorbidity and life of patients [6-9]. Lipo-
toxic lesions of the cardiovascular system
with the development of structural and func-
tional changes, including left ventricular hy-
pertrophy, contractile dysfunction, cardio-
myocyte fibrosis, are possible with obesity.
Most links in the mechanisms of hyperten-
sion with obesity development are still poorly
understood. According to the researchers,
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hereditary risk factors are the most significant
predictors of hypertension and obesity [10-
12]. Genetic predisposition to hypertension is
manifested under the influence of environ-
mental factors - high-calorie diet, excessive
fat intake and low physical activity. These en-
vironmental factors contribute to the develop-
ment and progression of the metabolic synd-
rome components with hypertension because
of the impairment of genes expression cont-
rolling insulin signal, polymorphic lipid disor-
ders, defects in glucose metabolism enzymes
[13, 14]. Insulin resistance considered being a
major factor that determines the incidence of
cardiovascular complications. Gly972Arg-
polymorphism is one of the most recognized
polymorphisms of the IRS-1 gene, which has
been linked to the IR development in many
populations. Numerous studies of IRS-1 poly-
morphism have shown its association with the
development of type 2 diabetes in different
populations, but there is insufficient data on
its influence on the formation of hypertension
and obesity comorbidity, in particular, at the
stage of IR absence [15]. It is still unclear
how the substances synthesized by adipose
tissue affect insulin signal transmission and
the IR development in obese patients at the
stage of prediabetes [16, 17]. Adiponectin is
the only protective factor that reduces IR in
the liver, muscles, adipose tissue. With obe-
sity, its secretion is reduced; as a resuit the
protective role in relation to the risk of IR
developing and metabolic disorders is lost
[16, 17].

Views on the contribution of the G972R
polymorphisms of the IRS-1 gene and G276T
of the ADIPOQ gene to the development of
IR, as the common pathophysiological
mechanism of AH and obesity, remain cont-
roversial, despite advances in genome re-
search [15]. There is also no data on the rela-
tionship between the combination of these
polymorphisms with the development of the
heart and blood vessels remodeling and neu-
rohumoral disorders in this category of pa-
tients. This necessitates further research on
the role of these polymorphisms in the deve-
lopment of hypertension and obesity comor-
bidity.

The purpose of our study was to determine
possible associations of polymorphism
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G972R of the insulin receptor substrate
gene-1 (IRS-1) and polymorphism G276T of
the adiponectin gene (ADIPOQ) and their
combination with cardiovascular remodeling
and neurohumoral disorders in patients of the
Ukrainian population with arterial hyperten-
sion and obesity.

Material and research methods: We exami-
ned 200 class II hypertensive patients with obesity
I - II degrees aged 45-55. Patients had a history of
hypertension for less than 5 years, medicated with
antihypertensive drugs non-systemically and/or
did not reach target BP levels when prescribing
drug therapy. 120 patients were diagnosed with
insulin resistance and 80 had no insulin resistance.
Insulin resistance (IR) was determined by calcu-
lating the HOMA index.

Clinical-anamnestic methods with office mea-
surement and home blood pressure monitoring
were used to assess the clinical manifestations of
AH and study the etiological factors of the
disease. Average BP was calculated by the for-
mula: Average BP = 0.42 x (SBP — DBP) + DBP.
Anthropometric methods used to assess the degree
of obesity and diagnose abdominal obesity,
height, body weight, body mass index, waist cir-
cumference, thigh volume, index "waist — thigh”.

In this study, using standard biochemical
methods, we defined the degree of carbohydrate
metabolism disorders (fasting glycemia, glyco-
sylated hemoglobin (HbA,.), glucose tolerance
test) and lipid metabolism (total cholesterol,
triglycerides, LDL (low-density lipoprotein) cho-
lesterol and HDL (high-density lipoprotein) cho-
lesterol).

The activity of the renin-angiotensin-aldoste-
rone system (RAAS) was evaluated by the levels
of aldosterone and plasma renin activity (PRA)
and their ratio (ARR). The functional state of adi-
pose tissue was assessed by leptin and adiponec-
tin, the state of proinflammatory activity by IL-6
and CRP. To determine the above parameters,
automated methods of immune analysis were
used. The spectrophotometric method was used to
determine the intensity of lipid peroxidation. The
prooxidant activity was assessed by the levels of
malondialdehyde (MDA) and diene conjugates
(DC), and the state of the antioxidant system was
assessed by the index of total antioxidant activity.

Molecular genetic methods, using polymerasg
chain reaction, established the presence of genetic
polymorphisms G276T  gene ADIPOQ and
G972R gene IRS-1. Three genotypes of the IRS-1
gene (G/G, G/R and R/R) and three genotypes of
the ADIPOQ gene (G/G, G/T, T/T) were iden-
tified.



Morphofunctional properties of the myocar-
dium were evaluated during ultrasound exami-
nation of the heart in one-dimensional, two-di-
mensional and Doppler modes by conventional
methods («IMAGIC Agile» («Kontron Medical»,
France)).

The ejection fraction (EF) was calculated by
the formula: EF = (EDV — ESV) / EDV, where
ESV and EDV are the end-systolic and end-
diastolic LV volumes, respectively.

The relative wall thickness of the LV (RWT)
was calculated by the formula: RWT = (TPWd +
TIVSd) / LVEDD, where TPWd — thickness of the
posteriot wall of the left ventricle in diastole,
TIVSd — thickness of the interventricular septum
(diastole), LVEDD -- end-diastolic diameters.

The LV myocardial mass index (LVMI) was
calculated as the ratio of the LV myocardial mass
(LVM) to the surface area of the body (S):

LVMI=LVM/S

Left ventricular diastolic function was evalua-
ted by pulmonary artery blood flow and trans-
mitral diastolic blood flow in pulsed Doppler. For
studying endothelial function, the degree of endo-
thelium-dependent vasodilation (EDVD) in reac-
tive hyperemia was determined in all patients
according to the method of Celermajer D.S. in the
modification of the method by O.V. Ivanova [18,
19]. Simultaneously. we measured the intima

media thickness (CIMT) of the carotid artery. The
pulse wave velocity (PWV) in the carotid artery
(cPWYV) was determined by the W-Track method;
determination of the PWV in the abdominal aorta
(aPWV) was performed using a phased sensor.

The statistical processing of the obtained data
was carried out using the package of statistical
software “SPSS 17" (IBM), Microsoft Office
Exel-2003. The data are presented as mean values
+ standard deviation. Significance was set at a p
value of <0.05 in all cases.

The study protocol was approved by the Ethics
Committee. All participants were informed about
the aim of the study and signed a written consent
form.

Research results. In patients with AH
with obesity, the presence of G/T and T/T
genotypes of the polymorphic marker G276T
of the ADIPOQ gene is associated with an
increase in BMI, CIMT, cPWV, higher levels
of aldosterone and plasma renin activity, lo-
wer ARR (p<0.01 for all indicators), higher
leptin levels (p<0.001), and lower adiponectin
(p<0.01), more pronounced insulin resistance,
higher carbohydrate levels profile (p<0.001
for all indicators), triglycerides (p<0.05), a
decrease in the overall antioxidant protection
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(p<0.01) and increasing levels of MDA and
DC (p<0.001 for both indicators).

Carrying of G/R and R/R genotypes in the
G972R polymorphism of the IRS-1 gene in
patients with AH and obesity alongside the
above-mentioned changes is characterized by
an additional decrease in EDVD (p<0,05) and
an increase of both CRP and IL-6 (p<0.001
and p<0.01 respectively) in blood and more
negative indicators of cardiac remodeling
(LVEDD, p<0,05; LVESD, p<0,01; EDV,
p<0,05; ESV, p<0,05; LVM, p<0,05).

Carriers of the combination of G/T or
T/T-genotype G276T of the ADIPOQ gene in
combination with G/R or R/R genotype
G972R of the IRS-1 gene (41% of the total
number of AH group with obesity) differ from
carriers of the combination G/G genotype of
the polymorphic marker of the ADIPOQ gene
and G/G genotype of the polymorphic marker
of the IRS-1 gene with large changes in vas-
cular remodeling (larger CIMT (p<0.001),
cPWV (p<0.01)), parameters of carbohydrate
and lipid metabolism, system of oxidative
stress — antioxidant protection, systemic in-
flammatory response factors, components of
RAAS, leptin, as well as the presence of pro-
gression of heart remodeling - an increase in
the size of the left ventricle and its MM
(p<0.05 for all indicators) (Tables 1, 2).

Discussion. According to studies, nume-
rous polymorphisms of the IRS-1 gene loca-
lized in 2q36-37 are associated with insulin
resistance in various population groups. At
the same time, these data are quite contradic-
tory. Some have shown that the Gly972Arg
polymorphism contributes to the development
of diabetes mellitus in patients in Europe and
Mexico, while other studies have not con-
firmed the role of this polymorphism in the
formation of diabetes mellitus in the popula-
tion of Turkey and India. The nucleotide po-
lymorphism of Gly972Arg in the IRS-1 gene
was found to be associated with decreased
phosphatidylinositol-3-kinase (PI3-K) activity
in some populations, leading to varying deg-
rees of IR expression. In a study by CM
Taniguchi and co-authors, a decrease in IRS-1
phosphorylation and phosphatidylinositol-3-
kinase (PI3-K) activity in patients with type 2
diabetes with varying body weight and in

Table 1. Comparative assessment of anthropometric and neurohumoral parameters in patients
with hypertension and obesity in the presence of two unfavorable or two protective genotypes
of ADIPOQ and IRS-1 genes

G/G genotype of ADIPOQ and| G/T+T/T genotypes of ADIPOQ
Indicators G/G genotype of IRS-1 and G/R + R/R genotypes of IRS-1
n=67 n= 8§l
BMI [kg/m’ ] 33,62+ 2,93 36,57 + 1,53%**
"Waist circumference [cm)] 107,54 + 6,76 109,23 + 7,32
| Hip [em] 116,122 9.79 113,832 7,42
Waist-to-hip ratio 0,93 +0,11 0,97 £ 0,10
"HOMA-IR 2,56 0,94 4,03 £ 1,35%**
"HbA (%) 5,01 +0,32 5,47 £ 0,50%**
Blood glucose [mmol/L] 4,87 +0,26 5,18 £ 0,55%*
Insulin [pU/mL] 11,890+ 4,48 17,36 £ 4 97***
Total cholesterol [mmol/L] 6,08 £ 0,53 6,14 +£ 0,48
Triglycerides [mmol/L] 1,95+ 0,37 2,02 +0,39
LDL cholesterol [mmol/L] 4,69 + 0,73 498 +0,51*
"HDL cholesterol, [mmol/L] 0,99 0,10 0,99 = 0,09 l
| Overall antioxidant protection 1.09 + 0.06 1,01 + 0,04%%* W
[mmol/L] ’ ’
MDA [nmol/mL)] 33,99 + 3,70 36,44 £ 3,15%** \
DC [nmol/mL] 30,35 + 2,26 33,28 + 4,1 [**x \
IL-6 [pg/mL] 137,16 = 7,98 140,75 + 8 27*
CRP [mg/L] 7,14 £ 1,02 7,99 + 1,24%**
Aldosteron [ng/dl] 15,84 + 3,20 17,84 + 1,81**
PRA , ng/ml/hour 2,03 +£1,02 2,65 + 0,49**
ARR 11,22 + 7,38 7,03 £ 1,73**
Adiponectin [ng/mL] 6,43 +0,33 6,40 + 0,54
Leptin [ng/mL] 13,71 £2,38 16,20 £ 2,29***

Notes: * — p<0,05; ** — p<0,01; *** — p<0,001: Significance of differences between the combination of G/T + T/T
genotypes G276T of the ADIPOQ gene and G/R + R/R genotypes G972R of the IRS-1 gene and the
combination of G/G genotypes of both polymorphic markers of the ADIPOQ an(_i IRS-1 genes. '
BMI — body mass index; HbA,. — glycated hemoglobin; HDL — high density hpoprqtem; LDL - low-density
lipoprotein; CRP — C-reactive protein; IL-6 — interleukin 6; HOMA-IR — Homeostatic Modgl As_sgssmem for
Insulin Resistance; MDA — malonic dialdehyde; DC — diene conjugates; PRA — plasma renin activity; ARR —

aldosterone-renin ratio

obese patients without type 2 diabetes in 50-
60% of cases were accompanied by decreased
expression of IRS-1 and P13-K]. In addition,
it was noted that Gly972Arg polymorphism
also affects hyperinsulinemia and fatty acid
composition [15].

Genetic variants of the ADIPOQ gene are
known to affect the circulation of adiponectin,
the only known protective factor that can re-
duce IR in the liver, muscle, and adipose tis-
sue. For example, in Asian and European
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populations, the rs1501299 T-allele carriers
have higher levels of adiponectin [17, 20]. A
meta-analysis of the Chinese Han population
reported a higher frequency of G alleles in
people with metabolic syndrome. In addition,
in the Spanish population of persons homozy-
gous for the GG genotype, impaired glucose
tolerance was found [16]. The study by
S.Kumar et al. determined associations of the
ADIPOQ gene with the development of IR
and visceral obesity [21].



Table 2. Comparative assessment of hemodynamic parameters in patients with hypertension and
obesity in the presence of two unfavorable or two protective genotypes of ADIPOQ and IRS-1 genes

associated with distinction in anthropometric
parameters, with more pronounced violations
of carbohydrate and lipid spectra of blood and
activation of RAAS, imbalance of adipokines
and proinflammatory parameters, activity of
oxidative stress — antioxidant protection, ne-
gative changes in cardiovascular remodeling
compared with GG genotypes of both poly-
morphic markers, which requires better and
polysystemic monitoring of clinical, functio-
nal and laboratory conditions in this category
of patients.

Concomitant presence of the G/T or T/T
genotype G276T of the ADIPOQ gene and

the G/R or R/R genotype of the G972R of the
IRS-1 gene in patients with hypertension with
obesity was associated with profound neuro-
humoral disorders associated with progression
of the cardiac and blood vessels remodeling.

Thus, the study found that in patients of the
Ukrainian population with AH and OB, po-
lymorphisms G276T of the ADIPOQ gene
and G972R of the IRS-1 gene are associated
with profound neurohumoral disorders and, to
a greater extent, with the progression of vas-
cular remodeling than the cardiac one.
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G/G genotype of ADIPOQ and | G/T+T/T genotypes of ADIPOQ
T — G/G genotype of IRS-1 and G/R + %l; glenotypes of
n=67 n=_8§lI
SBP [mm Hg] 171,90+ 4,13 170,33 £4,77
DBP [mm Hg] 101,72 + 3,08 101,05 £ 291
Average BP [mm Hg] 131.01 £4,99 130.75 £ 3,12
{ CIMT [mm] 0,88 + 0,08 0,95 + 0,08***
i' CIMT bifurcation [mm] 1,32+0.16 1,38 £ 0,15*
[cPWV [ms] 8.24 = 1,05 8,89 + 1, 12%*
[ aPWV [ms] 8.41+0,92 8,70 £ 1,13
| EDVD (%) 6,97+ 1,10 6,72 + 1,05
| TIVSd [cm] 1,16 0,13 1,20+ 0,12
l TIVSs [cm] 1,43 0,17 1,49+ 0,14
| TPWd [cm] 1.17+0.14 1,20+ 0,16
| TPWs [cm] 1,60 + 0,32 1,66 + 0,40
| LVEDD[cm] 4.82 0,32 4,97 +0,36**
| LVESD[cm] 3,18+0,23 3,29 + 0,28*
| EDV [mL] 109.38 + 17.82 117,45 £ 20,28%*
| ESV [mL] 40,70 = 7.64 44,23 + 9,49*
| LVEF (%) 62,71 +3.85 62,50 + 2,85
{ LVM [g] _ 252,95 + 64,68 278,04 + 71,47*
f‘ LVMI [¢g/m"] 120,59 + 30,80 129,42 + 33,66
| RWT 0,48 + 0,05 0,48 + 0,05
Mean pulmonary
,5 He] b\f’Kita"b;g( CAP Loy 16,16 + 3,71 16,49 + 2,86
¢’ [em/s] 11,75+ 2,27 11,54 £2,12
E [em/5s] 70,39 + 11,14 66,88 + 7,23*
| Afem/s] 80,53 £ 12,21 78,05 +9,14
| E/A 0,89 + 0,15 0,86 £ 0,11
| Ele’ 6,12+ 1,08 597+ 1,14
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ACCOUHMALHSA MOJIUMOP®HU3MOB IRS-1 U ADIPOQ C TEMOJIUHAMUWYECKUMHA
W HEUPOT'YMOPAJIbHBIMHU IAPAMETPAMH Y NALIMEHTOB C APTEPHAJILHOI
TMNEPTEH3UEN U O)KUPEHUEM

I x ,
Cymexuii 2ocydapemeennsiii ynusepcumem, Cymol, Ykpauna
s
. “Xapekosckuii nayuonaivnbiii ynusepcumem um. B. H. Kapasuna, Xapwros, Ykpauna
“Xaposkoeckas Meduyunckas akademus HocIeOUNIOMHO20 obpaszosanus, Xapekos, Yxpauna

Pesiome. B cTaTbe npHBeeHbI pe3ynbTaThl HCCIEN0BAHUS, NIPOBEAEHHOTO C LEBIO onpenene-
HHA BO3MOXKHBIX accounaumii norumopdusma G972R reHa cybeTpata HHCYTHHOBOTO peuenTtopa-1
(IRS-1) n nonumopdmsma G276T rena anunonextuna (ADIPOQ) n ux xoMGHHALHHM C KapJ1oBac-
KYJIAPHLIM PEMOACIHPOBAHHEM H HEHPOI'YMOPANbHBIMH PacCTPOHCTBAMH Yy TMALMEHTOB YKPaHHC-
KOH NOnyisUnK ¢ apTepuanbHoit runeprensueii (AT) i oxupeniem (OXK).

O6cnenosano 200 6onbhbix ¢ Al 1T ctenenn u oxupennem I - 11 creneny B Bo3pacre 45-55 ner.
Hcnonb3oanick aHTponomeTpHueckue, GHOXHMHYECKHE, aBTOMAaTH3MPOBAHHBIE METOIBI UMMYH-
HOTO aHaTK3a, CEeKTPOPOTOMETPHUECKHE, MOJIEKYIPHO-TEHETHYECKHE METOIbI, HHCTPYMEHTANIb-
HbIC, CTATHCTHYECKHE METOIbI.

YcraHoBaeHo, yto npucyrcrsue renotunos G/T + T/T G276T rena ADIPOQ y nauuentos ¢ AT’
n OX accounnposano ¢ Gosiee BLICOKHMH ypOBHSMH IBJOCTEPOHA W TUIA3MEHHON AKTHBHOCTH
peHuHa, Gosiee BBIPAKEHHBIM aJHIIOKMHOBBIM M YTJICBOAHBIM ANCOATAHCOM, CHHKEHHEM obwei
AHTHOKCHIIAHTHOH 3aLUMTBI, MOBLILICHHEM YPOBHS MaJOHOBOTO JHAIbAEIHAA, AMEHOBBIX KOHBIOTa-
TOB, TPUIJIHLICPUIIOB, yYBEIMYEHHEM TOJILUMHBI MHTHMa-MeaHa OGLUeH COHHOM apTepuy H CKOPOCTH
MynbCOBOH BOJIHBI COHHO# apTepun (CIIB OCA) no cpaBHenuio ¢ Hocurensmu G/G reHoTuma,
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Hocutenu G/R + R/R renorunos G972R rena IRS-1, Hapsany ¢ BbllIeyKa3aHHBIMH W3MEHEHHA-
MH T1apaMETPOB, XapaKTEPH3YIOTCS JOTOHNTENBHBIM CHHXKEHHEM JHIOTENHH-3aBUCUMOH Ba3oIu-
nataimy (O3BJ]) 1 noBeileHNEM IITa3MeHHbIX ypoBHei C-peakTHBHOTO Genka, a Taloke WHTeprei-

KnHa-6.
Hasmune kombunaunu G/T + T/T resorunos G276T rena ADIPOQ ¢ G/R + R/R renotunamu

G972R rena IRS-1 accounupoBato ¢ Gonee riyGOKMMH HEraTHBHBIMH M3MEHEHMSMH HeHporymo-
pajibHBIX MAapaMeTPOB M NOKAa3aTeNeH CepaevHO-COCYIUCTOTO PEMOIENIMPOBAHHS 110 CPABHEHHIO C
HocuTensaMH kombGuHauuu G/G reHoTHIOB 060HX MOJMMOPGHHBIX MapKepOB.

TakuM 06pa3oM, B pe3ynbTaTe MCCIEJOBAHUA YCTAHOBIICHO, YTO Y TAlMEHTOB YKPAaHHCKOH Mo-
nyaauun ¢ AT v O nonumopdusmel G276T rena ADIPOQ u G972R rena IRS-1 acconnunposa-
Hbl C TTYOOKMMH HEHPOTYMOpPAIbHBIMH PaccTpoHCTBaMH B Gouiblieil CTENEHH CBS3aHHBLIMH C TpO-
rpecCHpOBaHHEM COCYAUCTOTO PEMOICIMPOBAHHS, YEM PEMOICIMPOBAHHS CEPALIA.
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