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Pedepar:

1. Inceprarist NpUCBsY€HAa BO,OCKOHAJIEHHIO AialrHOCTUKU apTepiasibHOI rineprensii (Al') 3anexHo Bif,
COJIEYYTJIMBOCTI Ha MifcTaBi BusHaueHHs1 G460T-nonimop@dismy reHa o-aAnyLuyHy Ta ONTAMI3aLii
AQHTUTINEPTEH3UBHOI Tepallii 3 JOJaBaHHIM Tia3UAHUX JiyPETUKIB. [IJ1 JOCATHEHHS [TOCTABJIEHOI METU JI0
IOCTiIKeHHs Oy/M 3ay4deHi nauieHTy 3 BepudikoBanum giarHozom Al Il crazii. [liarHocTuky Ta jikyBaHHs Al 1
cragii 31ifiCHIOBaNN 3TifHO 3 YHi(iKOBaHUM KIIiHIYHMM IPOTOKOJIOM [IEPBUHHOI Ta BTOPMHHOI (CIIeLiani30BaHoO1)
MEeANYHOI IOTIOMOTH «ApTepiaibHa rineprensisny, 3aTBepmxkeHuMm Hakazom MO3 Ykpainu N2 384 Bin 24.05.2012
POKYy; KJIiHIYHOIO0 HAaCTaHOBOIO 3 apTepiajibHOI rineprensii Acouiatlii kapaiosnoriB Ykpainu (2016) Ta pekoMeHalissMu
€BpornericbKoi acouianii kapaiosoris (2018). Ycim ocobam, 3ay4eHUM 0 NOCTiIKEeHHs, 0y IPOBEAEH
(isuKanbHNUI OIJIS]l, aHTPOIIOMETPUYHI, JIa0OPaTOPHi (aHai3 KpOBi I cedi, Jinigorpama), iHCTpyMeHTaJIbHi

(enexTtpokappuiorpadisi, opTaIbMOCKOIIis, JOOOBUI MOHITOPUHTI apTepiajbHOrO TUCKY) Ta MOJIEKYJIIPHO-TeHEeTHYHi



nociigxeHHs (BusHadyeHHs G460T-nonimop@ismy reHa ADD1 MeTo0M NOJIiMEpa3sHO-JIAHLIIOTOBOI peakllii). XBOpum
Ha Al 6yJia JOJaTKOBO BU3HAa4Y€Ha COJIEYyTJIMBICTb 3a Joriomoroto metonuku M. N. Weinberger. Cepen, 232
obcTresxkeHux oci6 120 cknanu ocHoBHY rpyny (nauieHtu 3 Al' II crapii), 112 - KOHTpoJIbHY Ipy1ly (IPaKTUYHO 3[,0POBi
oco6n). Y xBopux Ha Al' BUsIBJIeHO 62 «coJieuyTauBi» ocobu (51,7 %) Ta 58 "conepes3ucteHTHUX" 0oci6 (48,3 %). XBopi
OCHOBHOI rpymnu 6y piBHOMIPHO NOJIiIeH] 32 HAsIBHICTIO COJIEYYTIMBOCTI Ta TEHOTUIIOM HA [Bi MiArpynu ajs
[10/1A/IBLIOTO OLiHIOBaHHS JliKyBaHHS. o I migrpynu Beifimiu 31 «coseuyTiarsay ocoba (3 reHotunamu: GG - 20
oci6, GT - 9 oci6, TT - 2 ocobnu) Ta 29 «conepe3nucTeHTHUX» 0cib (i3 renorunamu: GG - 25 ocib, GT - 4 ocobu). Y
cknaai Il migrpynu BusiBunu 31 «CosiedyTaIMBOro» nauieHTa (3 renorunamu: GG - 21 oco6a, GT - 9 ocio, TT - 1
0co6a) Ta 29 «CoJIepe3UCTEeHTHUX» NalieHTiB (i3 renotunamu: GG - 25 oci6, GT - 4 ocob6n). Yci xBopi ofepKyBanu
CTaHJApTHY Tepario Al' y Burssi iHribiTopy aHrioTeH3uHIIepeTBOPIoBaibHOroO pepmeHTy (IAI1D) - paminpuy
(5-10 Mr), aHTaroHicra KasbllieBUX KaHaliB — aMJIOAuUIiHY (5 Mr), CTaTUHY — aTopBacTaTuny (20 mr),
aneTuicaninuaoBoi kucaotu (75 mr). INanientu I nigrpynu (60 oci6) orpumyBanu Tia3sugonoAioHMil AiypeTrK —
inpanamiz perapyp, posoto 1,5 Mr/no6y, 11 ninrpynu (60 oci6) oTpumyBany Tia3ugHUN AiypeTUK — rifpoxjopTiasuy,
103010 25 Mr/06y. Pe3ynbraTi epeKTUBHOCTI aHTUTinepTeH3uBHOi Teparii (AI'T) oniHioBanyu yepes 8 TUKHIB. Y
pe3yJbTaTi MPOBeIEeHHS e HOTUITYBAHHS Y XBOPUX Ha Al 6yJi0 BCTAaHOBJIEHO CHiBBigHOMmEHHS reHotumnis GG, GT, TT,
110 CTaHOBWJIO BianosigHo 91 ocoba (75,8 %), 26 ocib (21,7 %), 3 ocobu (2,5 %). Cepen, NpakTUYHO 3J0POBUX OCIO
posnogin renorunis GG, GT, TT 6ys Takum: 98 (87,5 %), 13 (11,6 %), 1 (0,9 %) BinnosinHo. Yactora G-anens B
OCHOBHI rpymi ctaHoBuia 0,87, a T-anena - 0,13, Toni SK y KOHTpoJibHIK rpyni — 0,93 Ta 0,07 BignosigHo. Takum
YYHOM, pe3yJIbTaTU HAIIKX JOCIiIXEHb CBiYaTh I1po Bullly YacToTy G-aness 3a G460T-nonimopdizmom rexa o-
anyLuuHY K cepeq nauienTis 3 Al', Tak i B IpakTUYHO 3100poBUX ocib. MinopHauii T-anensb 3a G460T (G1378T)-
nosimop@dizamoM reHa ADD1 1oCTOBipHO yacTillle TPaIIsIETbCS Cepeli XBOpUX Ha Al' IOPIiBHSHO 3 IPAKTUYHO
3popoBumMu ocobamu (p = 0,03). MeTozom 6iHapHOi JI0ricTUYHOI perpecii 6yj10 BUBYEHO PU3UK PO3BUTKY Al': 3rifHO
3 OMIHAHTHOIO MOJIEJIJII0 YCIIaZKyBaHHs BCTAHOBJIEHO, 110 B HOCIiB MiHOpHOTO T-anens (GT + TT) BiH 6inbmunit, HX
y TOMO3UTOT 32 OCHOBHUM asiesieM (GG) (ORc = 2,231; 95 % CI = 1,109-4,487, pc = 0,024). Ilig yac BUBYEHHSI BILJIUBY
Mmopu@ikoBanux $akTopis, a came nasuinHs, Ha G460T-nonimopdism reHa B nauieHTis 3 Al' 6yJ10 3'1COBaHO, IO Hi
cepep KypLiB, Hi cepe]; 0cib, SIKi He MaJsiTh, 4aCTOTa HOCIiB Pi3HUX F€HOTHUITIB JOCTOBIPHO HE Bifpi3HSETHCS (P =
0,101 ta p = 0,319 BinnosingHO). 3rinHo 3 aHanizom IMT y HociiB GG-reHOTUIy NalieHT! 3 HaJINIIKOBOIO MaCOI0
crioctepiraloTbes B 45 % BUNajKiB, y HociiB GT-reHotuny -y 65,4 %, B HociiB TT-reHotumy - 67 %. YcTaHOBJIEHO
TaKOX, 1[0 B TOMO3UTOT 3a ocHOBHUM asnenieM (GG) IMT popiBHIOBaB (26,9 + 4,69) kr/m2; y reteposurort (GT) - (29,2
+ 4,22) Kr/M2, a B roMmo3urot 3a minopaum aznesnem (TT) - (32,5 + 0,92) kr/m2. V nauienTis 3 IMT o 25 kr /M2 Hocii
MiHOpHOTO T-asesst MaloTh BULIUI PU3UK PO3BUTKY COJI€YYTIUBOCTI, Hi)K TOMO3UTOTH 32 OCHOBHUM aneseM (GG) sk
1o (ORcnocrt = 7,673; 95 % CI = 2,741-21,48, pcnioct 0 0,001), Tax i micsiss BHECEHHS TONPABOK Ha BiK, CTaTb, 3BUYKY
[IaJIMTH, JaHi ciMeiiHOro anamHe3sy Ta cTymiHb Al' (ORnonp = 7,162; 95 % CI = 2,134-24,033, pnomip o 0,001). Y
«coseyyTIuBux» xBopux IMT Bumuii opiBHSHO i3 «cosiepe3ucTeHTHUMU» natieHTamu ((28,5 + 3,8) vs (25,3 + 4,2)
kr/m2, p < 0,001), a TakOX pU3MK BUHUKHEHHS O>XUPiHHS BIBiYi BUIIUI, HIX Y coslepe3ucTeHTHUX. Haie
OOCJiIKeHHS 3acBigunio, mo IMT e CTaTUCTUYHO 3HAYyIIMM MOZEPATOPOM B3a€EMOZIi MK TEeHOTUIIOM Ta
HasIBHICTIO cosiedyTauBocCTi (p_nonp”int o 0,001). YCTaHOBIEHO TaKOX, IO MO3UTUBHUI KOPEJSILIHHUN 3B'I30K
cepennboi cuamn Mixx IMT Ta XCaar (r = 0,409); XC JITTHT (r = 0,475) i1 IA (r = 0,435).

2. The dissertation is devoted to improving the diagnosis of arterial hypertension (AH) depending on salt sensitivity
based on the determination of the G460T polymorphism of the n-adducin gene and optimization of
antihypertensive therapy with the addition of thiazide diuretics. To achieve the set goal, patients with a verified
diagnosis of stage II AH were involved in the study. Diagnosis and treatment of stage II AH were carried out in
accordance with the Unified Clinical Protocol of Primary and Secondary (Specialized) Medical Care “Arterial
Hypertension”, approved by the Order of the Ministry of Health of Ukraine No. 384 dated May 24, 2012; clinical
guidelines on arterial hypertension of the Ukrainian Cardiology Association (2016) and recommendations of the
European Cardiology Association (2018). All persons involved in the study underwent physical examination,
anthropometric, laboratory (blood and urine analysis, lipidogram), instrumental (electrocardiography,
ophthalmoscopy, daily blood pressure monitoring) and molecular genetic studies (determination of the G460T



polymorphism of the ADD1 gene by polymerase chain reaction). Patients with hypertension were additionally
determined to have salt sensitivity using the M. N. Weinberger method. Among 232 examined persons, 120
constituted the main group (patients with stage II hypertension), 112 - the control group (practically healthy
persons). Among patients with hypertension, 62 “salt-sensitive” persons (51.7%) and 58 “salt-resistant” persons
(48.3%) were identified. Patients in the main group were evenly divided by the presence of salt sensitivity and
genotype into two subgroups for further evaluation of treatment. Subgroup I included 31 “salt-sensitive”
individuals (with genotypes: GG - 20 individuals, GT - 9 individuals, TT - 2 individuals) and 29 “salt-resistant”
individuals (with genotypes: GG - 25 individuals, GT - 4 individuals). Subgroup II included 31 “salt-sensitive”
patients (with genotypes: GG - 21 individuals, GT - 9 individuals, TT - 1 individual) and 29 “salt-resistant” patients
(with genotypes: GG - 25 individuals, GT - 4 individuals). All patients received standard hypertension therapy in
the form of angiotensin-converting enzyme inhibitor (ACEI) - ramipril (5-10 mg), calcium channel antagonist -
amlodipine (5 mg), statin - atorvastatin (20 mg), acetylsalicylic acid (75 mg). Patients of subgroup I (60 people)
received a thiazide-like diuretic - indapamide retard at a dose of 1.5 mg/day, subgroup II (60 people) received a
thiazide-like diuretic - hydrochlorothiazide at a dose of 25 mg/day. The results of the effectiveness of
antihypertensive therapy (AT) were evaluated after 8 weeks. As a result of genotyping in patients with AH, the ratio
of genotypes GG, GT, TT was established, which was 91 people (75.8%), 26 people (21.7%), 3 people (2.5%),
respectively. Among practically healthy people, the distribution of genotypes GG, GT, TT was as follows: 98 (87.5%),
13 (11.6%), 1 (0.9%), respectively. The frequency of the G-allele in the main group was 0.87, and the T-allele - 0.13,
while in the control group - 0.93 and 0.07, respectively. Thus, the results of our studies indicate a higher frequency
of the G-allele according to the G460T polymorphism of the n-adducin gene both among patients with
hypertension and in practically healthy individuals. The minor T-allele according to the G460T (G1378T)
polymorphism of the ADD1 gene is significantly more common among patients with hypertension compared to
practically healthy individuals (p = 0.03). The risk of developing hypertension was studied using binary logistic
regression: according to the dominant inheritance model, it was found that in carriers of the minor T-allele (GT +
TT) it is higher than in homozygotes for the major allele (GG) (ORc = 2.231; 95% CI = 1.109-4.487, ps = 0.024). When
studying the influence of modifiable factors, namely smoking, on the G460T gene polymorphism in patients with
hypertension, it was found that neither among smokers nor among non-smokers, the frequency of carriers of
different genotypes is significantly different (p = 0.101 and p = 0.319, respectively). According to the analysis of BMI
in carriers of the GG genotype, patients with excess weight are observed in 45% of cases, in carriers of the GT
genotype - in 65.4%, in carriers of the TT genotype - 67%. It was also established that in homozygotes for the
major allele (GG) BMI was (26.9 * 4.69) kg/m2; in heterozygotes (GT) - (29.2 + 4.22) kg /m2, and in homozygotes for
the minor allele (TT) - (32.5 + 0.92) kg/m2. In patients with BMI < 25 kg/m2, carriers of the minor T allele have a
higher risk of developing salt sensitivity than homozygotes for the major allele (GG) both before (ORpost = 7.673;
95% CI = 2.741-21.48, ppost < 0.001) and after adjustment for age, sex, smoking habits, family history, and degree of
hypertension (ORpost = 7.162; 95% CI = 2.134-24.033, ppost < 0.001).
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