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Pedepar:

1. Y nuceprauii HaBeJeHO HOBE TEOPETUYHE OOIPYHTYBAHHSI Ta y3araJbHEHHS PE3YJIbTaTiB BIIEPIIE€ BUKOHAHOTO
IOCJIIPKEHHSI, & TAKOXK Cy4aCHE BUPIlI€HHS aKTyaJIbHOrO HAyKOBO-TIPAKTUYHOTO 3aBJJaHHS BHYTPIlIHbOI MEIULIHU
- MOKpallleHHs] PaHHbOI AiarHOCTUKY Ta IIPOTHO3YyBaHHS XPOHIUHOI XBOpoou HUPOK (XXH), cTaHy COIedyTINBOCTI ¥
XBOPHX Ha eCCeHljiajlbHy apTepianbpHy rinepreHsiio (EAI') 3 ypaxyBaHHSIM METab0JiYHUX, TYMOPaJbHUX,
MOJIEKYJISIPHO-TEHETUYHUX NIPENUKTOPIB Ta MOSIBU NeNPECUBHO-TPUBOXXHUX PO3J1a/iB y I1€Pio]] BOEHHOTO CTaHYy.
Briepie po3po6JieHi, 1aToreHeTHYHO OOI'PYHTOBAHI Ta MPAKTUYHO allpoO0BaHi HOBI CIIOCOOY IIPOTHO3YBaHHS i
niarHocTuky XXH y XxBopux Ha nepBuHHY Al', Tsxyoro ii nepe6iry 3ayeskHo Bif, 4yTJAMBOCTI 0 HATpilo,
MeTaboJIiYHUX PO3JIaJiiB i ajleJIbHOrO CTaHy reHa o-aanyuuny 1 (ADDI, rs4961). Bin6ip y mocaimkenHns nponuio 100
xBopux Ha EAT II crapii, nomipHOro-myxe BUCOKOro cepueBo-cyguHHOro pusuky (CCP), 1-3-ro cTyneHiB enesariii

aprepianbpHOro TUcKy (AT), sIKi BinnoBigany KpuTepism BKIIOYeHHS. ['pyny KOHTpoII0 ckyany 60 yMOBHO 30POBUX



IOOPOBOJIBLIB, SKi HE MJIA CEpLEBO-CYAUHHUX 3axBopioBaHb (CC3), 4n naTosIorii iHIMKUX OpraHis /CUCTEM y
roctpiii / migroctpiit ¢pasax, uu cranii cyd-, gekomieHcarnji. Yci odbcteskeHi ninnucany iHpopmoBaHy L0OpPOBiIbHY
3TO/ly Ha BKJIIOYEHHS Y AOCJiIPKEHHS, OOpPOOKY I€PCOHAIbHUX aHUX Ta BUKOPUCTAaHHS OTPUMAaHUX Pe3yJIbTaTiB y
HAYKOBii1 po6OTi. JoCiKeHHsI HOCUJIO OJHOMOMEHTHUI XapakKTep, 6yJ1I0 KOTOPTHUM, [TPOCIEKTUBHUM, BUKOHAHO
i3 gorprumanHaM ctaHpaptiB GLP i GCP, a TakoX BifoBinano BUMoram 6ioMmeInyHoi eTUKY 1070 IPOBEIeHHS
HayKOBUX MEeAUYHUX OCIIIKEHb 32 y4acTIo JogHYA. HaykoBa HOBM3HA OTPUMaHUX pe3yJIbTaTiB. Bepiie 3 MeTo
IIOKpallleHHsI paHHbOI 1iarHOCTUKY Ta IIPOTHO3yBaHHS MosiBM XXH, CTaHy COJIeYyTINBOCTi Y XBopuX Ha EAT
[1iBHiYHO-ByKOBMHCBKOTO PETIOHY Y I1€piof, BOEHHOTO CTaHy BCTAHOBJIEHO ajlesIbHUI cTaH reHa ADDI (rs4961),
IOCJIiIKEeHO MeTaboJIiYHO-TOPMOHAJIbHI TPEIUKTOPH, AeMorpadiuyHO-aHTPOIOMEeTPUYHI YNHHUKH, SKICTb XKUTTS Ta
IelIpeCUBHO-TPUBOXKHI possany. Briepuie BctaHoBseHo, o GG-renortun rena ADDI (rs4961) ninpuiye pusuk XXH
(3a IIK®uuc) y xBopux Ha EAT yosoBikiB y 2,67 pasy (p=0,047). Bnepiie BUSIBIE€HO, [0 CONIEYYTIUBICTD Y
obcTesxxeHUx MelKaHLiB [liBHiuyHOI BykoBuHU criocTepiraeTscs 3aranom y 41,25% (n=66) BUNaKis: cepeq, XBOPUX
[IepeBa’kaloTh COJIEUYTIIMBI OCOOM HAJl COJIEPE3UCTEHTHUMM, @ B KOHTPOJIi HaBnaku - Ha 34,0% (02=17,89; p<0,001).
He maroTb aHasoriB mgasi npo Te, mo y xsopux Ha EAT HociiB T-anesns reHa ADD1 (rs4961) spoctae MOBipHICTb
cosevyTanBocTi y 12 pazis (p=0,001), K y 5XiHOK, TaK i 40J10BiKiB. HasBHICTb COJIEUyTIMBOCTI 30i/Ib1IIyE€ PU3UK
TspK4oro nepe6iry EAT' y nonap 2 pasu (p=0,049). Briepiie BUKOHaHO KOpeJIILiMHUN aHali3 [jisl BCTAHOBJIEHHS
3B's13KY NIOKa3HUKIB QyHKLii HUPOK 3a EAT i3 K/liHIYHMMU Ta 1a00PaTOPHUMU JAHUMU 3 YpaxXyBaHHIM IOJIMOP(HUX
mapkepis reHa ADD1 (1378G>T, rs4961). [IpakTiyHe 3Ha4Y€HHS OTPUMAHUX pe3yJbTaTiB. Briepiie po3po6sieHo i
BeprudiKOBaHO Ha MMPaKTHUL CIIOCI6 paHHBOI AiarHOCTUKY i TporHo3yBaHHs XXH ta conedyrnuBocTi 3a EAT i3
ypaxyBaHHSIM Monu@ikoBaHUX i HemMonn(iKOBaHUX YMHHUKIB PU3KKY, WJIsIXOM BusHaueHHsIM [ITK® 3a kpeaTuHiHOM
i nzucratuHom-C (CKD-EPI), sikuil Bifipi3HsSIETbCS TUM, IO AOJATKOBO BU3HAYAETHCS BMICT Y KPOBI
xoJiekanbuudeposy, ioHi3oBaHOro KanbLito, [1TT, rmoko3y, jinigHui Npo@ine, aapoyMiHypis, a TAKOXK NOIiMOPQHI
BapianTu rena ADDI1 (rs4961). FimosipHicTs XXH y xBopux Ha EAT 3poctae 3a GG-renorumny rena ADDI1 (rs4961) y
yosioBikiB (OR=2,67; p=0,047), 3a rinepraikemii HaTie (OR=4,39; p<0,001), rineptpuraineponemii (OR=2,95;
p=0,008), rinepxonecreponemii (OR=2,23; p=0,055), 36inbmenns KA (>3,5 yo) (OR=3,83; p=0,001), y xiHOK - 3a
anpbyminypii (OR=2,67-2,92; p<0,028-0,019) ta enesauii IITT kposi (OR=3,06-3,47; p<0,009-0,006); Takox 32
30i/IbLIIEHHS KpeaTUHiHy i nucraTuHy-C KpoBi He3asexxHo Bif ctati (OR=16,48-129,2; p<0,001). [In11 mporHo3yBaHHs
IOSIBU COJIEYYTJIMBOCTI Ta TSDKYOTo 1epeo6iry nepBrHHOI Al' 3 MeTOI0 IolepeiKeHHs YCKIaiHEeHb 10 TPYI BUCOKOTO
PU3MKY CJIiJ 3apaxoByBaTH: NalieHTiB-HOCIiB T-anesns rena ADDI (1378G>T) He3asnexHO Bif cTaTi; 0Ci6 i3
06TsKeHoIo criaakoBicTio 3a CC3 i oxxupinHam (IMT 230,0 kr/mM2); Takux i3 MeTaboJIiYHIMU pO3JlalaMU: BUIUM
IMT (230,0 xr/m2) Ta OT (>88 cM y XiHOK, >102 cM Yy YOJIOBiKiB) He3aJ€XXHO Bif, CTaTi; y 4OJIOBIKiB — BUIUM
criBeigHomeHHIM OT /OC (>0,95 yo), piBHsiMu KpeaTuHiHy i nuctatuHy-C KpoBi, Hwk4oto K (<60
M11/xB/1,73M2), 6inb1I0I0 anbOyMiHypielo; y XKiHOK — 3a rinositamino3y D (<30 Hr/mi) i /41 3a noeiHaHHS 3
rinepraparupeoiguamom (>65,0 rir/mi).

2. The dissertation presents a new theoretical justification and generalization of the first-ever study results, as well
as a modern solution to the current scientific and practical task of internal medicine - improving early diagnosis
and prognosis of chronic kidney disease (CKD), salt sensitivity in patients with essential arterial hypertension
(EAH), taking into account metabolic, humoral, molecular genetic predictors and the appearance of depressive and
anxiety disorders during martial law. For the first time, new methods for predicting and diagnosing CKD in
patients with primary hypertension, its severe course depending on sodium sensitivity, metabolic disorders and
the allelic state of the o-adducin 1 gene (ADD1, rs4961) have been developed, pathogenetically substantiated and
practically tested. The study included 100 patients with EAH stage II, moderate-very high cardiovascular risk
(CVR), 1-3 degrees of blood pressure (BP) elevation, who met the inclusion criteria. The control group consisted of
60 relatively healthy volunteers who did not have cardiovascular diseases (CVD), or pathologies of other
organs/systems in the acute /subacute phases, or the sub-, decompensation stage. All subjects signed an informed
voluntary consent to be included in the study, to process personal data and to use the obtained results in scientific
work. The study was single-stage, cohort, prospective, performed in compliance with GLP and GCP standards, and
also met the requirements of biomedical ethics for conducting scientific medical research with human



participation. Scientific novelty of the obtained results. For the first time, in order to improve early diagnosis and
prediction of the CKD occurrence, the state of salt sensitivity in hypertensive patients of the Northern Bukovina
region during the martial law time, the ADD1 gene (rs4961) allelic state was established, metabolic and hormonal
predictors, demographic and anthropometric factors, quality of life, as well as depressive and anxiety disorders
were studied. It was established for the first time that the GG-genotype of the ADD1 gene (rs4961) increases the
risk of CKD (according to GFR) in male patients with EAG by 2.67 times (p=0.047). For the first time, it was found
that salt sensitivity in the examined residents of Northern Bukovina is observed in a total of 41.25% (n=66) cases:
salt-sensitive individuals prevail over salt-resistant ones among patients, and in controls, on the contrary, by
34.0% (02=17.89; p<0.001). There are no analogues in the data that in EAH patients of the T-allele carriers of the
ADDI1 gene (rs4961), the probability of salt sensitivity increases 12 times (p=0.001), both in women and men. The
presence of salt sensitivity increases the risk of a EAH severe course more than 2 times (p=0.049). For the first
time, a correlation analysis was performed to establish the linkage between kidney function indicators EAH
patients with clinical and laboratory data, taking into account the ADD1 gene (1378 G>T, rs4961) polymorphic
markers. Practical significance of the obtained results. For the first time, a method for early diagnosis and
prediction of CKD and salt sensitivity in EAH patients was developed and verified in practice, depending on
modified and unmodified risk factors, by determining GFR after creatinine and Cystatin-C (CKD-EPI), which differs
that the blood content of cholecalciferol, ionized calcium, PTH, glucose, lipid profile, albuminuria, as well as ADD1
gene (rs4961) polymorphic variants were additionally determined. The probability of CKD in EAH patients increases
in the GG-genotype carriers-men of the ADD1 gene (rs4961) (OR=2.67; p=0.047), with fasting hyperglycemia
(OR=4.39; p<0.001), hypertriglyceridemia (OR=2.95; p=0.008), hypercholesterolemia (OR=2.23; p=0.055), increased
Al (>3.5 u) (OR=3.83; p=0.001), in women - with albuminuria (OR=2.67-2.92; p<0.028-0.019) and elevated blood PTH
(OR=3.06-3.47; p<0.009-0.006); also for increased blood Creatinine and Cystatin-C values, regardless of gender
(OR=16.48-129.2; p<0.001). To predict the occurrence of salt sensitivity and a more severe course of primary
hypertension in order to prevent complications, the following high-risk groups should be included: patients
carrying the T-allele of the ADD1 gene (1378G>T) regardless of gender; people with a hereditary predisposition to
CVD and obesity (BMI 230.0 kg /m2); those with metabolic disorders: higher BMI (=30.0 kg /m2) and waist
circumference (>88 cm in women, >102 cm in men) regardless of gender; in men, a higher waist /hip ratio (>0.95
y/0), blood Creatinine and Cystatin-C levels, lower GFR (<60 ml/min/1.73m2), and higher albuminuria; in women -
hypovitaminosis D (<30 ng/ml) and /or combination with hyperparathyroidism (>65.0 pg/ml).
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