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2. Improving the diagnosis and prognosis of chronic kidney disease in patients with arterial hypertension, taking
into account modified and unmodified factors during martial law

Pedepar:

1. Y puceprauii HaBe[IeHO HOBE TEOPETUYHE OOI'PYHTYBAHHS Ta y3araJlbHEHHS PE3yJIbTaTiB BIEPILIE BUKOHAHOTO
IOCJIIKEHHS], @ TAKOXK Cy4aCHE BUPILIEHHS aKTyaJbHOrO HayKOBO-TIPAKTUYHOIO 3aBJJAHHS BHYTPIlIHbOI MEAULMHA
- MOKpallleHHs] PaHHbOI AiarHOCTUKY Ta IIPOTHO3YyBaHHS XPOHIUHOI XBOpoOU HUPOK (XXH), cTaHy CONeYyTINBOCTI ¥
XBOPHX Ha €CCEHIliaIbHy apTepiasnbHy rinepreHsito (EAl) 3 ypaxyBaHHSIM METab0IYHNX, TYMOPaJIbHHUX,
MOJIEKYJISIPHO-TEHETUYHUX IIPEIUKTOPIB Ta MOSIBYU IE€NPECHBHO-TPUBOKHUX PO3JIAZiB y MIE€PiOf; BOEHHOIO CTaHy.
Briepie po3po6JieHi, 1aTOreHeTUYHO OOI'PYHTOBAHI Ta MPAKTUYHO allpoO0BaHi HOBI CIIOCOOY IIPOrHO3YBaHHS i

niarHocTuky XXH y XBopux Ha nepBUHHY Al', TsKYOro ii nepeb6iry 3ayieskHo Bif, 4yTJIMBOCTI O HATPIIO,



MeTaboiYHMX pO3JIaZiiB i aesbHOro CTany reHa o-agayuuny 1 (ADD1, rs4961). Bin6ip y mocaimkenss npoiuuio 100
xBopux Ha EAT II ctagii, nomipHOro-ay>ke BUCOKOTr0o cepLeBo-cyauHHOro pusuky (CCP), 1-3-ro cTymneHis eneBaii
aprepianbHOro TUcKy (AT), sIKi BiAnoBiganu KpUTepisiM BKIIOUYeHHS. ['pyny KOHTpoII0 ckyany 60 yMOBHO 30POBUX
IOOPOBOJIBLIB, SKi HE MaJIi CepLEeBO-CyAUHHUX 3axBopioBaHb (CC3), 4n naTosIorii iHIMKMX OpraHiB /CUCTeM y
roctpiui / migrocrpiii ¢pasax, 4u cranii cyd-, gekomreHcanii. Yci obcreskeHi nignucany iHpopMoBaHy L0OpPOBiIbHY
3rojly Ha BKJIIOUYEHHS Y IOCTIiIKEeHHS, 06POOKY [1epCOHANIbHUX JAHUX Ta BUKOPUMCTAaHHS OTPMMAaHUX PE3YJbTaTiB y
HayKOBill po6oTi. [JoCiI)KEHHSI HOCUJIO OTHOMOMEHTHUH XapakTep, 0yJ10 KOTOPTHUM, IIPOCIIEKTUBHUM, BUKOHAHO
i3 moTpumaHHaM ctaHpapTiB GLP i GCP, a TakoxX BiAnoBifgano Bumoram 6ioMeInyHOI €TUKU OA0 POBEAEHHS
HAYKOBUX MEJMYHUX JOCHiPKEeHb 33 Y4aCTIO JIIOAMHU. HaykoBa HOBM3HA OTPMMAHUX Pe3yJIbTaTiB. Brepiie 3 MeTo
ITOKPALEHHS PAaHHBOI A1arHOCTUKY Ta [IPOTHO3yBaHHA N0s1BU XXH, CTaHy COJI€YyTIMBOCTI y XBOpux Ha EAT
[TiBHiYHO-ByKOBMHCHEKOIO PETiOHY y NEPioj] BOEHHOTO CTaHy BCTAHOBJIEHO ajlieibHMii cTtaH reHa ADDI1 (rs4961),
TOCJIiIPKEHO METab0JIiUHO-TOPMOHAJIbHI IPEUKTOPH, IeMorpadidyHO-aHTPOIIOMETPUYHI YNHHUKY, SKiCTb KUTTS Ta
IelIpeCUBHO-TPUBOXKHI posnany. Briepuie BctaHoBsieHo, o GG-renortur rena ADDI (rs4961) ninsuiiye pusnuk XXH
(3a IIK®uuc) y xBopux Ha EAT yosoBikiB y 2,67 pasy (p=0,047). Bepiie BUSsIB/I€HO, 110 COJIEUYTINBICTD Y
obcTesxeHUx MellkaHLiB [TiBHiYHOI BykoBUHU criocTepiraeTscs 3aranom y 41,25% (n=66) BUnazKis: cepeq; XBOpUX
[IepeBa’KaloTh COJIEYYTJIMBI OCOOM HAJl COJIEPE3UCTEHTHUMMY, a B KOHTPOJIi HaBnaku — Ha 34,0% (02=17,89; p<0,001).
He matoTb aHasoriB mpasi npo Te, mo y xsopux Ha EAT HociiB T-aness reHa ADD1 (rs4961) 3poctae MOBipHICTb
cosedyTanBocTi y 12 pasis (p=0,001), 5K y >KiHOK, TaK i 40J10BiKiB. HasIBHICTb COJIEUYTIIMBOCTI 306iJIbIlIy€ PU3UK
Tsbkuoro nepebiry EAT' y nonaz 2 pasu (p=0,049). Biepine BUKOHaHO KOPEJISILIIAHNI aHali3 1J151 BCTAHOBJIEHHS
3B's13KY NIOKa3HUKIB PyHKLii HUPOK 3a EAT i3 K/liHIYHMMU Ta J1aO0PaTOPHUMU JAHUMU 3 YpaxyBaHHIM MOJIiMOP(HUX
mapkepis reHa ADD1 (1378G>T, rs4961). [IpakTiyHe 3HaY€HHS OTPMMAHUX pe3yJbTariB. Briepiie po3po6sieHo i
BepuQiKOBAHO HA MPAKTULi CIIOCI6 paHHBOI AiarHOCTUKY i MporHo3yBaHHs XXH ta conedytausocTi 3a EAT i3
ypaxyBaHHSIM Monu@ikoBaHuX i HemMonnGiKOBaHUX YMHHUKIB PU3KKY, IJIIXOM BusHaueHHIM [ITK® 3a kpeaTuHiHOM
i nzucratuHom-C (CKD-EPI), skuil Bifipi3HsSIETHCS THM, 110 AOJATKOBO BU3HAYAETHCS BMICT Y KPOBI
xoJiekanbLuugeposy, ioHizoBaHoro KanbLito, [1TT, r1oko3y, JinigHui npo@ins, aabbyMiHypis, a TAKOXK NoJIiMOPQHI
BapianTu rena ADDI (rs4961). Fimosiphicts XXH y xBopux Ha EAT 3poctae 3a GG-renorury rena ADDI (rs4961) y
4oJi0BikiB (OR=2,67; p=0,047), 3a rinepriikemii HaTue (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
anboyminypii (OR=2,67-2,92; p<0,028-0,019) ta enesauii IITT xposi (OR=3,06-3,47; p<0,009-0,006); TakoX 3a
30ibIIEHHS KpeaTuHiHy i nuctaTuHy-C KpoBi He3anexxHo Bif ctati (OR=16,48-129,2; p<0,001). Iy mporHo3yBaHHS
TNIOSIBU COJIEYYTIIMBOCTI Ta TSDKYOTO 1epebiry nepBrHHOI Al' 3 METOIO NoTNepeIKEHHS YCKIIaHEHb /10 TPy BUCOKOTO
PUMBHUKY CJIiJl 3apaxoByBaTH: nauieHTiB-HOCiiB T-anensa rena ADD1 (1378G>T) He3asnexHO Bif craTi; 0cCi6 i3
00TspKeHoI0 criangkosicTio 3a CC3 i oxxupinHgam (IMT 230,0 kr/m2); Takux i3 MeTab0TIYHUMU PO3JIalaMU: BULIUM
IMT (230,0 xr/m2) Ta OT (>88 cM y XiHOK, >102 cM Y YOJIOBiKiB) He3aJI€XHO Bifl CTaTi; y 4OJIOBIKiB — BUIUM
criBeigHomeHHaIM OT /OC (>0,95 yo), piBHsiMu KpeaTuHiHy i nuctaTuHy-C KpoBi, Hxk4oto K (<60
MJ1/XB/1,73M2), 6inbLI0I0 anbOyMiHYypi€l0; y KiHOK — 3a rinositamino3y D (<30 Hr/mi1) i/41 3a NO€JHAHHS 3
rinepriapatupeoiguamom (>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 n-adducin 1 gene (ADDI, 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 /m?2); those with metabolic disorders: higher BMI (230.0 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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