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Pedepar:

1. TIpy noepnanHi AT' i I1]] 2 Tuny BugBieHo 6isnbm noTy>xHui B LII2T Ha gocToBipHe niasuienHs pisHs OPJI-
15 3a paxyHOK KopeJsLii 3 piBHEM rilikeMmii, a Kpim Toro, HezananpHOro Mexaniamy aii ®PJI-15, Tak i BBy
metdopminy. Kpim Toro, Ha nigsuineHHi piBHsa ®PJI-15 BryimBaB Bik XBOpUX, pPiBEHb apTepiajlbHOTO TUCKY Ta
HasIBHICTb CYINyTHiIX KOpOHapHOi XxBopobu cepus Ta OI1. [TigsuineHHs piBHS raJeKTUHY-3 CIIOCTEPIrajaoch y XBOPUX
3 03HaKaMU PO3BUTKY (Pibpo3y, 3okpema npu 3 cragii Al', Tak caMo 36iJbIIyBaBCs piBeHb P-CeNeKTuHY, 0
BiZoOpakao akKTUBALLI0 TPOMOOLIMTAPHOTO KOMIIOHEHTY Ta 36i/IblIeHHs] PU3UKY aTepoTpomM603y. JJocToBipHe
3MeHIIeHHs piBHs P-cesnektuny y xBopux 3 ®II 6ys10 3yMOBJIEHO OJHOYACHUM IIPUIAOMOM aHTUKOATYJISIHTIB Ta
aHTuarperantiB. ®PJI-15 Ta rajieKTHH-3 1eMOHCTPYBau 38’130k 3 ['JIIII, mpoTe 6isbll MOTY>KHA 3aJ1€XKHICTh
cnocrepiranace Mix piBHsiMu OPJI-15 Ta piBusmu IKO i anpbyminypii. BusisneHo 38’130k piHst OPJI-15 3
niacroniyauM AT (r=0,251 p=0,023). BusiBiena cinabka gocToBipHa Kopessiuis Mk P-cenexrinom Ta CAT i AT



(r=0.192, p=0.035 Ta r=0,181, p=0.047, BinnoBigHO) 3yMOBJIeHa TUM, 110 36inbmeHHs AT, 3 0O4HOTO GOKY, IPU3BOIUTh
IO aKTUBallii cHTe3y P-cesiekTrHy, sIK KOMIIEHCATOPHOI peakiiii, HarpaseHoi Ha 3MEeHIIeHHsI IPeCOPHUX ePeKTiB
aHrioreHsuHy I, o, B CBOIO Yepry, akTUBY€E KJIiTHHHI ME€XaHi3MU IIPOrpecyBaHHs aTepockiepo3y. Hailbinbi piBeHb
®PJI-15 6yB NoB'I3aHMI 32 JaHMMU KOPEJISILIIHOrO aHasli3y Ta JliHiiiHOTrO perpeciitHoro aHanisy 3 cepenHim CAT
BHOUI, Ta 32 PaXyHOK 11p0r0, 3 cepenHiM CAT 3a mo6y. Takox BUsIBJIeHU 3B'130K P-cesiekTuny 3 piBHeM AT BHOUI,
asie Han6inbII BipoOrifHUM € He 3B'130K P-cenextuny 3 JJAT BHoUI, a ciiBnagaoduil LUpKagHUN puTMm P-cenekTuny
ta JAT BHOui y xBopux Ha Al' ta LIJI2T 3 uupkaguum putmom AT o tuny “Nondipper”. AHasi3 cyMapHOi KiHI1IeBOi
TOYKH I10 TPyIax MOPiBHIHHS 32 NIE€PioJl CIIOCTEPEKEHHS 36 MiCsLiB [TI0Ka3aB TEHAEHLIO 10 6i/1bLI HECTIPUSITIIUBOTO
nepe6iry noenHanus Al' ta LIJI2T B nopiBHSHHI 3 i3osboBanumu Al' Ta LII2T, npu ubomy, aHami3 ¢pakTopis, sKi
BIJINBAJIM Ha IIPOTHO3, ITOKA3aB BILIMB Ha CYMapHY KiHLEBY TOUKy noegHaHHs Al' ta IIJ2T, BifCyTHICTb 3HM>KEHHS
AT BHoui o Tuny «Nondipper», rineprpodii Miokapzy JiBoro uutyHouka. Cepesi 6ioMapKepiB 3anajeHHs, sKi
BMBYAJIMCh B TOCJIIKE€HHI, HAUOIMbIINI BIJIUB HA TPOTHO3 MaB piBeHb OPJI-15 Buie MeniaHn HA MOMEHT
BKJIIOUEHHS B IOCJIZPKEHHS, 17151 SIKOTO CIIOCTEPIrasoch NOCTOBipHe 30ibleHHs foaaTkoBoro pusuky (OR=1,44; CI
95%: 1,06-1,96). [TokazaHa B HaIOMY AOCJiIKeHH] 3anexHicTb piBHS OPI-15 Bifi JOCSITHEHHS «1[iIbOBOrO» PiBHS
apTepiasbHOTO TUCKY MOJKE MOSICHIOBATUCH [TO3UTHMBHUM BIIJINBOM Ha F€eMOJAMHAMIKY Ta CTPYKTYPHi 3MiHU B
CEPLEBO-CYANHHINA CUCTEMI BHACIILOK KPaIoro KOHTPOJIo AT, SIK Takoro, 10 HapeILITi KOPEJIOe 3i 3SMEHIIEHHSIM
pusuky CC nogiif, B TOMy 4Y1CJli CMEPTHOCTI, po3BuTKy CH Ta 11]]. AHasi3 BIJIMBY aHTUTINIEPTEH3UBHUX IIPEINAPATiB
Ha piBeHs OPJI-15 nokasas, mo, 6;1okatopu PAC BrinuBany Ha 3MeHIeHHs piBHsa ®PJI-15, ane B 3HauHil mipi et
edekr O6yB 3ymoBieHuil BrsiuBoM IAII®, B Toi, yac, sk BPA many He3HauHUU BIUMB. Hai6inpmuii BIJINB Ha
3MeHueHHs piBHs OPJI-15 3a jaHMMU aHasi3y MWAHCIB MaJIM aHTAroHICTU KaJlbliilo, 110 MiATBepaKyBaloCh i
IOCTOBIpHO HIKYMM piBHEM DPJI-15 y XBOpUX, 5IKi HA MOMEHT BKJIIOUEHHS B OCJIiIKEHHS IPUIIMaK Lo IpyIly
AHTUTINEePTEH3UBHUX Npemnaparis. [IpriiomM >KOJHOrO 3 KJ1aciB aHTUTIIEPTEH3UBHUX MTpenapaTiB He BIIJINBAaB
IOCTOBIpHO Ha piBHI ['anexkTuHy-3 Ta P-cenekTuHy, Ipu LbOMYy, CIIOCTepirajgach TeHIEHLis 40 6iyIbIl HU3bKOTO
piBHs BU-CPB, y xBopux siki npuiimainu 6;sokatopu PAC ta AK, i Tennenuis no 6inbu Bucokoro piBHst Bu-CBP y
XBOPHUX, SIKi IpUIIManu IiypeTUku. PiBeHb P-ceslekTHHY 3HIDKYBaBCs JOCTOBIPHO MiJ] BIUIMBOM
aHTUTPOMOOLMTAPHUX ITperapariB Ta aHTUKOAryIsSHTIB. KOHTpoJb riikeMii 3a JOCSITHEHHSIM LIiIbOBOTO PiBHS HE
BILJINBAB JOCTOBIPHO Ha piBHi 6HioMapKepiB 3amajieHHs] aHi HA MOMEHT BKJIIOYEHHSI XBOPUX B OCJIiIPKEHHS], aHi yepe3
12 micsuiB nikyBaHHs. [Tpuitom MeTdOPMiHy CYITPOBOIKYBaBCSI JOCTOBIpHUM 36isbieHHs piBHS OP/I-15 y XBopux
((3109,76+1231,88 Ta 2114,66+754,14 ur /mi, p<0.05, BinnosigHo; OR=1.76 (CI: 1,35-1,93), mpoTe Ha piBHi P-cenekTuny
ta ['anekTuny-3 npuiiom MmeTdOpPMiHY LOCTOBIPHO HE BILJIMBAB, TAK CAMO, SIK IPUIOM IIpernaparis

CyJ/1b(POHINICEUOBUHY, SIKWI1 HE BILJIMBAB JOCTOBIPHO HAa XOJI€H 3 IIPOaHaJi30BaHMX OioMapKepiB 3arajleHHs.

2. The combination of hypertension and type 2 diabetes revealed a stronger effect of type 2 diabetes on a
significant increase in the level of GDF-15 due to the correlation with the level of glycemia and, in addition, the
non-inflammatory mechanism of action of GDF-15 and metformin. In addition, the increase in the level of GDF-15
was influenced by the age of patients, blood pressure and the presence of concomitant coronary heart disease and
AF. Increased levels of galectin-3 were observed in patients with signs of fibrosis, in particular in stage 3
hypertension, as well as increased levels of P-selectin, which reflected the activation of the platelet component
and increased risk of atherothrombosis. A significant decrease in the level of P-selectin in patients with AF was due
to the simultaneous use of anticoagulants and antiplatelet agents. GDF-15 and galectin-3 levels showed an
association with LVH, but a stronger relationship was observed between GDF-15 levels and GFR and albuminuria
levels. The relationship between the level of GDF-15 and diastolic blood pressure (r=0.251 p =0.023) was found. The
weak reliable correlation between P-selectin and SBP and DBP (r =0.192, p=0.035 and r=0.181, p=0.047,
respectively) is due to the fact that the increase in blood pressure, on the one hand, leads to the activation of P-
selectin synthesis, as a compensatory response aimed at reducing the pressor effects of angiotensin II, which, in
turn, activates the cellular mechanisms of atherosclerosis progression. The highest level of GDF-15 was associated
with correlation analysis and linear regression analysis with the average SBP at night, and due to this, with the
average SBP per day. The connection of P-selectin with the level of DBP at night was also revealed, but the most
probable is not the connection of P-selectin with DBP at night, but the coinciding circadian rhythm of P-selectin



and DBP at night in patients with hypertension and type 2 diabetes with circadian BP by type "Nondipper". Analysis
of the total endpoint by comparison groups for the observation period of 36 months showed a tendency to a more
unfavorable course of the combination of hypertension and type 2 diabetes compared with isolated hypertension
and type 2 diabetes, while analysis of factors influencing the prognosis showed the impact on the total endpoint
hypertension and type 2 diabetes, no decrease in blood pressure at night on the type of "Nondipper", left
ventricular myocardial hypertrophy. Among the biomarkers of inflammation studied in the study, the greatest
influence on the prognosis was the level of GDF-15 above the median at the time of inclusion in the study, for
which there was a significant increase in additional risk (OR = 1.44; CI 95%: 1.06-1, 96). The dependence of GDF-15
levels on the achievement of the "target" blood pressure level shown in our study can be explained by the positive
effect on hemodynamics and structural changes in the cardiovascular system due to better blood pressure control,
as one that finally correlates with reduced risk of cardiovascular events including mortality, development of heart
failure and diabetes. Analysis of the effect of antihypertensive drugs on the level of GDF-15 showed that RAS
blockers had an effect on reducing the level of GDF-15, but this effect was largely due to the effects of ACE
inhibitors, while ARBs had little effect. According to the analysis of the chances, calcium antagonists had the
greatest influence on the reduction of GDF-15 levels, which was confirmed by a significantly lower level of GDF-15
in patients who were taking this group of antihypertensive drugs at the time of inclusion in the study. None of the
classes of antihypertensive drugs had a significant effect on the level of Galectin-3 and P-selectin, with a tendency
to lower levels of CRP in patients taking PAC blockers and anticoagulants, and a tendency to higher levels of SBR in
patients who took diuretics. P-selectin levels decreased significantly under the influence of antiplatelet drugs and
anticoagulants. Glycemic control at the target level did not significantly affect the level of biomarkers of
inflammation, neither at the time of inclusion of patients in the study, nor after 12 months of treatment. Metformin
was accompanied by a significant increase in the level of GDF-15 in patients (3109.76 + 1231.88 and 2114.66 + 754.14
ng / ml, p <0.05, respectively; OR = 1.76 (CI: 1,35-1, 93), however, at the level of P-selectin and Galectin-3
metformin was not significantly affected, as well as sulfonylurea, which did not significantly affect any of the

analyzed biomarkers of inflammation.
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