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Pedepar:

1. Inceprarifina po60Ta IPUCBIYEHA AOCTiIKEHHIO [IaTOT€HEeTUYHUX MEXaHi3MiB PO3BUTKY HEOIHTUMAJIbHO]
rineprsasii Ta NaToOJ0riYHOTO PEMOIEe/IIOBAHHS CYJUHHOI CTiHKY Iicjisl GOpMyBaHHS apTepioBeHO3HOi PicTynu
(ABO®) y nanjienTiB Ha 3aMiCHil1 HUPKOBIii Teparii METOOM IPOIPAaMHOTr0 reMo/iai3y, a TaKOX OLiHIi €(eKTUBHOCTI
CHCTEMHOI [ie3arperalTHoi i TonivyHoi anTunposideparrBHoi Tepamnii A1 TpodiakKTUKY OKJII03iHO-CTEHOTUYHUX
ypaXXeHb CyIUHHOTO AOCTYITy. AKTyaJIbHICTb JOCJIiI)KEHHSI BU3HAYAEThCS 3DOCTAHHAM TOIMPEHOCTI TEPMiHANBHOI
cTagii XxpoHiuHOI XBOpOOU HMPOK i HEOOXIiJIHICTIO 3a0e3I1eUYeHHs TPUBAIOro PyHKI[iOHYBaHHS TOCTIITHOTO
cynuHHOro gocryny. Came HepoctaTHicTh AB®, oB’s13aHa 3 TPOMO030M, CTEHO30M Ta HEOIHTUMAJIbHOIO
rineprasiero, 3ajJuaeTbCs OJHIE 3 OCHOBHUX IIPUYVH IIOBTOPHUX PEKOHCTPYKTUBHUX BTPYy4aHb Yy NAL[i€HTIB HA
remopiiasisi. V peTpoCleKTUBHIlN YaCTHHI AOCiIPKEHHS IPOaHali30BaHO pe3yabTaTu (POPMyBaHHS CyJUHHOIO
Joctyny y 191 nanjieHTa, 3 akux y 114 Bunagxax cteopeHo ABO. BctaHOBIEHO, 110 POTATOM OJHOTO POKY MicCJId
omnepatii y 59,65 % naiieHTiB He BUHMKaJIa IOTPe6a Y IOBTOPHUX PEKOHCTPYKTHMBHUX BTPYYaHHSIX Y1 KOHBEPCil
noctyiy. OCHOBHOI NPUYUHOI0 AucyHKLii ABD 6ynn TPOMOOTUYHI yCKIaHEHHS, Ki criocTepiranu 'y 37,72 %



nanieHTiB. EKCliepuMeHTasIbHE JOCIIII)KEHHS! BUKOHAHO Ha 108 KPOJIsIX i3 MOJIEJIII0 apTEPIOBEHO3HOIO aHACTOMO3Y
TUITy «KiHellb y 6ik». BuBYaiy BIJIMB KJIOMiOTPeJIio, IUIOCTa30JTy, JIOKAJIbHOTO 3aCTOCYBAaHHSI 6ioferpanyoyoi
IJ1iBKY 3 TaKPOJIIMyCOM Ta KOMOIHOBAHOI Tepallii Ha CTaH eHJoTesianbHOi QYHKIi, iIHTEHCUBHICTb OKCUAATUBHOTO
cTpecy i MOpQoJIOriyHi 3MiHM CyIMHHOI CTiHKU. BCTaHOBJIEHO, 10 3aCTOCYBAaHHS Ji€3arperaHTHoi Tepartii
CYIIPOBOMKYBaJIOCS TOCTOBIPHUM 3HMXEHHSM piBHA eHpoTesniHy-1 Ta ingyun6ensHoi NO-crnHTa3y, Mo CBiguuio
IIPO 3MEHIIEHHs BUPaXXeHOCTi eHoTenianbHoi gucdyHKuii. Hait6inbm BupaxkeHnit epekT criocrepiraay npu
[I0€HAHHI CUCTEMHOI Jle3arperaHTHO]I Tepallii 3 IOKaJIbHUM BUKOPUCTaHHSIM TakpoJlimycy. DopmyBaHHS ABO
CYIIPOBOIKYBAJIOCS] PO3BUTKOM OKCHUJATUBHOTO CTPECY 3i 3pOCTaHHSIM piBHIB JlieHOBUX KOH'IoratiB, TBK-akTUBHUX
IIPOJYKTIB Ta MPONYKTiB OKMCHOI Monuikarii 6inKkiB Ha TJIi IPUrHiYE€HHS aKTUBHOCTI CyIIepOKCUAANUCMYTa3H i
riyrationnepoxkcugasu. Ha 90-ty o6y ekcriepuMeHTy y TBapHH, SIKi OTpUMYyBajii KOMOIHOBaHyY Tepariio,
BCTAHOBJIEHO JOCTOBipHE 3HMKE€HHS iHTEHCUBHOCTI NepoKcuaanii JinizfiB Ta migBUIeHHS aKTUBHOCTI (PepMEHTIB
AHTUOKCUJAHTHOTO 3aXMCTY, IO BKa3yBaJjlo Ha BiIHOBJIEHHS IPO- /aHTUOKCUAHTHOI piBHOBaru. Mop@oJioriune
IOCJIiI)KeHHS MigTBEepAuUIO, o GpopmyBaHHs ABD cyrpoBOAKYyeThCS YIIKOAKEHHSIM €HI0Tei10, 3aNajlbHUMU i
IVCTpOo(iYHMMH 3MiHAMM CYAMHHO]I CTIHKM Ta PO3BUTKOM HEOIHTUMAaJIbHOI rinepIaszii, ska CTBOpIoe
Mop¢oJioriuHe migrpyHTsI [J1s1 CTEHO3yBaHHS aHACTOMO3Y. 3aCTOCYBaHHS aHTUTPOMOOLIUTAPHOI Teparlii, 0CO6IMBO
y IO€JHAHHI 3 TAKPOJIIMyCOM, aCOL}iI0BAIOCS 3i 3MEHIIEHHIM BUPaKEHOCTI [1aTOJIOTIYHOTO PEMOJIEIIOBAHHS Ta
KpallluM BiIHOBJIEHHSIM CTPYKTYPHOI opraHizauii cygunu. ¥ KiiHiuyHe JocaiIpyKeHHs BKIo4YeHo 150 nalieHTiB, SKUM
dopmyBam pagiouedaniyny ABO. IlanieHTiB po3noninuiam Ha Tpu rpynu: 6e3 papmaKkosIoriyHoi Kopekuii, i3
3aCTOCYBAaHHSM aleTUJICAJIILUIOBOI KUCJIOTU Ta 3 BUKOPUCTAHHAM Kilonigorpeso. Yepes 10 1i6 niciist GopmyBaHHS
AB® y Bcix naljieHTiB BUSIBJIEHO O3HaKU eHJ0Te ialbHOI AUCcYHKII Ta OKCUAATUBHOTO CTpecy. BomHovac y xBopux,
SKi OTPUMYBAJIX KJIOMiJOrpeb, Yepe3 3 Micsli i 1 pik CIIoCTEPEKEHHS BCTAaHOBJIEHO LOCTOBIPHO HMKYi PiBHI
€HZI0TeMiHy -1, IPOAYKTIB NepOKCUALii JIiMifiB Ta BUIY aKTUBHICTb aHTMOKCUAAHTHUX (PEPMEHTIB MTOPiBHSHO 3
KOHTPOJIbHOIO Ipy1iolo. OniHka ¢yHKIIOHaNBbHOI 30AaTHOCTI CYJUHHOIO NOCTYIY [10Ka3aja, 0 Yepe3 OOuH PiK Mics
dopmyBaHHs ABQD y nailieHTiB, sKi 3aCTOCOBYBaJIM KJIOMiOrpesib, NepBUHHA NPOXifgHICTb Oysa Buioo Ha 29,0 %,
IIepBMHHA aCUCTOBaHa NPOXiAHICTb — Ha 24,25 %, a BTOPUHHA NPOXigHICTb — Ha 21,48 % MOPIBHSIHO 3 KOHTPOJIbHOIO
rpynow. OTpuMaHi pe3ysbTaTy CBiAYaTh PO MO3UTUBHUN BIUIUB JE€3arperaHTHOI Teparlii Ha TPUBaiCThb
(YHKULIOHYBaHHS CyIMHHOTO JOCTYIY Ta YaCTOTy TPOMOOTUYHHUX YCKIIaAHEHb. Y pe3yJbTaTi JOCiIKeHHs
IIOTIMOJIEHO YSIBJIEHHS IPO MEXaHi3MU PO3BUTKY HEOIHTMMAJIBHOI rinepriasii Ta eHgoTestiaabHol JucPyHKLI nics
¢dopmyBaHHs ABO, 1oBeieHO PoJib OKCUIATUBHOTO CTPECY y IIPOLeCax NATOJIOTIYHOTO PEMOIEIIOBAHHS CYAUHHOI
CTiHKHM Ta OOI'PYHTOBAHO JOLIJIbHICTh 3aCTOCYBaHHSI le3arperaHTHoi i antunposidpeparuBHoi Teparmii gs
ONTMMi3allii MEHEIP)KMEHTY IIOCTITHOTO Cy[IMHHOTIO AOCTYIly y MallieHTiB Ha reMmopianisi. Kio4osi cioBsa:
apTepioBeHO3Ha (picTysa, CYIUHHUN JOCTYII, FeMO/1iajli3, HEOiIHTUMAaJIbHA TillepIliasisi, eHJoTesianbHa JUCPYHKILL,
OKCHJATUBHUI CTPEC, TPOMOO03, OKII03iIIHO-CTEHOTUYHI YPa’keHHs, le3arperaHTHa Teparis, KJIoMigorpers,

TaKpOJIIMyC, aHTUOKCUJIAHTHA CUCTEMA, [TaTOJIOTiYHE PEMOJIEIIOBAHHS, FTEMOIMHAMIYHI [IOPYIIEHHS.

2. The dissertation is devoted to the investigation of the pathogenetic mechanisms underlying the development of
neointimal hyperplasia and pathological vascular wall remodeling following arteriovenous fistula (AVF) creation in
patients undergoing renal replacement therapy with maintenance hemodialysis, as well as to the evaluation of the
efficacy of systemic antiplatelet and topical antiproliferative therapy for the prevention of occlusive and stenotic
vascular access lesions. The relevance of the study is determined by the increasing prevalence of end-stage
chronic kidney disease and the necessity to ensure long-term functioning of permanent vascular access. AVF
dysfunction associated with thrombosis, stenosis, and neointimal hyperplasia remains one of the leading causes of
repeated reconstructive interventions in hemodialysis patients. The retrospective part of the study analyzed the
outcomes of vascular access formation in 191 patients, including 114 cases of AVF creation. It was established that
within one year after surgery, 59.65% of patients did not require repeated reconstructive interventions or vascular
access conversion. Thrombotic complications were identified as the main cause of AVF dysfunction and were
observed in 37.72% of patients. The experimental study was performed on 108 rabbits using an end-to-side
arteriovenous anastomosis model. The effects of clopidogrel, cilostazol, local application of a biodegradable
tacrolimus-eluting film, and combined therapy on endothelial function, oxidative stress intensity, and



morphological vascular wall changes were investigated. Antiplatelet therapy was associated with a significant
decrease in endothelin-1 and inducible nitric oxide synthase levels, indicating attenuation of endothelial
dysfunction. The most pronounced effect was observed with the combination of systemic antiplatelet therapy and
local tacrolimus administration. AVF formation was accompanied by the development of oxidative stress
manifested by increased levels of diene conjugates, thiobarbituric acid reactive substances, and protein oxidative
modification products against the background of suppressed superoxide dismutase and glutathione peroxidase
activity. On day 90 of the experiment, animals receiving combined therapy demonstrated a significant reduction in
lipid peroxidation intensity and increased activity of antioxidant defense enzymes, indicating restoration of the
pro-/antioxidant balance. Morphological examination confirmed that AVF formation is associated with endothelial
injury, inflammatory and dystrophic vascular wall changes, and the development of neointimal hyperplasia, which
constitutes the morphological basis for anastomotic stenosis. Antiplatelet therapy, especially in combination with
tacrolimus, was associated with reduced severity of pathological remodeling and improved restoration of vascular
structural organization. The clinical study included 150 patients who underwent radiocephalic AVF creation.
Patients were divided into three groups: without pharmacological correction, with acetylsalicylic acid
administration, and with clopidogrel therapy. Ten days after AVF creation, signs of endothelial dysfunction and
oxidative stress were detected in all patients. However, patients receiving clopidogrel demonstrated significantly
lower levels of endothelin-1 and lipid peroxidation products, as well as higher activity of antioxidant enzymes after
3 months and 1 year of follow-up compared with the control group. Evaluation of vascular access functional
capacity showed that one year after AVF formation, patients treated with clopidogrel had 29.0% higher primary
patency, 24.25% higher primary assisted patency, and 21.48% higher secondary patency compared with the control
group. The obtained results indicate the positive effect of antiplatelet therapy on vascular access longevity and the
incidence of thrombotic complications. The study expanded current understanding of the mechanisms underlying
neointimal hyperplasia and endothelial dysfunction following AVF creation, demonstrated the role of oxidative
stress in pathological vascular remodeling, and substantiated the feasibility of antiplatelet and antiproliferative
therapy for optimization of permanent vascular access management in hemodialysis patients. Keywords:
arteriovenous fistula, vascular access, hemodialysis, neointimal hyperplasia, endothelial dysfunction, oxidative
stress, thrombosis, occlusive and stenotic lesions, antiplatelet therapy, clopidogrel, tacrolimus, antioxidant system,
pathological remodeling, hemodynamic disorders.
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BaacHe IlpizBume Im's I10o-6aTbKOBI Cxkpurko Bacusb [IMUTPOBIY
TOJIOBYIOYOTO Ha 3acCiiaHHi

BiagmoBizasibHUH 32 MiATOTOBKY Kynmand lanist BorjgaHiBHa
00JIIKOBHX JOKYMEHTIB

PCGCTpaTop FOpuenko TersiHa AHaToJiiBHA

KepiBuuk Bigzainy YKpIHTEI mo €
BiZIIOBiZaJIbHUM 32 peeCcTpallilo HayKOBOi IOpuenko TeTsHa AHaTosiiBHA

OisSIIBHOCTI




