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1. OnTumisauis AiarHOCTUYHO-JIIKYBaJIbHUX 3aX0/IiB 3 yPaXyBaHHAM MOPYLIEHb HENPOIIACTUYHOCTI Ta
eH7oTelianbHOI AUCYHKIII y XBOPUX HA imeMiYHUI iHCYIIbT

2. Optimisation of diagnostic and therapeutic measures taking into account neuroplasticity disorders and
endothelial dysfunction in patients with ischaemic stroke

Pedepar:

1. Y nuceprauiiiHiil po60Ti BU3HAYE€HO POJIb NOPYIIEHHS HEHPOTPO(DIYHMX IIPOLECIB 32 BMICTOM B KPOBi KJIIOYOBUX
HerporpodiniB BDNF, NGF; nopymenHs peryJsuii alolnTOTUYHUX NIPOLECIB 32 BMiICTOM Y CUPOBATL KPOBI
nporeinis Bcl-2, Bax; po3BUTKy eHfoTeianbHOoil AuCcyHKIIT; 3HUKEHHS BilCOTKY )KUTTE3ATHUX JIEHKOLUTIB HA TJi
i BUILLEHHS KiJIbLKOCTi paHHBO-, II3HBOATOIITOTUYHUX Ta HEKPOTUYHUX JIEUKOLUTIB; IiBUIEHHS reHepalii
aKTUBHMX (POPM KUCHIO B JIEHKOLMTAX; 3MiH (i3UKO-XiMiYHMX BJIACTUBOCTE MeMOPaH KJIITUH KPOBi y PO3BUTKY
rOCTPOTO iMeMiYHOTO iHCY/IbTY PI3HOTO CTyIEeHS TSKKOCTI 3a mkasnoo NIHSS. ¥ nuceprauiiiniil po6oTi HaBegeHO
TEOPETUYHE y3arajbHEHHS Ta 3a[IPOINIOHOBAHO HAYKOBO-TIPAKTUYHE BUPIIIE€HHS IPOOJIEMU MOJAJIbIIOTO BUBYEHHS
[IaTOre€He3y TOCTPOro illleMiYHOTO iHCY/IbTY B KAPOTUAHOMY OaceliHi 3 ypaXyBaHHSIM POJli IPOLECIB
HEeMPOIJIACTUYHOCTI, 3allajIeHHs], KJIITUHHOI 3aru6esi, po3BUTKY OKCUIATUBHOTO CTPECY, EHJ0TeliaNlbHOI

IycQyHKLUii 3377151 TOrIMOI€HOr0 PO3yMiHHS iX CyMiCHOTO BIVIUBY Ha CTYIIiHb TSDKKOCTI 3aXBOPIOBaHHS Ta OTO



[IPOTHO3 1 pO3po01Li HOBUX IUJISIXiB IATOT€HETUYHOTO JIiKyBaHHS. ¥ IOCiIKeHHs 610 BKIIOYEHO 85 MalieHTiB, AKi
nepebyBajiy Ha CTallioHApPHOMY JIiKyBaHHI B [HCYJIbTHOMY LIeHTPi XapKiBCbKOi KJIiHIUHOI JIikapHi Ha 3a/1i3HUYHOMY
tpaHcnopTi N21 ®inii LIO3 AT V3 (M. XapkiB) 3 ;iarH030M roCTpUH illeMiuyHMI1 iHCYJIBT B KAPOTUIHOMY OaceiiHi,
aTepoTPOMOOTUYHMI MiATUI 32 JAaHUMU KJIiHIKO-HeUpOoBidyasisaliliHoro gociiaxkeHHs, Ta 30 ocib 6e3
HEBPOJIOTiUHOi Ta coMaTU4YHOi naTosorii. [TanienT 6y11 po3nojiseHi Ha 3 rPyNy 3aJI€XKHO Bif, 6aJliB 3a MIKAJIOK0
TSDKKOCTI iHCy/bTy HanioHanbHoro iHcTuTyTy 300poB’st CILIA (NIHSS). Y xozi naHoro nociifkeHHs Brepiue
KOMIIJIEKCHO BUBUYEHMI CTaH HEMPOTPO(DIYHUX IIPOLIECIB, BUTB KJIITHHHOI 3arubesti, 30Kpema aromnTosy, HEKpPo3y,
iXHBOI peryJLii Mpo- Ta NPOTHUANIONTOTUYHUMU NPOTeiHaMu, QYHKIIi €HI0Tei0, iIHTeHCUBHICTb reHepallii
akTUBHUX (OPM KHCHIO JIeUKOLUTaMU Ta (i3MKO-XiMIYHUI CTaH MeMOPaH KJIiTUH Y KPOBIi Mali€HTIB 3 TOCTPUM
ilmeMi4YHMM iHCYJIbTOM Ta BCTAHOBJIEHA POJIb iX [IOPYIIEHb Y PO3BUTKY Pi3HUX CTYIIE€HIB TSXKKOCTI 3aXBOPIOBAHHS 32
mkasoro NIHSS. Ynepiue BcTaHOBI€HA poJIb IOPYLIEHb HEMPOIIJIACTUYHOCTI Ta PO3BUTKY TPOPiuHOI gu3peryJsuii y
po3BuUTKy I'll pi3HOrO CTyIEHs TSKKOCTI 32 JaHUMU 3HMKEHHS BMiCcTy B KpoBi BDNF (Ha 22,6 %; Ha 39,4 % Ta Ha 81,6
% nipu I'll nerkoro, cepeiHbOro Ta TsKKoro cryneds), BNGF (y 2,6 pasu, 3,9 pasu Ta 4,8 pasu). Yepuie
BCTAHOBJIEHUH 3B'130K MiX cTyneHeM TspKKocTi Il 3a mkanoro NIHSS Ta 36inbl1€HHSIM pPiBHIB B KPOBI
IIPOANONTOTUYHOTO (pakTOpy Bax i1 aHTHANONTOTUYHOrO npoteiny Bel-2 (r = 0,48, p = 0,0361; r = 0,44, p = 0,0352
BiATOBiTHO). BcTaHOBJIEHO, 10 eHpoTetianbHa aucdyHKLUis npu 'l cynpoBOIKyeTbCsl IPOrPECYIOUUM Y Mipy
301/1bLIIEHHS TSKKOCTI 3aXBOPIOBaHHS 32 mKaiow NIHSS 36inbmennsam (p<0,05) uncnia [upKyJI000IUX
I€CKBAaMOBAHUX €H0TeiaIbHUX KJIITUH B KPOBI, 36i/1bmeHHIM (p<0,05) nomi 1eckBaMOBaHUX €HI0TeiOLUTIB: ¥
nauieHrTiB, 36imbmeHHs (p<0,05) MaKCMMaIbHOTO PO3Mipy KJIiTMH y KPOBi Ta 3HWKEHHAM (p<0,05) BiiCOTKY KiIbKOCTI
€H/IOTeiaNbHUX MPOTreHITOPHUX KIIITUH. YIiepline Ha Mofeli JeHKOUUTIB nepu@epudHoi KpOBi BCTAHOBJIEHO
30i/IbLIIEHHS Y IIOPiBHSIHHI 3 KOHTPOJIEM iHTEHCUBHOCTI poliecis reHepatii AOK sneiikonuramy y nanieHTis 3 I'l
JIETKOTO, CEPENIHBO TSDKKOTO Ta TSDKKOTO CTyIEHsl. Y po6OTi 06IPYHTOBAHO HOBUI MifXif 4O AiarHOCTUKY, JIIKyBaHHIO
Ta riporHoay I'll 3 ypaxyBaHHSM CTaHy HEHPOTPOodiYHUX IIPOLIECiB, BUIIB KIITUHHOI 3aruberti, peryssiii aronroay,
PO3BUTKY OKCUAATUBHOTO cTpecy, QyHKIi eHpoTesito, Pisuko-XiMiuHMi cTaH MeMOpaH KJIiTUH Y KPOBI.
PexomeHnnoBaHO NpH JliKyBaHHi xBopux Ha ['ll BUKopucTaHHs npenapariB MeMOpaHo-CTabinizyouoi aii 3aas

nonepepKeHHs KIiTUHHOI 3arubesni JjedkouunTiB (omera 3, Bit. E, BiT. F, cesnien), HeliporienTuay, aHTUOKCHUIAHTH.

2. This dissertation identifies the role of disturbances in neurotrophic processes, as reflected in blood levels of key
neurotrophins (BDNF, NGF); disturbances in the regulation of apoptotic processes, as reflected in serum levels of
Bcl-2 and Bax proteins; the development of endothelial dysfunction; a decrease in the percentage of viable
leukocytes against a background of an increase in the number of early- and late-apoptotic and necrotic
leukocytes; increased generation of reactive oxygen species in leukocytes; changes in the physicochemical
properties of blood cell membranes in the development of acute ischemic stroke of varying severity according to
the NIHSS scale. The dissertation presents a theoretical synthesis and proposes a scientific and practical solution
to the problem of further studying the pathogenesis of acute ischemic stroke in the carotid basin, taking into
account the role of neuroplasticity, inflammation, cell death, the development of oxidative stress, and endothelial
dysfunction to gain a deeper understanding of their combined impact on disease severity and prognosis, and to
develop new approaches to pathogenetic treatment. The study included 85 patients who were hospitalized at the
Stroke Center of Kharkiv Clinical Hospital No. 1 of the Railway Transport, a branch of the Central Health Care
Administration of JSC UZ (Kharkiv) with a diagnosis of acute ischemic stroke in the carotid basin, atherothrombotic
subtype according to clinical and neuroimaging studies, and 30 individuals without neurological or somatic
pathology. Patients were divided into 3 groups based on their scores on the National Institutes of Health Stroke
Scale (NIHSS). In this study, the state of neurotrophic processes, types of cell death (including apoptosis and
necrosis), their regulation by pro- and anti-apoptotic proteins, endothelial function, the intensity of reactive
oxygen species generation by leukocytes, and the physicochemical state of cell membranes in the blood of patients
with acute ischemic stroke, and the role of these abnormalities in the development of different severity levels of
the disease according to the NIHSS scale was established. For the first time, the role of neuroplasticity disorders
and the development of trophic dysregulation in the progression of GII of varying severity has been established, as
evidenced by a decrease in blood BDNF levels (by 22.6%; by 39.4% and 81.6% in mild, moderate, and severe cases of



ICI), and BNGF (2.6-fold, 3.9-fold, and 4.8-fold). For the first time, a correlation was established between the
severity of ICH on the NIHSS scale and increased blood levels of the proapoptotic factor Bax and the antiapoptotic
protein Bcl-2 (r = 0.48, p = 0.0361; r = 0.44, p = 0.0352, respectively). It was found that endothelial dysfunction in
ischemic stroke is accompanied by a progressive increase (p<0.05) in the number of circulating desquamated
endothelial cells in the blood and an increase (p < 0.05) in the area of desquamated endothelial cells; in patients, an
increase (p < 0.05) in the maximum cell size in the blood and a decrease (p < 0.05) in the percentage of endothelial
progenitor cells. For the first time, using a model of peripheral blood leukocytes, an increase in the intensity of
reactive oxygen species (ROS) generation by leukocytes was observed in patients with mild, moderate, and severe
GII, compared to the control group. This study substantiates a new approach to the diagnosis, treatment, and
prognosis of HII, taking into account the state of neurotrophic processes, types of cell death, apoptosis regulation,
the development of oxidative stress, endothelial function, and the physicochemical state of blood cell membranes.
The use of membrane-stabilizing agents to prevent leukocyte cell death (omega-3, vitamin E, vitamin F, selenium),
neuropeptides, and antioxidants is recommended for the treatment of patients with GII.
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