O0Js1ikoBa KapTKa aucepTaii

I. 3arasibHi BimOMOCTI

Jep>kaBHHH 00J1iKOBHI HOMep: 0826U004891
Oco006J1uBi TO3HAYKH: BinKpura

JaTa peecrtpamnii: 27-08-2026

Craryc: 3axumeHa

PexBi3utu Hakasy MOH / Haka3y 3aKjazy:

I1. BizomocrTi nipo 3700yBaya

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. CaBuubkui Bosmogumup IBaHOBUY

2. Volodymyr 1. Savytskyi

KBasmigikamis:

InenTudikarop ORCID ID: 0000-0002-4261-3759
Bupg, pucepranii: nokrop dinocodii
AcnipaHTypa/JIOKTOpPaHTypa: Tak

IIndp HayKOBOi CHIELiaIbHOCTI: 222

Ha3zBa HayKoBOi creniajJibHOCTI: Menuuuna
T'asy3p / rasysi 3HaHB. 0XOpOHA 3710POB's
OcBiTHBO-HayKOBa Mporpama 3i creniaJbHOCTI: 222 Meuuuna
Jata 3axucry: 07-09-2026

CrneniaJbHICTh 3a OCBITOIO: JlikyBasibHa CripaBa
Micue po6oTH 3400yBaya: Oprawuiszanis BincyTHs
Kopg 3a €JPIIOY: 00000000
Micue3HaxoaKeHHS: ------ , Kuis, 00000, Vkpaina
dopma ByracHOCTI: 3mimana

Cdepa ynpasiriHHS:

InmenTudikarop ROR:



I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT

IIudp cnenianizoBaHoi BYEHOI pagH (pa30Boi CleliaJai30BaHOi BY€HOI pagu). PhD 15865
IloBHe HaiMeHYBaHHSI IOPHUAHUYHOI 0COOHM: OfieChKuii HAL[iOHAIbHWI MEIMYHUI YHIBEPCUTET
Kopg 3a € IPIIOY: 02010801

Micue3HaxoaKeHHS: BanixoBChbKuii npoByJok, Oxeca, 65082, Ykpaina

dopma BracHOCTI: JlepxaBHa

Cdepa ynpaBiriHHS: MiHiCTEPCTBO OXOPOHH 3710POB ' YKpaiHu

InenTudikarop ROR:

IV. BimomocTi Ipo niznpueMcTBO, YCTaHOBY, OpraHi3alliio, B sIKi# 0yJ10

BHKOHAHO JHCEPTaIlilo

IIoBHe HaﬁMeHyBaHHﬂ lOpI/I,ZLH‘IHO'l' 0COOM: OpechK1il HAlliOHATBHUI MeTUYHUI yHiBEpCUTET
Kog, 3a €IPITIOY: 02010801

Micue3HaxoKeHHS: BalixoBChbKuii npoByJoK, Oneca, 65082, Ykpaina

dopma BracHOCTI: JlepxaBHa

Cdepa yIIpaBJIiHHﬂZ MiHicTepcTBO 0XOpOHM 31,0pOB st YKpaiHu

InenTudikarop ROR:

V. BizomocTi npo gucepraniio
MoBga guceprTallii: Vkpaincoka
Koau TemaTHYHHUX PYOPHK: 76.29.31

Tema gucepranii:
1. TlTaToreHeTMYHI MEXaHi3MHU AUCPYHKLII0 €HOO0TEelil0 IPU aHTU(HOCPOIIINIZHOMY CUHAPOMI Ta CIIOCOOU iX KOPEKLii

2. Pathogenetic mechanisms of endothelial dysfunction in antiphospholipid syndrome and methods of their

correction

Pedepat/anoranis:

1. Incepraliist NpUCBsY€Ha BUBYEHHIO [IaTOT€HETUYHUX MEXaHi3MiB eHJ0TeslianbHOI JucYHKIIi Ipu
antudoconininHomy cunapomi (APC), B3aeMO3B513Ky 3MiH CUCTEMU aHTMOKCHUJAHTHOTO 3aXUCTY, IIEPEKUCHOTO
OKMCHEHHS JIiMi/liB, CACTEMHOTO 3alajIeHHsI Ta TeEMOCTAas3y, a TAKOXK OO PYHTYBaHHIO CIIOCO0iB iX KOpeKIii i
niABUILEHHIO €PEKTUBHOCTI AiarHOCTUYHO-JIKYBaJIbHUX MiAxoiB. JJocimkeHHs IpoBeJeHo y npa etany. Ha
[epHIOMY 3[1iICHEHO PeTPOCIEKTUBHUI aHai3 MeJu4Hoi JoKyMeHTallii 54 nanienTis 3 AQC, axiy 2016-2021 pp.
[IPOXOJ U OOCTEXEHHS Ta JIIKyBaHHS Y PEBMATOJIOTIYHOMY BinisieHHi baratonpodinbHOro MeIuYHOrO LEeHTPY
OpecpKOro HalliOHaJILHOTO MEOUYHOTO yHiBepcuTeTy. OLiHIOBaNN KIiHiIKO-aHAMHECTHUYHI aHi, TOKa3HUKU
reMoCTasy, 3arajJbHOKJIiHIUHI, 6i0XiMiuHi Ta iIMyHOJIOTi4HI TOKa3HUKH, 30KpeMa PiBHI aHTUPOCOIMiTHUX aHTUTIJ,
C-peakTuBHOrO 6ijIKa Ta MapKepiB (PYHKIiOHAJIBHOTO CTAHy OpPraHiB i cucteM. BcraHoBeHo, o ADC y >KiHOK
3ycTpivaBcs y 5 pasiB yacTillle, HiX y 4OJIOBiKiB. BUsIBJIEHO XapaKTepHi ceplLeBO-CyAUHHI, CyryI000Bi, HIKipHi,

HUPKOBI, JIereHeBi Ta iIMyHOJIOTiUHi IPOsIBY 3aXBOPIOBAHHS, a TAKOX IiJBUIIeHHS PiBHIB aHTU(OChOINiTHNX



a"tuTis. Ha gpyromy ertamni Ha 100 mypax-caMIgx JOCTiAKEHO [IaTOT€HETUYHI MEeXaHi3MU €KCIIEPUMEHTAIbHOTO
A®C Ta edexTuBHICTb 1Ooro Kopekuii. TBapuH po3IofiseHo Ha I'SITh IPYIL: iHTaKTHY; 3 MozesiboBaHuM ADC 6e3
JIiKyBaHHSI; 3 KOpeKIielo iMyHOII00y/liHOM JIIOAUHM Ta L-apriniHoM; BappapruHOM Ta iMyHOIJIO0YJIiHOM;
KOMILJIEKCOM Bap¢apuHy, iMyHOTr100yIiHy Ta L-aprininy. JlociifKyBany NOKa3HUKY reMOCTasy, (PyHKLiOHAIbHOTO
CTaHy €HJ0TEJIiI0, aHTUOKCUIAHTHOTO 3aXUCTY, [IEPEKUCHOrO OKUCHEHHS JIMifiB i CUCTEMHOrO 3aIajeHHS.
BcraHoBieHo, mo exkcriepuMmeHTanbHuil AQC cynpoBOIKY€EThCS rillepKoaryJsiLielo, BUpaKeHOK eHI0TelialbHO0
IVCQYHKIi€l0, OKCUAATUBHUM CTPECOM Ta aKTUBALli€l0 CUCTEMHOTIO 3allajleHHs1. BUsBjI€HO MifBUILEHHS PiBHIB
eHpoTesniny-1, ¢pakropa BinnedbpaHga Ta rOMOLUCTEIHY, MOPYIIEHHS IPOAYKLil OKCUY a30Ty, pi3Ke MiIBUILEHHS
aKkTUBHOCTI inmynubensHoi NO-cuHTa3u Ta 3HWKeHHS eHpoTesianbHoi NO-crHTa3u i S-HIiTpO30TioJiB, 0 CBiTYUTD
IIpo guc6aaHc BAa30KOHCTPUKTOPHUX i BazoaulaTalilHUX MEXaHi3MiB Ta NOpylLIeHHs PYyHKIiOHAJIbHOTO CTaHY
CYJIMHHOTO €HJIOTEi10. BCTaHOB/IEHO MPUTHIYE€HHS aHTUOKCUAAHTHOTO 3aXMCTY Ta aKTUBAllil0 IEPEKUCHOTO
OKMCHEHHS JIIIIB 31 3MiHAMY aKTUBHOCTI CYIIEPOKCUIIUCMYTA3U, KaTanasy, PiBHS BifHOBJIIEHOrO IIyTaTiOHY Ta
NiABUILEHHSIM BMICTY i€HOBUX KOH'IOTaTiB i MajloHOBOTO Jiasnbaeriny. lle ninTsepaKye 3Hau€HHS! OKCUATUBHOTO
cTpecy K BaxJuBoi naroreHetndHoi janku AQC. ExcniepumeHnTtanbHuil AQC TakoxK CyIpOBOJKYBaBCS
nifgBUIeHHSIM piBHiB C-peakTUBHOTrO 6iJIKa, iHTepeliKiHy-6, ¢pakTopa HEKPO3y NyXJIMH-O Ta TPaHCHOPMYIOYOTO
daxTopa pocTy 0l, 10 3acBiguye B3a€MO3B'SI30K CUCTEMHOTO 3allajleHHs], eHIoTeianbHOol 1ucdyHKIii Ta
IIPOTPOMOOTHUYHUX 3MiH. Hail6inbily epeKTUBHICTb IPOAEMOHCTPYBajla KOMIJIEKCHA KOPEKLIisi BAp(PaprHOM,
iMyHOT/106y1iHOM JTIO/IMHK Ta L-aprininom. Ii 3acTocyBanHs cripusno Hopmanizanii engorentiny-1, HOKa3HUKIB
CHCTEMU OKCHUIY a30Ty, S-HiTp030TioJiB, pakTopa Binnebpanza i romonucTeiny, BilHOBJIEHHIO aHTUOKCHUIAHTHOTO
3aXUCTY, 3HUKEHHIO BMICTY IIPOJYKTIB IEPEKMCHOrO OKUCHEHHY JIIifiB Ta MapKepiB CUCTEMHOTO 3alajeHHs. 3a
OiNIbIIICTIO JOCTIiKYBaHUX ITOKA3HUKIB PE3yJIbTaTh HAOIMKAJIMCS O 3HAYE€Hb iHTAKTHUX TBAPUH i OyJIM KpaluMu
MOPIBHSIHO 3 JBOKOMIIOHEHTHUMU CXeMaMu Kopekuii. OTpuMaHi faHi 06IpyHTOBYIOTh JOLIIbHICTb OJJHOYACHOTO
BIUJIMBY Ha KOAryJIsLifHY, IMyHHY Ta eHoTeianbHy JaHku naroreHe3y AQC. HaykoBa HOBHM3HA pOOOTH TOJISITAE B
YIOCKOHaJIEHHI METOJMKU eKCIIepUMEHTaIbHOro MogesnoBaHHI ADQC msxoM NiAmKipHOro BBEIEHHS
KapAioJIiNiHOBOro aHTUTEHY, 110 AAJI0 3MOT'Y BiITBOPUTY XapaKTEPHi iMyHOJIOTIYHI Ta FeMOCTaTUYHI TOPYLIEHHS 1
IeTaJIbHO NOCJIiAUTY NIaTOT€HETUYHI JIAHKY 3aXBOPIOBAHHS. Briepiie MpoBeeHO KOMILJIEKCHY OLIiHKY
eHpoTesianbHOI puchyHKLil npu ekcriepumeHTanbHoMy AQC 3a piBHsamu NO, NO-cuHTas, S-HIiTpO30TioJiB,
eHpoTesniny-1, pakropa BinnebpaHia Ta roMOLUCTEIHY. YTOUHEHO POJIb IOPYLIEHb aHTMOKCHUAHTHOI CUCTEMU Ta
IIEPEKNCHOTO0 OKMCHEHHS JinifiB y po3BuTKy AQC i 10ro MOXUIMBUX YCKJIaAHEHb. JJOIOBHEHO HAYKOBI aHi 00
y4yacTi Ipo3anajbHuX MeIiaTopiB y popMyBaHHI eHIoTestianbpHoi nucdyHKii Ta rinepkoaryssuii. I[laToreHeTH4HO
OOI'PYHTOBAaHO €(PEKTHBHICTh KOMIIJIEKCHOI KOPEKLIii i3 3aCTOCYBaHHSIM aHTUKOATYJISIHTA, IMyHOIJIO0YJIiHY Ta
€HJIOTEJIIONPOTEKTOPHOI aMiHOKUCJIOTH L-apriHiny. [IpakTUyHe 3Ha4€HHSI POOOTH IOJISITA€ Y PO3IMPEHHI YsIBJIEHb
PO MexaHizmu popmyBaHHS eHpoTenianpbHoi aucyHKuii npu AQC Ta BU3HAaYeHHI KOMILIEKCY J1ab0paTOPHUX
MapKepiB, IePCIeKTUBHUX [1J1s OL[iHKY TSDKKOCTI IATOJIOTIYHOTO Ipolecy 1 epeKTUBHOCTI KopeKuii. OTpumani
Pe3yJbTaTU MOXKYTb OYTH BUKOPUCTAHI [J1s1 YIOCKOHAJIEHHS JiarHOCTUYHMX i JiKyBasibHUX niaxonis npu AOC,
OLIiHIOBaHHS €HJOTENiaIbHOI IUCOYHKIII Ta OOIPYHTYBaHHS IaTOT€HETUYHO CIIPSIMOBAHOI KOMIIEKCHOI Teparii.
Pe3ysnbTatul JOCAIIKEHHS BIIPOBAIKEHO B OCBITHIN MPOLEC 3aKJIa/iB BUILIOI MEJUYHOI OCBITU Ta IPAKTUYHY

LiSIZIbHICTh PEBMATOJIOTIYHOTO 1 KapioJIOTiYHOrO KJIiHIYHUX MigPO3aiJiB.

2. The dissertation investigates the pathogenetic mechanisms of endothelial dysfunction in antiphospholipid
syndrome (APS), the relationships between alterations in antioxidant defense, lipid peroxidation, systemic
inflammation and hemostasis, and substantiates approaches to their correction and improvement of diagnostic
and therapeutic strategies. The study was conducted in two stages. The first stage involved a retrospective analysis
of medical records of 54 patients with APS who underwent examination and treatment at the Rheumatology
Department of the Multidisciplinary Medical Center of Odesa National Medical University in 2016-2021. Clinical
and anamnestic data, hemostatic, general clinical, biochemical and immunological parameters, including
antiphospholipid antibodies and C-reactive protein, were evaluated. APS was found to occur five times more
frequently in women than in men. Characteristic cardiovascular, articular, cutaneous, renal, pulmonary and
immunological manifestations and elevated antiphospholipid antibody levels were identified. At the second stage,



the pathogenetic mechanisms of experimental APS and the effectiveness of its correction were investigated in 100
male rats. The animals were divided into five groups: intact animals; untreated animals with induced APS; animals
receiving human immunoglobulin and L-arginine; animals receiving warfarin and immunoglobulin; and animals
receiving combined warfarin, immunoglobulin and L-arginine therapy. Hemostatic parameters, endothelial
function, antioxidant defense, lipid peroxidation and systemic inflammation were assessed. Experimental APS was
accompanied by hypercoagulation, pronounced endothelial dysfunction, oxidative stress and systemic
inflammation. Increased levels of endothelin-1, von Willebrand factor and homocysteine, impaired nitric oxide (NO)
production, increased inducible NO synthase activity and decreased endothelial NO synthase activity and S-
nitrosothiol levels were identified, indicating an imbalance between vasoconstrictor and vasodilator mechanisms
and impaired vascular endothelial function. Suppression of antioxidant defense and activation of lipid peroxidation
were demonstrated by alterations in superoxide dismutase and catalase activities, reduced glutathione levels and
increased concentrations of diene conjugates and malondialdehyde. These findings confirm the importance of
oxidative stress as a pathogenetic component of APS. Experimental APS was also associated with increased levels
of C-reactive protein, interleukin-6, tumor necrosis factor-o and transforming growth factor-ol, demonstrating the
relationship between systemic inflammation, endothelial dysfunction and prothrombotic changes. The highest
therapeutic efficacy was demonstrated by combined treatment with warfarin, human immunoglobulin and L-
arginine. This regimen contributed to normalization of endothelin-1, NO system parameters, S-nitrosothiols, von
Willebrand factor and homocysteine, restoration of antioxidant defense, and reduction of lipid peroxidation
products and systemic inflammatory markers. For most parameters, the results approached those of intact animals
and were superior to those obtained with two-component regimens. These findings substantiate the effectiveness
of simultaneously targeting the coagulation, immune and endothelial components of APS pathogenesis. The
scientific novelty of the study includes improvement of an experimental APS model using subcutaneous
administration of cardiolipin antigen, which enabled reproduction of characteristic immunological and hemostatic
abnormalities and detailed investigation of the pathogenetic mechanisms of the disease. For the first time,
endothelial dysfunction in experimental APS was comprehensively assessed using NO, NO synthases, S-
nitrosothiols, endothelin-1, von Willebrand factor and homocysteine. The pathogenetic role of antioxidant system
impairment and lipid peroxidation in APS and its potential complications was clarified. Scientific evidence
regarding the involvement of pro-inflammatory mediators in the development of endothelial dysfunction and
hypercoagulation was expanded. The effectiveness of combined correction with an anticoagulant, immunoglobulin
and the endothelium-protective amino acid L-arginine was pathogenetically substantiated. The practical
significance of the study lies in expanding current understanding of the mechanisms underlying endothelial
dysfunction in APS and identifying a set of laboratory markers potentially useful for assessing the severity of the
pathological process and effectiveness of its correction. The findings may contribute to improving diagnostic and
therapeutic approaches to APS, assessment of endothelial dysfunction and development of pathogenetically
targeted combination therapy. The results have been implemented in the educational process of higher medical
education institutions and in the clinical practice of rheumatology and cardiology departments.
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pathology and antiphospholipid syndrome. XXIV-i yutanns B.B. IlinBuconpkoro: BroseTeHs maTepiais
HayKoBoi KoHQepeHLii (15-16 TpaBHs 2025 poky). - Oneca: YkpH]II meguuunu TpaHcnopry, 2025. - C. 152-154.
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VIII. 3ak1104Hi BiZOMOCTI

BiacHe IIpizBuie Im's I[1o-6aThKOBI Bactbaunos Pycnan CeprifioBud

TOJIOBH pajgu

Biacue IpizBume Im's ITo-6aThKOBI Bacrbanos Pycnan CeprifioBuy

TOJIOBYIOYOTO Ha 3acCimaHHi

BigmoBizasibHU 32 MiATOTOBKY ITerpo Bopucosu4 AHTOHEHKO

00JIIKOBHX JOKYMEHTIB

Peectparop IOpueHko TetsiHa AHaToOJiiBHA

KepiBHuK Bigginy YKpIHTEI, mo €
BiZIIOBiZaJIbHUM 32 peeCcTpallilo HayKOBOi

OisIIBHOCTI

[Opuenko TersiHa AHaToJiiBHA



