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1. KysikoBa InHa IleTpiBHa

2. Kuvikova Inna Petrivna

KBasmigikamis:

InenTudikarop ORCID ID: He 3acrocosyerbcs
Bup, pucepranii: kanguzaar Hayk
AcnipaHTypa//IOKTOpPaHTypa: Hi

IIIn¢dp HayKoBOi cHeniaJIbHOCTI: 14.01.12
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OcBiTHBO-HayKOBa Mporpama 3i creniaJbHOCTI: He 3acTocoByeTbCs

Jara 3axHcCTy: 17-04-2018

CrneniaJbHICTh 3a OCBITOIO: JlikyBasibHa CripaBa

Micue po6oTH 3400yBava: HaykoBo-mocijHuii iHCTUTYT peabisitauii iHBasiniB (HaBYaIbHO-HAYKOBO-

JIiKyBaJIbHUI KOMILIEKC) BIHHMILIBKOTO HAlliOHAIbHOTO MEIUYHOTO yHiBepcuTeTy iM. M. 1. [Inporosa
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InenTudgikarop ROR: He zacrocosyerscs



I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT

Iudp cnenianizoBaHoi BYEHOI pagH (pa30Boi CIeliagai30BaHOi BYE€HOI pazu): [l 11.600.04
IloBHe HaiMeHYBaHHSI IOPHUAHUYHOI 0COOH: [IOHELbKNIT HAL[IOHAIBHU MEAVYHUI yHIBEPCUTET

Kopg 3a €IPIIOY: 02010698
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dopma ByracHoCTI:

Cdepa ynpaBiriHHS: MiHiCTEPCTBO OXOPOHH 3710POB ' YKpaiHu

InenTudikarop ROR: He zacrocosyerscs

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

BHKOHAHO JHCEPTaIlilo

IIoBHe HaﬁMeHyBaHHﬂ lOpI/I,ZLH‘IHO'l' 0COO0MH: HaykoBo-gocnigHuil iHCTUTYT peabinitauii iHBamnizais
(HaBuasIbHO-HAYKOBO-JIIKyBaJIbHUM KOMILJIEKC) BiHHMIIPKOTO HalliOHaIbBHOTO MEIUYHOTO YHiBepCcUTETY iM. M. L.

[Tuporosa

Kopg 3a €IPIIOY: 03191667

Micuesnaxo,szeHHﬂ: XMenbHuULbKe moce, 104, M. BinHuig, BiHHULbKUN p-H., BinHunbka 06:1., 21029, Ykpaina
dopma BaacHOCTI:

Cdepa ynpaBriHHS: MiHicTepPCTBO OXOPOHH 3/10POB's YKpaiHu

ImenTudikarop ROR: He zacrocoyerbcs

V. BimomocTi npo gucepraniio
Moga guceprariii:
Koau TemaTHYHHX PYOPHK: 76.29.31

Tema guceprauii:
1. Tinepromonucreinemis Ta acoLilioBaHi 3 HeI0 MeTaboJIiuHi OpyIIeHHs 5K (PaKTOpU PU3UKY YPaKEHHS Cy[IUH Y

XBOPHUX Ha aHTU(POCHONINiTHNNA CUHIPOM

2. Hyperhomocysteinemia and associated with it metabolic disorders as risk factors for vascular damage in
patients with antiphospholipid syndrome

Pedepar:

1. O6’exT mocnimxenns — antudocdomnininauit cunapom (AQC); meta — MigBUIMUTYU €PEKTUBHICTb [iarHOCTUKU
CepLEeBO-CYAMHHUX YpaXXeHb y XBopux Ha ADC muigxom fociifkeHHs podi rinepromouucteinemii (I'TLL) ta
aCOLIMOBaHUX 3 HEI0 META00JIiYHUX, CYIMHHUX i FEHETUYHUX YMHHUKIB Y (POPMYyBaHHi CTPYKTYPHO-
dyHKIiOHATBHUX 3MiH Y CYAMHAX; METOIU — KJIiHiYHEe OOCTeXXeHHs, 6i0xiMiuHi, iMyHOdepMeHTHi, iMyHOXIMiuHMI 3
€JIEKTPOXEMIIIIOMiHICLIEHTHOIO JeTeKlliel0, MiKpo6iosloriyHuii, reHoTUITyBaHHS (aMILTidikallisg 3a JOIIOMOTro0
[I0JIiIMEPa3HOi JIAHLIOTOBOI peakllii 3 HACTYIIHMM PECTPUKLINHUM aHaJli30M), iIHCTpYMEHTAJIbHI (exoKapaiorpadis,
Jonmnep-exokapaiorpadisi, MarHiTHoO-pe3oHaHCHa Tomorpadist, KOMITIOTePHA ToMorpadis, KopoHaporpadis,

aHriorpadis, pnedorpadis), cTaTUCTUYHI; HOBU3HA Ta pe3yJbTaTu — Bleplie y xBopux Ha ADC o1jiHeHO 4YacToTy



I['T1l, BuBuY€HO ii B3a€MO3B'SI3KU 3 Pi3HUMU PaKTOpaMu (TeHETUYHUIA os1iMopdism 1o 5,10-
MmeTuieHTeTparigpodonarpenykrasi (5,10-MTI'OP), nucninigemis, cratyc BitamidiB B9 i B12, mapkepu cucteMHOro
3anajieHHs), IepebiroM 3aXBOPIOBAHHS Ta CTPYKTYPHO-(PYHKLIOHAIbHMMHU 3MiHAMM CEPLIEBO-CYJMHHOI CUCTEMY;
CTAHOBJIEHO, 1J0 Y XBOPUX Ha NepBUHHUI Ta BTOpUHHUN ADC 3 BCOKOIO YacToTOoI0 (32,4 % - 52,1 %) 3ycTpiuaeTbCst
I['TL, sKa acoLil0eTbCA 3 HAABHICTIO apTepiajibHOI rinepTexsii, MajaiHHAM, BUCOKMMU PiBHAMU C-pEaKTUBHOTO
nporeiny (CPII) ta inTepseikiny-6 (IJI-6), anTuTin 1o Kapgiosininy Ta 6eta-2 ruaikonpoteiny-1(I'T1-1), YonoBiuoio
CTaTTIO; BU3HAYEHUI BHECOK CTaTycy BiTamiHiB B9 i B12 Ta reneTnyHoro nosuimop@ismy no 5,10-MTI'OP B po3BUTOK
I'TLI, i moka3aHo, 1J0 OCTaHHS € CAaMOCTIHUM, HE3aJIEXXHUM Bifl AuCinigemii pakTopoM pu3uKy pO3BUTKY CEPLIEBO-
CY[IMHHUX YUIKO/KEHb; BIepile B YKpaiHi JociiykeHa IOMMPEHICTh reHeTUYHOTO roJiimopdismy rexa 5,10-MTI'OP
110 677 HYKJIEOTUy Y XBOPMX i3 pisHMMU BapiaHTamu AQC, OLiHEHO 10T0 3B'30K 3i CTaTyCOM BiTaMiHiB,
aHTUQPOCOINIAHUMIU aHTUTLIAMU, MapKEePaMHU 3allajieHHs, IOPYLUEHHSIMHU JIiiAHOTO 0OMiHY Ta YPasKEHHSIM
Cy[lMH; OLliHEeHO 3abe3nedeHicTs BitamiHamu B9 ta B12 y xBopux Ha ADC i nokazaHo, mo Haibineme gedinut
BiTaMiHiB BY Ta B12 acouiioeTtscs 3 piBHeM romouucreiny, CPII ta 1JI-6, MeHII010 Mipoo — 3 BIKOM Ta BMiCTOM
JliniziB; nokasaHo, mo Aediunt BiTaminis B9 ta B12, a 0co6i11Bo KOMOiHOBaHa iX HEOCTATHICTb, Y 3HAYHOI YaCTUHU
Nali€HTIiB IOE€IHYETHCS 3 IOPYLIEHHSIMU CTPYKTYPHO-(PYHKILIOHAJIBHOTO CTaHy CEPLS; BCTAHOBJIEHO, L0
KOHILIEHTpaLlii pO3UNHHOI'0 TPOMOOMOIYJIiHY Ta €HA0TeliHy-1 € paHHIMU MapKepaMu YIIKOIPKEHHS €eHI0TeJiio y
xBopux Ha AQC, OCKisIbKM TiCHO acOLil0I0ThCSI 3 CYOKJIIHIYHUMU NIPOSBaMU aTEPOCKIEPOTUYHOTO YPKEHHSI CYI1H;
IIOKa3aHo, 1O PiBHi PO3YMHHOTO TPOMOOMOZYJIHY Ta €HJI0TEeNiHy-1 B CMpPOBaTLi KPOBi TicHO acouitooTrecs 3 [T,
nedinuTom BiTamiHiB B12 i B9, rinepripoaykuieto aHTUTIN 00 Kapaioininy ta 6eta-2 I'TI-1, a y oci6 3i BTOpUHHUM
A®C - me 11 3 BUCOKOIO aKTHUBHICTIO 3aXBOPIOBAHHS; 3HAUE€HHS Pe3yJIbTaTiB NOCIiI)KeHHS 1J1s KJIiHiYHOI IPaKTUKU
oJIsirae y BU3BHAUEHHI J1ab0paTOPHO-AiarHOCTUYHOIO KOMILJIEKCY 00CTexXeHHs XxBopux Ha ADC, mo 1o3Bosisie
BUSIBUTH NALIIEHTIB 3 HECIIPUSTIUBUM NPOQisieM PU3NAKY CYAUHHUX YPAXKEHb; BIIPOBAIPKEHO — Y JIIKYBaJIbHO-
IiarHOCTHUYHY poOOTY Binzlinly HEKOPOHApPHUX XBOPOO cepls Ta peBmarosorii 1Y «HanionanbHu HAyKOBUI LIEHTP
«InctutyT Kapniosorii imeHi akagemika M. . Crpaxecka» HAMH Ykpainu», Binnunpkoi o6s1acHoi KiaiHiyHOi JikapHi
imeni M. 1. [Iuporosa, HaykoBo-10CIifHOr0 iHCTUTYTY peadiiTalii iHBasifis BIHHMIIBKOro HaliOHAILHOTO
MEJUYHOro yHiBepcureTy imeHi M. . [Inporosa, BUKOPUCTOBYIOTbCSI B HABUYAJIBHOMY IIPOLECi Kadenp BHYTPIlIHbO]
menuiau N2 1, N2 2, N2 3, kadenpu kiiHiuHOi (papmakosiorii BiHHUI[PKOTO HalliOHAJIBHOTO MEJIUYHOTO
yHiBepcuTeTy imeHi M. 1. [Iuporosa, kadpenpu BHyTpilHbOI MeaunuHu N2 2 [IBH3 «TepHoninbCbKuil Aep>KaBHUN
MeIUYHNI yHiBepcuTeT iMeHi L. SI. [op6auyeBChKOro»; rajry3b BUKOPUCTAHHS — JIIKYBaJIbHO-I1arHOCTUYHUI MTPOLEC
PEBMATOJIOTIYHUX Ta TEPANIEBTUYHUX BiilijIeHb, HABYAJIbHUI ITpouec Kadeap TeparneBTUYHOro Npodinio MeguyHuX

HaBYaJbHUX 3aKJIaJIiB.

2. Subject of research - antiphospholipid syndrome (APS); objective - to improve diagnostic efficiency of
cardiovascular pathology in patients with APS by studying hyperhomocysteinemia (HHC) role as well as associated
metabolic, vascular and genetic factors in the development of structural and functional changes in vessels;
methods - clinical examination, biochemical, elecrochemiluminescence immunoassay, enzyme immunoassay,
microbiological, polymerase chain reaction, instrumental methods, mathematical methods for statistical analysis of
the data obtained; scientific novelty and results - HHC incidence in the patients with APS, its relationships with
various factors (5,10-MTHFR genetic polymorphism, dyslipidemia, vitamin B9 and B12 status, systemic
inflammation markers), the course of the disease and structural and functional changes in the cardiovascular
system were first evaluated; high HHC frequency rate (32.4% - 52.1 %) was found in the patients with primary
antiphospholipid syndrome and secondary antiphospholipid syndrome, being associated with arterial
hypertension, smoking, high CRP and IL-6 levels, antibodies to cardiolipin and beta-2-GP-1, male sex; the role of
vitamins B9 and B12 status as well as 5, 10-MTHFR genetic polymorphism in HHC development was determined,
and HHC was demonstrated to be an independent risk factor for cardiovascular diseases, unrelated to
dyslipidemia; the prevalence of genetic polymorphism of 5, 10-MTHFR gene at nucleotide 677 in the patients with
different variants of APS was first investigated in Ukraine, its relationship with vitamins status, antiphospholipid
antibodies, inflammation markers, lipidosis and vascular disease was estimated; vitamins B9 and B12 supply in the
patients with APS was evaluated, and deficiency of vitamins B9 and B12 was found to be associated with of HC, CRP



and IL-6 levels, to a lesser extent - with age and lipid contents; vitamins B9 and B12 deficiency, their combined
deficiency in particular, was demonstrated to be associated with structural and functional cardiac status in
majority of patients; the concentration of soluble thrombomodulin and endotheline-1 was found to be early
markers of endothelium damage in the patients with APS because of their close association with subclinical
manifestations of atherosclerotic vascular disease; the levels of soluble thrombomodulin and endotheline-1 were
shown to be closely associated with HHC, deficiency of vitamins B12 and B9, hyperproduction of antibodies to
cardiolipin and beta-2-GP 1, and in secondary APS patients - with high disease activity as well; the results of the
study are of great significance for clinical practice because of the determination of laboratory and diagnostic
complex measures for examination of the patients with APS, promoting the detection of the patients with
increased risk of vascular lesions; introduction - diagnostic and treatment work of Department of non-coronary
heart diseases and rheumatology of state institution “National Scientific Center “Strazhesko Institute of
Cardiology” of Ukrainian NAMS”, Vinnytsia Regional Pirogov Memorial Clinical Hospital, Research Institute of
Rehabilitation of Vinnytsia National Pirogov Memorial Medical University, is used in educational process of
Departments of Internal Medicine No 1, 2, 3 and Department of Clinical Pharmacology at Vinnytsia National
Pirogov Memorial Medical University, Department of Internal Medicine No 2 at state higher education institution
“Ternopil State Gorbachevskyi Memorial Medical University”; scope of use — diagnosis and treatment at
departments of rheumatology and therapy, educational process at the chairs of therapy of medical educational
institutions.
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VIII. 3akr04Hi BimoMocTi

Biacue IpizBuie Im's [10-6aTbKOBI Cunsraenxo Oier BosioagnmMnpoBuy
rOJIOBH pajgu

Biiacue IlpisBume Im's I1o-6aThKOBI CutsTieHKo Oer BologuM1poBH
rOJIOBYIOYOTO Ha 3acCifiaHHi

BigmoBigasbHUH 32 MiATOTOBKY

00JIIKOBHX JOKYMEHTIB

PeecTpartop

KepiBHuk Bigginy YKpIHTEI, mpo €
BiZIIOBiZaJIbHUM 3a peECTpallil0o HAyKOBOIi IOpuenko T.A.

OisIJIbHOCTI




