O0Js1ikoBa KapTKa aucepTaii

I. 3arasibHi BimOMOCTI

Jep>kaBHUH 00J1iKOBHI HOMeP: 0420U102038
Oco006J1uBi TO3HAYKH: BinKpura

JaTa peectpauii: 24-11-2020

Craryc: 3axumeHa

PexBi3utu Hakasy MOH / Haka3y 3aKjazy:

I1. BizomocrTi nipo 3700yBaya

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. PeBka Osibra BosmonumupisHa

2. Revka Olha V.

KBasmigikamis:

InenTudikarop ORCID ID: He 3acrocosyerbcs
Bup, pucepranii: kanguzaar Hayk
AcnipaHTypa/JIOKTOpPaHTypa: Tak

IIIndp HaykoBOi cneniagabHOCTI: 03.00.04
Ha3Ba HayKoBOIi CcIeniaJIbHOCTI: Bioximis

T'anyss / ramysi 3HaHB. He 3aCTOCOBYETHCS

OcBiTHBO-HayKOBa Mporpama 3i creniaJbHOCTI: He 3acTocoByeTbCs

Jara 3axucTy: 16-11-2020

CreniaJIbHICTh 32 OCBITOIO: Biojoris

Micue po6oTH 3400yBayva: Incrutyr 6ioximii im. O. B. ITananina HaujonanbHoi akazemii Hayk Ykpainu

Kopg 3a €IPIIOY: 05417288

Micue3HaxoaKeHHS: ByJI. JleoHTOBUYa, 6yA. 9, M. KuiB, KuiBceka 0671, 01030, Ykpaina

dopma BaacHOCTI:

Cdepa ynpaBiriHHS: HaujonasnbHa akaziemis HayK YKpaiHu

ImenTudikarop ROR: He zacrocoyerbcs



I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT
Iudp cnenianizoBaHoi BYEHOI pagH (pa30Boi CIeliaJai30BaHOi BYEHOI pazu): [l 26.240.01

IloBHe HaiMeHYBaHHSI IOPHUAUYHOI 0COOH: IHCTHTYT 6ioximii im. O. B. ITananina HaujonanbHoi akazemii

HayK YKpaiHu

Kopg 3a €IPIIOY: 05417288

Micue3HaxoaKeHHS: ByJ1. JleonTOBUMYa, 6yx. 9, M. Kuis, Kuiscbka 0611., 01030, Vkpaina
dopma BaacHOCTI:

Cdepa ynpaBiiHHS: Haujonanbna akaziemist Hayk Ykpainu

InenTugikarop ROR: He zacrocosyerscs

IV. BizomocTi nipo nmiznpueMcTBO, yCTaHOBY, OpraHisalliio, B sIKii 0yJ10
BUKOHaHO JHUCEPTALil0

IloBHe HaiMEeHYBaHHSI IOPHUAHUYHOI OCOOH: IHCTUTYT 6ioximii im. O. B. ananina HaujonanbHoi akazemii
HayK YKpaiHu

Kopg 3a €IPIIOY: 05417288

Micuesnaxo,szeHHﬂ: ByJL. JleonToBMYa, 6yz. 9, M. Kuis, Kuicbka 0611., 01030, Ykpaina

dopma BaacHOCTI:

Cdepa ynpaBiriHHS: HaujonasnbHa akajiemis HayK YKpaiHu

ImenTudikarop ROR: He zacrocoyerbcs

V. BimomocTi npo gucepraniio
Moga guceprariii:
Koau TemaTHYHHUX PYOPHK: 34.15.47, 76.03.31

Tema guceprauii:
1. KoopauHyBaHHSI [Ipo1ieciB TPOMOOYTBOPEHHS Ta PiOpMHOIII3Y 3a y4acCTi KIIITUH KPOBi

2. Coordination of thrombus formation and fibrinolysis by blood cells

Pedepar:

1. Incepraniiina po60Ta IpUCBIYEHA JOCIIIKEHHIO POJIi KIITUH KPOBi — MOHOLIMTIB, HEUTPOQiIiB Ta TPOMOOLUTIB —
y KOOpAMHYBaHHI IpoleciB yrBopeHHs ¢ibpuHy Ta ¢ibprHOi3y. Biepuie nokazaHo, [0 MOHOLMTHU 30iIbIIYIOTh
WBUKICTb GopMyBaHHS QiOPUHOBOrO 3ryCTKY, 3MIl[yI0UM FeMOCTATUYHU 6ajlaHC NPOLeCiB 3ropTaHHs Ta Ji3ucy
(i6pUHOBUX 3ryCTKiB B 6ik TPOMOOYyTBOPEeHHS1. HelTpodinu 3 0lHaKOBOIO €(PEKTUBHICTIO IPUCKOPIOIOTh YTBOPEHHSI
Ta Ji3uc PiOpUHOBUX 3TYCTKIB, 3MEHIIYIOYY 3arajibHMI Yac iCHyBaHHS (iOpUHOBOrO 3ryCTKy BABidi. Bnepe
IIPOJIEMOHCTPOBAHO, 110 TPOMOOLIUTH BUCTYIIAIOTh LIEHTPaMU noJimepu3saliii ¢pi6puHy Ta mpocTopoBoi opraHisarii
CTPYKTypHU (piGpUHOBOIO 3TYCTKY, 110 CIIpHs€E IPUCKOPEHHIO Ta KOOPAUHYBAHHIO Yy IIPOCTOPI Ta yaci NpoLeciB
($i6bpuHOYTBOpPEHHS 1 PIOPUHOII3Y Ta OOMEXY€e PO3Mip TPOMOY i Yac Moro icHyBaHH4. [IokasaHo, 0 TPOMOOLUTH,
SIKi HUPKYJIIOIOTh B KPOBOTOLL, IPAKTUYHO HE HECYTb HAa CBOill NoBepxHi Glu-1n1asmiHoreH, HAaTOMICTb 3B'3YIOTb

TKQHMHHUI aKTUBATOP I71a3MiHOT€HY. ATOHiCT-CTUMYJIbOBaHi TPOMOOLIUTH HAOYBaIOTh 3IATHOCTI 3B'S13yBaTH



IJ1a3MiHOTeH Ta MifBUIYBATU KiJIbKiCTb a6COPOOBAHOTO TKAHMHHOTO aKTMBATOpa. B3aemozis nia3miHoreHy Ta
TKAQaHMHHOTO aKTHUBAaTOPA 3 TPOMOOIIMTAMHU 3IiCHIOETHCS 3a Hi6PUH-3aJIesKHUM Ta QiOpUH-HEe3aJIeSKHUM HIISTXOM.
BcTaHOBIIEHO KisIbKICTD MJ1a3MiHY, 1J0 T€HEPYETHCS 3 COPOOBAHOTO HA IIOBEPXHi aKTMBOBAHMX TPOMOOLIUTIB
IIJIa3MiHOTEHY 32 [ii €HJ0reHHUX (TKAaHMHHOTO aKTUBATOPA i ypOKiHA3M) Ta €K30T€HHUX (CTPENTOKIHA3M)
aKTUBATOPiB. Briepie BU3BHaYEHO OKPEMI MOJIEKYJIIPHI MEXaHi3MH, 3a SKMMU KJIITUHY KPOBI KOOPAVHYIOTh
YTBOpEHHS! Ta Jiizuc pi6bpUHOBUX 3ryCTKiB. [l0 IMX MexaHi3MiB BiITHOCSTbCS: - €HAO0Teil-He3aJIeXKHUH IIsIX
aktuBalii nporteiny C, 3a gxoro akrualis rnpoteiny C BifdyBaeTbcs 6€310CepeIHbO Ha MOBEPXHI TPOMOOLIUTIB,
MOHOLMTIB Ta HEUTPOQIJIiB; - CTUMYJISILISL PeaKLii aKTUBALLii J1a3MiHOT€HY TKAHMHHUM aKTUBAaTOPOM IJIa3MiHOT€HY
KOMIIOHEHTaMU IPOTPOMOIHOBOIO KOMILJIEKCY Ha IIOBEPXHi aKTUBOBAaHMX TPOMOOLIUTIB, i, BiZITIOBiIHO, MiACUIIEHHS
reHepyBaHHJ [1JIa3MiHy; - CTPYKTypu3allisg TpombouuTaMy Gi6pUHOBOrO 3TYCTKY, aKyMYJIsLlisl Ha iX IOBEPXHi
(i6pUHY, 3 SIKMM 3B'SI3yI0ThCS [1JIa3MiHOTE€H i TKAHVMHHUI aKTUBATOP IJIa3MiHOT€HY Ta (POPMYIOTbCS LLEHTPH iHiLjalLi
nizucy piGpUHOBOrO 3ryCTKy. 17151 BUSIBJIEHHS! IOPYILIEHb FEMOCTAaTUYHOTO 6allaHCy Y XBOPHUX 3 PE3UCTEHTHOIO
apTepiasbHOIO TIEPTEH3I€0 3aIIPONIOHOBAHO BU3HAYATH KiJIbKICHI TapaMeTPY KPUBOi ONITUYHOTO MOTJIMHAHHS
YTBOPEHHS Ta Jiizucy QibpuHy y 6€3TpoMOOLIMTAPHIl N1a3Mi Ta 11a3Mi, 36aradeHiit pombountamu. OTpumai
pe3yJIbTaTU € BaKJIMBUMU 1711 PO3YMiHHSI POJli KJIITMH KPOBi y KOOPAVHYBaHHI YTBOPEHHS Ta PO3YUHEHHS TPOMOY,
1[0 MOXKe OyTY BUKOPUCTAHUM [1J11 PO3POOKM HOBUX Ta BIOCKOHAJIEHHS iCHYIOUMX METO/IB 1iarHOCTUKU Ta

JIiKyBaHHSI 1aTOJIOTIYHUX CTaHIB, [I0B'I3aHUX 3 PO3BUTKOM CEPLIEBO-CYAUHHUX 3aXBOPIOBaHb.

2. PhD thesis highlights the investigation of the role of blood cells - monocytes, neutrophils and platelets - in
coordination of thrombus formation and thrombolysis. For the first time it has been shown that monocytes have a
direct impact on the formation of a fibrin clot, shifting the hemostatic balance of the coagulation/lysis process
towards thrombus formation. Neutrophils equally accelerate the formation and lysis of fibrin clots, reducing the
overall lifetime of the fibrin clot by half. Using the method of real-time confocal microscopy, it has been shown for
the first time that platelets act as centers of fibrin polymerization and organization of the fibrin clot structure,
which promotes the acceleration and spatiotemporal coordination of coagulation and fibrinolysis and limits the
size and lifetime of thrombus. By using flow cytometry and enzymatic activity determination methods it has been
shown that platelets circulating in the bloodstream do not carry Glu-plasminogen on their surface but are able to
bind it after activation. Confocal microscopy and spectrofluorimetry have demonstrated for the first time that
native platelets are able to bind tissue plasminogen activator, and it has been shown that the interaction of tissue
plasminogen activator with platelets is possible through fibrin-dependent and fibrin-independent mechanisms.
The amount of plasmin generated on the surface of activated platelets by the action of endogenous (tissue
plasminogen activator and urokinase) and exogenous (streptokinase) activators has been established. For the first
time new molecular mechanisms by which blood cells coordinate the formation and lysis of fibrin clots have been
identified. These mechanisms include: - endothelium-independent pathway of protein C activation, in which
protein C activation occurs directly on the surface of platelets, monocytes and neutrophils; - stimulation of
plasminogen activation by tissue plasminogen activator by components of the prothrombin complex in the
presence of activated platelets, and, accordingly, enhancement of plasmin generation; - structuring of fibrin clot
by platelets, and accumulation of fibrin on their surface, where plasminogen and tissue plasminogen activator can
be bound to form centers of lysis initiation. For the evaluation of the complex effects of different platelet activities,
a new method has been proposed, using platelet-rich plasma in clot waveform analysis. Investigation on platelet-
rich plasma samples from patients with arterial hypertension have shown the suitability of such an approach for
more adequate evaluation of the balance between procoagulant and anticoagulant processes in the plasma
(including platelet-mediated) and, as a consequence, for more reliable differentiation of healthy donors and
hypertension patients which should improve therapeutic approaches. The obtained results are important for
understanding the role of blood cells in coordination of thrombus formation and dissolution, which can be used to
improve existing and develop new methods for the diagnosis and treatment of pathological conditions associated
with the development of cardiovascular diseases.

Jep>kaBHHH peecTpauiiiHuii Homep [IiP:



IIpiopuTeTHHI HaNIpSIM PO3BUTKY HayKH i TEXHIKH:
CrpareriyHui# NpiopHTETHHUI HAIIPSIM iHHOBaLiHHOI AiSJILHOCTI:
IlizcyMKu BOCIiAKEHHS:

Iyosikarrii:

HayKkoBa (HayKOBO-TE€XHiYHa) IPOAYKILis:
Comnia;ibHO-eKOHOMIYHA CIIPSIMOBaHiCTh:

OxopoHHi gokymeHTH Ha OIIIB:

BrnpoBaakeHHs pe3yJIbTaTiB AHCepTalii:

3B'SI30K 3 HAYKOBHMH TEMaMH:

VI. BizomocCTi Ipo HayKOBOr0 KEPiBHHKA /KEPiBHUKIB (KOHCYJIbTaHTA)

Bsacue IlpizBuuie Im's I1o-6aThKOBI:
1. 'punenko TersgHa BikropiBHa

2. Grinenko Tatiana Viktorovna

KBasigikanis: 1.6.u., 03.00.04
InenTudikarop ORCID ID: He 3acrocosyetscs
JoparkoBa indpopmamnist:

TloBHe HaliMeHYBaHHSI IOPHUAHUYHOI OCOOH:
Kop 3a €IPIIOY:

Micue3HaxoaKeHHS:

dopma BaacHOCTI:

Cdepa ynpasiiHHS:

ImenTudikarop ROR: He zacrocosyerbcs

VII. BizomocTi npo odiniiHNX ONIOHEHTIB Ta PELeH3€HTIiB
OdiuiiiHi OTIOHEHTH
Baacue IlpizBumie Im's Ilo-6aTbKOBI:

1. BeproBka Cepriit BikTopoBud

2. Verevka Sergiy Viktorovych

KBasigikamis: 1. 6. 1., 03.00.04
ImenTudikarop ORCID ID: He zactocoyeTrbes
JonaTkoBa iHdopmalist:

IloBHEe HaMEHYBaHHS IOPHIHYHOI 0COOH:



Kopg 3a €IPIIOY:
Micue3HaxoaKeHHS:
dopma BaacHOCTI:
Cdepa ynpasiiHHS:

Imentudikarop ROR: He zacrocoyerbcs

BiacHe IlIpizBuie Im'sa I1o-0aTbKOBI:
1. IBopwenko Karepuna OnexkcaHgpiBHa

2. IBopmeHko Karepuna OsiekcaHpiBHa
KBasmigikanis: 1.6.1.,03.00.04
InenTudikarop ORCID ID: He 3acrocosyerbes
JoparkoBa iHdpopmamnist:

IloBHe HaliMeHYBaHHSI IOPHUAHUYHOI OCOOH:
Kopg 3a €1PIIOY:

Micue3Haxoa KeHHSI:

dopma Bi1acHoCTI:

Cdepa ynpasiiHHS:

Inentudikarop ROR: He zacrocosyerscs

PeuenseHTu

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. YepnuieHko Bonogumup OsiekcaHapoBUY

2. Chernyshenko Volodymyr Olexandrovych
KBasmigikamis: . 6. 1., 03.00.04
InenTudikarop ORCID ID: He 3acrocosyerbcs
JoparkoBa iHdpopmamnist:

IloBHe HaiMeHYBaHHSI OPHUAHUYHOI OCOOH:
Kop 3a €IPIIOY:

Micue3Haxoa KEeHHSI:

dopma ByracHoCTI:

Cdepa ynpassriHHS:

InenTudikarop ROR: He zacrocosyerscs

Baacue IlpizBumie Im's Ilo-6aTbKOBI:
1. BeproBka Cepriit BikTopoBu4

2. Verevka Sergiy Viktorovych



KBasigikamis: 1. 6. 1., 03.00.04
InenTudikarop ORCID ID: He 3acrocosyerses
JoparkoBa iHdpopmamnist:

IloBHe HaiMEeHYBaHHS IOPHIHYHOI 0COOH:
Kopg 3a €1PIIOY:

Micue3Haxoa KeHHSI:

dopma By1acHoCTI:

Cdepa ynpasiiHHS:

InenTudikarop ROR: He zacrocosyerscs

VIII. 3aKkJII04Hi BiZoMOCTi
BiiacHe IIpi3Buine Im'sa ITo-6aTbKOBI

TOJIOBH pagu

BsiacHe IIpizBuie Im'sa ITo-6aTbKOBI

rOJIOBYIOYOTO Ha 3acigaHHi

BigmoBigasbHUM 32 MiATOTOBKY

00JIIKOBHX JOKYMEHTIB

PeecTpartop

KepiBHuKk Bigginy YKpIHTEI, mpo €
BiZIOBiZaJIbHUM 3a peecTpallilo HayKOBOIi

OisIIBHOCTI

Kocrepin Ceprint OnexciioBud

Beaukunt Mukosia MukojiaioBnuy4

FOpuenko T.A.



