O6J1ikoBa KapTKa [IiP

I. 3arasibHi BimOMOCTI

Jep>kaBHHH 00J1iIKOBHI HOMep: 0223U001447

Jep>kaBHUH peecTpaniliHuI HOMeP: 0118U000377

Oco06J1uBi TO3HAYKHU: Binkpura

JaTa peecrtpamnii: 28-01-2023

II. Etran BukoHnauus JiP
Homep eramny: 1

Ha3sBa eramny: MoJekynsipHi Ta KIiTHHHI MeXaHi3Mu peasnisalyi aii ny1a3miHoreH /m1a3mMiHOBOI cUCTeMU 32 HOpMU

Ta MaTOJIOTII.
IToyaTok eramy: 01.2018
3aKkiH4YeHHs eTamy: 12.2022

Buz 3BiTHOrO AOKYMEHTA: OCTaTO4HMIA 3BiT

I11. BizomocTi npo BukoHaBus JIiP

IloBHe HaliMeHYBaHHSI IOPUAUYHOI 0coou (260 ITIB ¢izuyHOi 0c00H): IncTUTYT GioXiMmii iM. O. B.

[Manapina HanjoHanbHOI akameMii HayK YKpaiHu

Kopg 3a €IPIIOY: 05417288

Micue3Haxoa KeHHS: By JleontoBuya, 6yx,. 9, m. Kuis, 01054, Vkpaina
dopma BaacHoOCTI:

Cdepa ynpaBiiHHS: Haujonanbna akaziemist Hayk Ykpainu
InenTudgikarop ROR: He zacrocosyerscs

Poamip opranisarii:

TenedoH: 380442345974, 380442796365

IV. BimomocrTi nnpo criiBBUKOHaBIIiB [IiP



V. BimomocrTi npo 3amoBHHKa [IiP

IloBHe HaliMeHyBaHHS IOPHAHYHOI 0coou (a6o ITIB PpizuuHO0i 0c06H): HaujoHanbHa akasemis Hayk

Ykpainu

Kopg 3a €EIPIIOY: 00019270

Micuesnaxo,szeHHa: ByJI. Bononumupceka, 6ya. 54, m. Kuis, 01601, Ykpaina
dopma BaacHOCTI:

Cdepa ynpasiiHHS:

ImenTudikarop ROR: He zacrocoyerbcs

Poamip opranisanii:

TenedoHn: 380442343243

VI. I>kepeJia, HanpsiMHu Ta oocsiru pinaHcyBaHHs JIiP

IlincraBa ojist npoBeaeHHs [iP: 34 - norosip (3aMOBJIEHHS) 3 IEHTPaTbHUM OPraHOM BUKOHABYOI BIajy,

akazemielo HaykK (TOJIOBHUMM PO3NOPSIHUKAMU OI0pKETHUX KOWITIB Ha TposefeHHs HIIJIKP)

Hampsam (l)iHchyBaHHﬂ: 2.1 - pyHIaMeHTabHI JOCIIIPKEHHS
I>kepesia piHaHCYBaHHS

7713 - KOWTH ep>KO0I0A KeTy

Kopg, nporpamuoi kinacudikanii BupaTkis i KpegurysaHHs (KITKBK): 6541030

dakTuyHHi 06car ¢piHaHCyBaHHS (THC. IpH.): 11467.315




VII. BizomocrTi npo IiP
Ha3sBa po6oTH yKpaiHCBHKOIO:

MouexyJsisipHi Ta KJIITUHHI MeXaHi3Mu peanisalii fii nia3miHoreH/n1a3MiHOBOI cUCTEMY 32 HOPMU Ta MATOJIOT.

Ha3sBa po6oTH aHIJIilICbKOIO:

Molecular and cellular mechanisms of action implementation of plasminogen/plasmin system in norm and
pathology.

Pedepar yKpaiHCBKOIO:

JlocnifgskeHo poJlb Pi3HUX JOMEHIB Ta crielupiYHUX AiITHOK MOJIEKY N (i6puH(OreH)y, a Tako>K KPUHIJIOBUX
IIOMEHIB I1a3MiH(oren)y, y cnenngivHoMy MXXKMOJIEKYJIIPHOMY pO3Ii3HaBaHHi Ta ininianii ¢pi6puHonisy. OpepkaHi
PEe3yJIbTaTU € KOPUCHUMU IJIs1 PO3YMiHHS MIPKMOJIEKYJISPHUX B3a€MOJiH, SIKi € BU3HAa4YaJIbHUMU IJ14 iHinianii
(iGprHOII3y Ta peryy0BaHHS IWBUAKOCTI pyHYBaHHS (PiOpUHOBUX 3TyCTKIiB. Briepie nokasaHo, o TpOMOOLUTAPHI
MiKpoarperaTu € LieHTpaMH iHinjanii yreopeHHs Gi6puny 3 pibpuHOreHy niaa3mu. AKTUBOBaHI TPOMOOLIATH,
3B'SI3yI0YH IJIa3MIHOT€H Ta TKAHMHHUI aKTUBATOP IJIa3MiHOTEHY Ha CBOIll I0BEPXHi, BUCTYIIAIOTh OCEPEIKAMU
ininjanii npouecy sisucy 3ryctky. Po3po6sieHo Ta ONTMMIi30BaHO MiAXON 3 BUTIJIEHHS Ta XapaKTE€PUCTUKU
MIKPOYaCTOK TPOMOOLMTAPHOTO MOXOAKEHHS 3 I1J1a3MU KPOBi JOHOPIB, BCTAHOBJIEHO IIPUCYTHICTh NIPOTEiHIB
(i6pUHOJITUYHOI CUCTEMHU B MO3aKJIITHHHUX MiKPOBE3UKYyJIax TPOMOOLUTIB. SIKICHUI Ta KijIbKiCHMII aHai3
IIPOTEOMHOTO CKJIa[ly TPOMOOLMTAPHUX MIKPOYaCTOK MOXKe OYTU 3aCTOCOBAHUI B [IiarHOCTHULII IIMPOKOTO KOJia
3aXBOPIOBaHb, aCOLiIIOBAaHUX 3 IOPYIIEHHSIMU (PYHKLIOHAIBHOTO CTaHy TPOMOOLUTIB. PO3p06I€EHO BUCOKOUYTINBUN
i cnenu@iyHmii crioci6 BU3HAUYEHHS aKTUBHOCTI iHribiTopa akTuBaLji niua3minoreny PAI-1, nposeneHo anpobartiito
3aIIPOIIOHOBAHOI0 METO/Y 32 sy NaTOJIOTIYHMX CTaHiB (IPOTPOMOOTHYHI CTaHH, [IOCTKOBITHUI CHUHIPOM) Ta
PO3po06JIEHO PEKOMEHIAIIiH 100 MOTo 3aCTOCYBaHHS. JJOCTiIKEHO MOJIEKYISIPHI ME€XaHi3MU PEe3UCTEHTHOCTI
KJIITUH aJleHOKapLIMHOMMU JIET€Hi [0 aloITo3y /aHoiKiCy, iHAyKOBAaHOMY IJIa3MiHOT€H /TIJIa3MiHOM, SIK BaXKJIMBOI
YMOBHU MigTPUMaHHS Mirpallii OHKOTpaHCPOPMOBAHUX KJIITUH Ta YTBOPEHHS MeTacTasiB. OTprMaHi pesyabTaTu
MalOTb HayKOBO-TIPAKTUYHY LiHHICTb, OCKiJIbK/A PO3LINUPIOIOTH YSIBJIEHHS IPO MEXaHI3MU METACTa3yBaHHS PAKOBUX
IyXJIMH, a OTKe, € IiHHUMU 17151 PO3POOKM HOBUX €(EeKTUBHUX MiIX0AiB (papMakoTepanii nauieHTiB OHKOJIOTIYHOTO

npodismo.

Pedepar aHr1ilicbKOIO:

The role of various domains and specific regions of the fibrin(ogen) molecule, as well as the kringle domains of
plasmin(ogen), in specific intermolecular recognition and initiation of fibrinolysis was investigated. The obtained
results are useful for understanding the key intermolecular interactions that are essential for the initiation of
fibrinolysis and the regulation of the rate of fibrin clot dissolution. It was shown for the first time that platelet
microaggregates may play a role as the centers of initiation of fibrin formation from plasma fibrinogen. Activated
platelets, via binding plasminogen and tissue plasminogen activator on their surface, act as centers of initiation of
the clot lysis process. Approaches for the isolation and characterization of microparticles of platelet origin from
donor’s blood plasma have been developed and optimized, and the presence of proteins of the fibrinolytic system
in platelet extracellular microvesicles has been established. Qualitative and quantitative analysis of the proteomic
composition of platelet microparticles can be used in the diagnosis of a wide range of diseases associated with
platelet disorders. A highly sensitive and specific method for determining activity of PAI-1 (plasminogen activator
inhibitor) was developed. The proposed method was tested for several pathological states (prothrombotic
conditions, post-Covid syndrome), and recommendations for its use were developed. The molecular mechanisms
of resistance of lung adenocarcinoma cells to apoptosis/anoikis induced by plasminogen/plasmin as an important
condition for maintaining the migration of cancer cells and the formation of metastases have been studied. The
obtained results have both scientific and practical value, while they expand the understanding of the mechanisms
of cancer tumor metastasis, and therefore are valuable for the development of new effective approaches to



pharmacotherapy of patients with an oncological profile.

Impexc YIK: 577.1, 577.151

Koau TemaTHYHHUX PYOPHK: 31.27

KepiBHUKH po6OTH

BiacHe IlIpizBue Im's I10-6aThKOBI: Tuxomupos Aprem OJieKcaHpOBAY
HaykoBH# CTYHiHB: 1. 6. H.

BueHe 3BaHHS: crapiunii HAYKOBUII CITIBPOGITHUK

Inentudikarop ORCID ID:

HoparkoBa indopmamuist:



VIII. HaykoBa (HayKoBo-TexHiuHa) npoaykuist (HTII)
Haszga HTII ykpaiHCBKOIO: [IpomixkHi Ta 3aKII04HMIA 3BITH.

Ha3zBa HTII aHrJ1ifiCbKOIO: [TaTeHT Ha KOPUCHY MOJIETIb.

HTII, aKy nepenba4asiocsi CTBOPHTH:

IIpuunnu, yepe3s saki HTII e Gysio cTBOpeHO:

OTpuMmaHi pe3yJIbTaTH: Mertoay, Teopii

l'asmy3b 3acTOoCyBaHHS: 72.1 JlocipKeHHS il eKCIlepUMeHTaIbHi po3po6Ku y cdepi IPUPOJHNYNX | TEXHIYHUX

HayK
PeecTparifiHuii HOMep KapTKH T€XHOJIOT1i:

Onuc HTII: B pesyabTari BUKOHaHHs HJIP 6ys10 oTprMaHO HOBI 1aHi OO0 ME€XaHi3MiB PeryJIloBaHHs iHiljanii
($i6puHOJII3y 3a yyacTi JIa3MiHOTEHY Ta 10Or0 TKAHUHHOTO akTUBaTOpa. Y MoJleKyJli (pibpuHy JI0KaIi30BaHO IiISTHKA
MIXKMOJIEKYJIIPHOTO PO3IMi3HAaBaHHSI [1J11 KPUHIJIOBUX JOMEHIB MOJIEKYJIN I1IJIa3MiHOTEHY, 110 € BasKJIMBUM JJIs1
PO3KPUTTS MOJIEKYJISIPHUX MeXaHi3MiB pibprHonisy. Onep>kaHi pe3yIbTaTy € KOPUCHUMU [1J1s1 PO3yMiHHS
MDKMOJIEKYJISIPHUX B3a€MOZI, sIKi € BU3HaYa/lbHUMU JJ18 iHijanii Gpi6pruHoi3y Ta perysoBaHHs MBUAKOCTI
pyViHyBaHHs (QiOPUHOBUX 3ryCTKiB. BuB4eHO 0Cc0o6MBOCTI cekpelii iHribiTopa akTuBalii naasminoreny PAI-1
CTHMMYJIbOBAaHUMM TPOMOOLIUTAMY, 10 € MEXaHi3MOM cTabisizalii piOpMHOBOrO 3ryCTKy Ha NOYATKOBUX CTAIisX
iioro ¢opmyBaHHs. Po3p061eHO BUCOKOYYTIMBUIA, TOYHNI, EKOHOMHMI, IIPOCTUI Ta HETPUBAJINI Y BUKOHAHHI
crioci6 Bu3HaueHHs akTuBHOCTI PAI-1 3 BukopucranHam D-EDTA-¢dparmenTa ¢pibpuHoreHy 6uka sik e(peKTHBHOTIO
CTHMMYJISITOPA PeaKlii akTuBaljii J1a3MiHOreHY, OTPMMAHO NAaTEHT Ha KOPUCHY MoZeJb. [IpoBefeHo anpobaliiio
3aIIPOIIOHOBAHOI'0 METOAY 32 PsIAy [aTOJIOriH Ta po3pO6IEeHO PEKOMEHALIN 010 Or0 3aCTOCYBAHHSL.
Po3po6sieHO Ta ONITUMI30BaHO MiIXOAU 3 BUIINIEHHS Ta XapaKTePUCTUKU MiKPOYaCTOK TPOMOOLIUTaPHOTO
IIOXO/I)KE€HHSI 3 IJIa3MHU KPOBi JOHOPIB, BCTAHOBJIEHO MIPUCYTHICTb IIPOTEiHIB (PIOPUHOJIITUYHOI CUCTEMU B
MO3aKJIITUHHUAX MIKDOBE3MKYyJIax TPOMOOLUTIB. SIKICHUI Ta KiJIbKiCHUM aHajli3 IPOTEOMHOTO CKJIALy
TPOMOOLIMTAPHUX MIKPOYACTOK MOXKe OyTH 3aCTOCOBAHMU B [IiarHOCTHULIi IIMPOKOTO KOJIa 3aXBOPIOBaHb,
acoLifOBaHUX 3 NOPYIIEHHSIMU QYHKIIOHATIBHOTO CTaHY TPOMOOLUTIB. JlOCIiI>KEHO MOJIEKYJISIPHI MexaHi3Mu
PE3UCTEHTHOCTI KJIITUH aJlcHOKapLUMHOMM JIETE€H] 10 alloITO3Y /aHOiKiCy, iHlyKOBaHOMY I1JIa3MiHOT€H /TITIa3MiHOM,
SIK BXJIMBOI YMOBU NiATPUMaHHS Mirpanii OHKOTpaHC(OPMOBAHUX KJIITHH Ta YTBOPEHHS MeTacTasiB. OTpruMaHi
PEe3yJIbTaTU MAKOTh HAYKOBO-TIPAKTUYHY LIiHHICTb, OCKIJIbKY PO3IIKPIOIOTH YSBJIEHHS PO MEXaHi3MU
MEeTacTazyBaHHS PaKOBUX IyXJIMH, a OTXKe, € LiHHUMU [J1s1 PO3POOKM HOBUX €(PEKTUBHUX MifX0AiB (papMmaKoTeparii

TalieHTiB OHKOJIOTiYHOrO NMpo@iio.

ConianbHO-eKOHOMIYHA cripsimoBaHicTh HTII: Toninmenns Skocti XUTTA Ta 370POB' HACENIEHHS,

eeKTUBHOCTI AiarHOCTUKY Ta JIiIKyBaHHS XBOPUX
Bnyins HTII Ha moBKiJjs:
BrnpoBagsykeHnHs HTII: He snposamxeHo
ITpakTuyHa peasnizanis HTTI
IToyaToK eTamy:
3aKkiHYeHHs eTamy:
Crno>KHuBavi NPOAYKILii: HayKoBO-/0CIAHI Ta MEAMYH] yCTaHOBH
IlepcneKTHBHI PHHKH: YKpaiHu Ta 3apy6iKKs

XapakTep CriBpOGIiTHHIITBA 3 iHBECTOPOM



IToTpiOHUI 00CAT iHBECTHILiH, THC. TPH.:

IIpaBa, 0 HaJAI0ThCS iHBECTOPY MiCJIsA 3aBEPIIEHHSI POOOTH:
HasaBHicTb 0i3Hec-1JIaHY:

TexHiKO-eKOHOMiYHe OOrpyHTYBaHHSI:

IloTeH1iaIbHUI 0OCST IIPOJASKY, THC. TPH..

OuikyBaHHI TepMiH OKYIHOCTi (pPOKiB):

JoapaTtkoBa iHdpopmamist:

IX. Bi6siorpadivyHuii onuc
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Matova O. O., Vasilinchuk N.M., Drobot’ko T. F. Determination of plasminogen /plasmin system components and
indicators of lipoproteins oxidative modification under arterial hypertension. Ukr. Biochem. J. 2018, 90(1): P. 58-67.
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affects expression of glycolysis regulator TIGAR and induces autophagy in lung adenocarcinoma A549 cells.
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19. Yusova O.1., Grinenko T.V., Goncharenko T.O., Kapustyanenko L.G., Sobchenko A.A., Tykhomyrov A.A.
Production and characterization of antibodies to tissue plasminogen activator: application for the platelet flow
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20. Kyumenko O.B., ITetpiok C.€., Mxitapsn JI.C., lpo6otsko T.®., MocTtop’ak M.II. BioximiuHi NoKa3HUKYU KPOBi
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Experimental Oncology. 2022, 44 (1): P. 31-38.
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localization of angiotensin-converting enzyme-2 (ACE2) in acute experimental bronchopneumonia. Fiziologichnyi
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proapoptotic protein regulators during development of acute experimental bronchopneumonia. Ukr. Biochem. J.
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