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Pedepar:

1. Incepraliito pucBsiYI€HO PO3KPUTTIO POJIi IPOTEiHIB M1J1a3MiHOT€eH /T171a3MiHOBOI CUCTEMU B peryyloBaHH]
(YHKLiOHAIBHOI aKTUBHOCTI TPOMOOLIUTIB Ta PAaKOBUX KJIITUH 1 3'5ICYBaHHI 3Ha4Y€HHs ()ParMEHTIB I1J1a3MiHOT€HY
(aHriocraTuHiB) SIK AiarHOCTMYHUX Ta IPOTHOCTUYHMX MAapKePiB Pi3HUX MATOJIOTIYHUX CTaHiB. [IpoBefeHo
KOMIIIEKCHE JOCJIIIKEHHS MEXaHi3MiB PEryI0BaHHS Lys-T71a3MiHOT€HOM arperaTMBHOI aKTUBHOCTI Ta aHTiOT€HHOI
dyHKILii TpOMOOLUTIB. Briepiue rokasaHo, 10 aHTuarperatusHi epextu Lys-popmu 11asmiHOreHy peasnizyioTbCst
4yepes MOPYLIEHHs arOHiCT-iHyKOBaHOI pEKOHCTPYKILil aKTUHOBOTIO IUTOCKEJIETY TPOMOOLUTIB Ta IPUTHIYEHHS
BUBiIIbHEHHS anbga-TpaHyl. Lys-naa3MiHOreH 0OMeXXye aHTiOTeHHY (PYHKIiI0 TPOMOOLMTIB 4epes iHriGyBaHHS

BUBIiJIbHEHHS QakTopa pocTy eHnoTeniiHux Kiaitud (VEGF) Ta yTBopeHHs Ha 1y1a3MaTu4Hii meMOpaHi



AHTiOCTaTHHIB — MOTY)KHUX iHTi6ITOPIB HEOBACKYJIIpU3allil. Biepiue BCTaHOBJIEHO 3aJIEXKHICTh YTBOPEHHS
aHriocratuHiB TpombonuTamu de novo Bif, GyHKIIIOHAJBHOTO CTaHy KJITHH. JloBeIeHO POJib aKTHHY,
€KCIIOHOBAHOT'O Ha TIOBEPXHi aKTMBOBAaHUX TPOMOOLIUTIB, Y 3B'sI3yBaHHi [1J1a3MiHOr€HY Ta reHepyBaHHi
aHriocrartyuHi. EKciepuMeHTanbHO OOIPYHTOBAHO HAYKOBE I0JIOXKEHHS PO 3aJIy4€HHsI IPOTEiHiB

IJ1a3MiHOTeH /T171a3MiHOBOI CUCTEMMU [I0 PETYJII0BAaHHSI TPOMOOYTBOPEHHS, aHTIOT€He3y Ta pelapaTUBHUX NPOLECiB
yepe3 MOJYJII0BaHHS (PYHKILIOHAJIbHOTO CTaHy TPOMOOLUTIB. [JoCIiIykKeHO MeXaHi3MU peryJloBaHHS

II71a3MiHOT€H /T11a3MiHOM TIPOLIECiB, aCOLiIOBaHMX 3 MaJlirHizalielo NyxJMHHUX KJIiTHH. Briepiie BCTaHOBJIEHO, 1110
OJIHAM 3 M€XaHi3MiB HaOYTTs KJIITUHAMU aZleHOKapLIMHOMHU JiereHi A549 pe3anCTEeHTHOCTI 10 M1a3MiH-iHIyKOBAHOTO
aronTo3y/aHoiKicy Ta MigTpUMaHHs MirpaliliHOI akTUBHOCTI € akTuBallis aBrodarii Ta iHIyK1lis CUHTE3y
peryastopHoro eH3umy TIGAR (TP53-induced glycolysis and apoptosis regulator). [lokasaHo, 110 31aTHICTb KJIiTUH
aJleHOKapLUVHOMM I'PyAHOI 3a71034 4T1 IpoyKyBaTU aHTiOCTaTUHU Ta MAaTPUKCHI METAJNIONPOTeiHa3u 06EPHEHO
KOpEJIIo€ 3 IXHbOIO iHBa3iIHOIO0 aKTUBHICTIO. BCTAHOBJIEHO, 1110 AaHIOCTATUHU € HETATUBHUMU PETYJIATOPAMU
3anaJIbHUX IIPOLECIB Ta MaslirHi3alii rinepryacTUYHMUX TKAaHUH MiOMETPIiI0O Ta TPYAHOI 3271031 32 PO3BUTKY
IOOPOSIKICHUX HOBOYTBOPEHD. [10Ka3aHO 3HVKEHHS PiBHS aHMOCTATUHIB y CITKiBLji IypiB 3 €KCIIEPUMEHTAIbHOIO
rinepriikemiero, o € MOXJIMBUM (PAKTOPOM PO3BUTKY AiabeTU4YHOI peTuHonaTii. Bepie noBeneHo, 1o B
YTBOPEHHI aHTIOCTaTHHIB Y HEPBOBIil TKaHMHI IPOBiJHY POJIb BiirpaloTh aCTPOIJliaibHi KIIITUHU.
[IpoieMOHCTPOBAHO, 110 BUCOKI PiBHI aHIIOCTaTUHIB Ta aKTMBHUX MaTPUKCHUX METAJIONPOTEIHA3 Y TKAHMHAX
TpOoiYHMX Ta ilIeMiYHMX BUPA30K [IPUTHIYYIOTh PElapaTUBHI IPOLECH Ta € (PaKTOpaMu XpoHisauii pan. OTpumani
IlaHi BiZKpUBAIOTh NIEPCIEKTUBY BUKOPUCTAHHS aHTIOCTATUHIB IK MOJIEKYJISPHUX MapKepPiB PO3BUTKY CEPLIEBO-

CY[IMHHUX 3aXBOPIOBaHb Ta €(PEKTUBHOCTI iXHbOTO JIiIKyBaHHSI.

2. he thesis is devoted to establishing a role of proteins of plasminogen/plasmin system in the regulation of
activity of platelets and cancer cells and evaluating significance of plasminogen fragments (angiostatins) as
markers of various diseases. A comprehensive study of the modulating effect of Lys-plasminogen on aggregative
activity and angiogenic function of platelets was carried out. It was shown for the first time that the
antiaggregative effects of the Lys form of plasminogen are mediated by the disturbance of agonist-induced
reconstruction of the actin cytoskeleton of platelets and inhibition of the release of their alpha-granules. Lys-
plasminogen restricts the angiogenic function of platelets by inhibiting the release of endothelial cell growth factor
(VEGF) and the formation of angiostatins on the plasma membrane, which are powerful inhibitors of
neovascularization. For the first time, the dependence of the de novo formation of angiostatins from the functional
state of cells was established. The role of actin, which is exposed on the surface of activated platelets, in the
binding of plasminogen and the generation of angiostatins has been uncovered. The scientific view on the
involvement of plasminogen /plasmin system proteins in the regulation of thrombus formation, angiogenesis and
reparative processes, which is carried out through modulation of the functional state of platelets, has been
experimentally substantiated. The mechanisms of regulation of processes associated with malignancy of tumor
cells by plasmogen/plasmin have been investigated. It was established for the first time that one of the
mechanisms of acquisition of resistance to plasmin-induced apoptosis/anoikis and support of migration activity in
A549 lung adenocarcinoma cells are activation of autophagy and induction of the synthesis of the regulatory
enzyme TIGAR (TP53-induced glycolysis and apoptosis regulator). It was shown that the ability of 4T1 breast
adenocarcinoma cells to produce angiostatins and matrix metalloproteinases negatively correlates with their
invasive activity. It was found that angiostatins are the negative regulators of inflammatory processes and
malignancy of hyperplastic tissues of the myometrium and mammary gland during the development of benign
neoplasms. It has been shown that a decrease in the content of angiostatins in the retina of rats with experimental
hyperglycemia may serve as a possible factor in the development of diabetic retinopathy. For the first time, the
leading role of astroglial cells in the formation of angiostatins in the nervous tissue has been proven. It has been
demonstrated that high levels of angiostatins and active matrix proteinases in the tissues of trophic and ischemic
ulcers inhibit reparative processes and play a crucial role in wound chronicity. It has been established that the
content of angiostatins in blood serum can be utilized as a marker of the development of cardiovascular diseases
and an indicator of their pharmacotherapy efficacy.
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