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5. HaykoBo-TexHi4Ha poooTa

Hasga po6oTH (YKp)

MexaHi3Mu yd4acTi agantepHoro/puiryBaspHOro 6inka Ruk/CIN8S y perymoBaHHi 6iosoTiYHMX BiANoOBifeil HOPMaJbHUX i

TpaHCPOPMOBAHUX KIITUH

Ha3sBa po6oTHu (aHrJI)

Mechanisms underlying regulation of biological responses of normal and transformed cells by adaptor/scaffold protein
Ruk/CIN85

Pedepar (yxp)

[IpoleMOHCTPOBAHO, 11O JAOCHimKyBaHuil mporein ¢ocdopumoersest in cellulo Ta BusiBieHo 3MiHM Yy PpiBHI #oro
dochopumoBanns B npoueci peanizauii 6iosoriYHUX BigMOBiZeN KITUH. PesynbTaTy MPOBENEHUX [OCHIIKEHb [O3BOJIAIIN
MPUIYCTUTU PYHKIiOHATBbHY poJb B3aeMoii Ruk /CIN85-PKD y perysoBaHHi Mirpanii # iHBasii KiTUH. BCTaHOBIEHO 3pOCTaHHS
piBust UPA Ta nocuneHHs ekcnpecii peuentopa uPAR i mogymoBaHHs uPA-3asnexxHoi npostidepanii B KIiTHHAX i3 HaJileKCIIpecieo
Ruk /CIN85 3 HacTymHUM MiABUIIEHHSIM 32 YMOB rinokcii. Bogaovac, excripecist Ruk /CIN85 B kiTHHaxX aJleHOKapIUHOMU TPYAHOI
3asn03u mopuHu MCF-7 He 3MiHIOETBCS 32 YMOB M'SIKOi rinmokcii, mpoTe migBuiyeThcst 3a gii iHCysiHy Ta iHCysniHOMOAiGHOTO
¢daxropy pocry-1. Kpim Toro, IGF-1 3Ha4HO cusbHime ctumysmoe nposidepanito kiaitna MCF-7, mo HagekcnpecyioTs Ruk /CIN85S,
y TOPIiBHSIHHI 3 KOHTPOJILHUMU KiliTMHaMHU. K iHpykuis exkcnpecii Ruk/CIN85, Tak i nocusneHHs nposidepaTuBHOI aKTUBHOCTI
kimitun MCF-7 He cnocrepiraimucs 3a mpucytHocTi LY294002 (inribitopa curnampHoro msixy PI3K/Akt). IlokaszaHo, mo
3HwKeHHs piBHS Ruk/CIN85 3a monmomoroio shRNA-TexHosorii B KitiTHax kapuyuHomu JiereHi Jlpioic minii LLC npusBoanuTe [0
6;mm3pko 30% migBUILEeHHS NpoJiepaTUBHOI aKTUMBHOCTI in vitro, MigBULIEHHS IBUIKOCTI POCTY MyXJIMH IIiCJI KOPOTKOTrO
JIaTeHTHOro mnepiony, 30% 36inbLIeHHS 00'eMy Ta Baru MyXJMH Ta JBOKPATHOTO 30i/lbIIEHHS KiJBKOCTi METAcTasiB in vivo; 3a
IOTIOMOro0 MigxofiB iMyHoricroximii mpomemMoHCTpoBaHO 3pocTaHHs piBHA ekcrpecii Ruk/CIN85 y 3paskax afeHOKapLUHOM
JlereHi JiofuHU. PesynbraTé NpoBeleHuX OOCIiKeHb CBi4aTh Npo Te, o aaantepHuil npotein Ruk/CIN85 3anyueHuil He

TiJIBKU 10 PEryJisilii HOPMaJIbHOIO FOMEOCTA3y KIIITHH, ajle 1 MOXKE BilirpaBaTy BKJIMBY POJIb Y KAHLIEPOTr€HE3i.
Pedepar (aHrI)

In the present study both the phosphorylation of Ruk/CIN85 protein and changes in the level of its phosphorylation in the
course of cellular biological responses were established. The data obtained can suggest the functional role of Ruk/CIN85-PKD
interaction in regulation of cell migration and invasion. It was demonstrated the increased level of uPA and of uPAR receptor
expression as well modulation of uPA-dependent proliferation in cells with overexpression of Ruk/CIN85, followed by further
increase under hypoxia conditions. In contrast to this, Ruk/CIN85 expression in human breast adenocarcinoma MCF-7 cells
does not change under mild hypoxia conditions, and increases under insulin and insulin-like growth factor 1 action. Moreover,
IGF-1 exhibits more potent stimulation of Ruk/CIN85 overexpressing MCF-7 cells proliferation than of control cells. Neither
Ruk /CIN85 expression induction nor increased proliferative activity of MCF-7 cells were observed in the presence of PI3K /Akt
signal pathway inhibitor LY294002. We show that the shRNA-mediated decrease of Ruk/CINS85 level in mouse Lewis lung
carcinoma LLC cells leads to increased in vitro proliferative activity by aproximately 30%, enhanced tumor growth following a
short latency, 30% increase in tumor volume and mass and double metastasis number in vivo. Using immunohistochemistry, the
increased level of Ruk /CIN85 expression in human lung adenocarcinoma samples was demonstrated. These results confirm that
Ruk /CIN85 adaptor protein is not just involved in regulation of normal cellular homeostasis, but may also play a major role in
carcinogenesis.

Inpexc YIK: 577.1, 577.112.7:576.32 /36



Kogu TemarnuHux pyopux HTI: 31.27
6. HaykoBo-TexHiyHa npoaykuis (HTII)

HTII 1

HasBa npoaykuii (ykp): AnantepHuii 6imok Ruk/CIN85 sk perysstop 6i070riyHIX BifNoBifel HOpMalbHUX i TPaHC(HOPMOBAHUX
KJITHH.

Haszsa npoaykuii (anri): Ruk/CIN8S adapter protein as a regulator for biological responses of normal and transformed cells.
OuiKkyBaHi pe3yJIbTaTH:
T'anyssb 3acrocyBaHHs: 73.10.1 - JlocsimKeHHs i po3p0o06KY B rajyy3i IpUPOJHUYNX HAYK

Onuc npoaykuii (yKp): EkcriepuMeHTasnbHi 1aHi, o MiATBEPAXYIOTb POjb afantepHoro 6inky Ruk /CIN8S sk peryssitopa
6i0JI0TYHUX BiATIOBif el HOpMabHUX i TPAaHC(OPMOBAHUX KIIITHH. Pe3ysbTaT MpoBeAeH!X JOCTiIKeHb CBiI4aTh PO Te, 110
agantepHuit 6inok Ruk/CIN85 3any4eHui He TiIbKU [0 peryJisilii HOpMaJbHOTO TOMEOCTa3y KIITHH, ajie 1 MOXKe BifirpaBaTu

BaXJIMBY POJib Y KaHLIEPOTre€He3si.
ConianpbHO-eKOHOMIYHA cripsimoBaHicTy HTII:
Cragis 3aBepmenocti HTII: 3git mo HAJIKP
Buposaz>xkenns: HTII: He BipoBamkeHO

CTpOKH BIPOBaJ>KE€HHSI: HE BCTAHOBJIEHO
Bupo6HuK npoaykuii: IBX

Cno>kHBavi NpoAyKIii: HAYKOBO JOCTigHI yCTaHOBU
IlepcneKTHUBHI pHHKH: PUHKY YKpaiHU Ta 3apy0iicKs
IpaBa iHTe/IEKTyasIbHOI BJIACHOCTI: 3a 0rOBOpamMu

®opmu Ta ymoBH nepegadi npogykuii: CriinipHi HIJIKP
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