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Pedepar:

1. O6'exT mocnimkeHHs: agantepauil 6is0k Ruk /CIN85. MeTta nociimKeHHs: IIpoaHai3yBaTH eKcIipecio izodpopm
Ruk /CIN85 y nyxymHax JoguHu. MeToau LOCiI)KeHHsI: eKCIIPecisi peKOMOIHAaHTHUX 6i/IKiB B 6aKTepiliHiil cucTemi
Ta B KJIITUHAX CCaBlliB, apiHHA XpomaTorpadis 6iyKiB, METOIY POOOTHU 3 KyJIbTypPaMU KJIiTHH, FiOpUIOMHA
6i0TEeXHOJIOTisl, OTPMMaHHSI NOJKJIOHATIBbHUX aHTUTIJ, esleKTpodopes 6inkiB B [TAAI' Ta HyKJI€iHOBUX KUCJIOT B
araposHomy reJi, HoszepH- Ta Bectepn- 6;10T aHasni3y, iMyHoIIpeyumiTaliisi, MetTog, imyHoricToximii. TeopeTnyHi i
[IpaKTUYHi pe3yabTaTu: JlucepTaliio NpUCBSIY€HO JOCTiIKEHHIO 0COOIMBOCTEN eKcrpecii i3o(popm agantepHOro
6inka Ruk /CIN85 B nyxjmHax JIOAVHYA yPOTeHITalIbHOTO (HUPKA, IIepeAMixypoBa 3a7103a) Ta IJ1iaJIbHOro
[IOXO/IKEHHSI. 3 METOI0 pearizalii OCHOBHMX 3aBJjaHb POOOTH OTPUMAHO i IIPOaHasli30BaHO MOJIiKJIOHAJIbHI Ta
MOHOKJIOHaJbHi aHTuTiNa 1o C- i N-KiHLeBuX pparMeHTiB 1OCiIKyBaHOTO 6iJIKa, BifoBinHO. BcTaHOBIEHO, 1110
npodini excrpecii i3ogpopm Ruk Ta #ioro opTosiora y monuny, 6inka CINS85, ix 3gaTHICTb 0 osiromepusalii €
crienudiYHUMY J18 JIiHIN KJITHH Pi3HOTO BUL0BOTO Ta TKAHUHHOTO MIOXOKeHHs. Metogamu Ho3epH-6710T Ta

iMyHOGJIOT aHasli3y BUSIBJIEHO SIK 3HWKEHHS, TaK i MifBuieHHs ekcrpecii noBHopo3mipHoi popmu Ruk /CIN8S y



3pasKax CBITJIOKJIITUHHOI KapLIMHOMU HUPKU JI0AUHU. [T0Ka3aHo, Mo 3HKeHHs piBHs ekcrpecii Rukl /CIN85 y
IOCTiIKeHUX 3pa3Kax MyxXJIMH HUPKU CYIIPOBOKYETHCS 3MiHAMU CYOKJIITHHHOI JIoKastizallii afzantepHoro 6inka -
TPaHCJIOKALLi€I0 [0 si7pa Ta IePEBAKHMM HAKOIIMYEHHSIM B TPUMEMOpaHHi 30Hi. [I[poleMOHCTPOBaHO
nosiimopdiaM y piBHi ekcripecii moBHOpo3mipHOi popmu Ruk /CIN85S y 3paskax go6posikicHOi rineprnasii
neperMixypoBoi 3a7103H, TOI 5K B aieHOKapuHoMax ekcrpeciss Rukl /CIN85 meTekTyeTbcs Ha Ay>Ke HU3bKOMY
piBHi 260 30BCiM He JeTeKTyeThcs. BctanoBieHo obepHeHy 3aexHicTb y piBHi ekcipecii Rukl /CIN85 i EGFR B
LeHTpasbHil i nepudepiiiHiil ninsHKax 3pasKis riiob6aacTom: BUCOKUM piBeHb ekcrpecii EGFR B eHTpanbHUX
IiNSIHKax MyXJIMH BifIoBigae HU3bKoMy piBHIO ekcrpecii Rukl /CIN85S i HaBnaku. HusbKkuii piBeHb eKcIpecii

Rukl /CIN85 B mocimkeHUx HeoIIasisix CIiBnazae 3 ix BUCOKUM CTYIIEHEM 3JI0SIKICHOCTI, IO [103BOJISE

BMKOPHUCTATH OTPUMaHI JJaHi /1711 IPOTrHO3yBaHHS PO3BUTKY OHKOJIOTTYHUX 3aXBOPIOBaHb.

2. The thesis is devoted to investigation of Ruk /CIN85 expression profiles in tumors of urogenital (kidney,
prostate) and glial (brain) origins. To realize the main objectives of this study, polyclonal and monoclonal
antibodies (Abs) against recombinant GST-fused proteins which include C- terminal and N-terminal parts,
correspondingly, of adaptor protein Ruk /CIN85 have been generated. Expression profiles of Ruk /CIN85 isoforms
and their oligomerization in cell lines of various tissue origins were analyzed using Western blotting and
immunoprecipitation. Possibly, these features may reflect specific biological role of Ruk/CIN85 isoforms in cell
lines of various species and tissue origins. Decrease as well as increase of full-length form of Ruk /CIN85
expression level was revealed in clear cell carcinoma samples in comparison with corresponding control samples
(morphologically nontransformed tissue isolated from the same operated organ under radical nephrectomy) both
at the level of mRNA and protein using Nothern-blot and Western-blot analysis respectively. It was shown with
immunocytochemical analysis that decrease of Rukl /CIN85 expression in investigated renal carcinomas is
accompanied with changes of adaptor protein subcellular distribution - translocation to the nuclei and
predominant accumulation near plasma membrane zone. Polymorphism in the expression level of main

Ruk /CIN8S isoforms was demonstrated in benign prostate hyperplasia (BPH) samples. In adenocarcinomas, the
immunoreactive band with apparent molecular weight of 85 kDa was detected at very low level or was not
detected. The data of Western-blot analysis were correlated with Nothern-blotting results. Inverse relationship
between expression of Rukl/CIN85 and EGFR was revealed in the central and peripheral regions of glioblastoma
samples: the high level of Rukl /CIN85 expression in the central area corresponded to low level of EGFR expression
and vice versa. Low level of Rukl /CIN85 expression in investigated types of human neoplasia coincides with their
high grade of tumorigenicity (G3-G4) that allow using this parameter to predict the progression potential of tumor
growth. The obtained results suggest that decrease in the expression level of full-length form of Ruk /CIN85
adaptor protein can lead to the loss of coordinated control of apoptosis and proliferation in the transformed
epithelium cells.
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