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KBasmigikamis:
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AcnipaHTypa//IOKTOpPaHTypa: Hi

IIIndp HayKoBOi cHIeniaIbHOCTI: 14.01.07
Ha3Ba HayKoBOIi creniaJbHOCTI: OHKoJIOTis
T'asy3p / rasysi 3HaHB. He 3aCTOCOBy€THCS
OcBiTHBO-HayKOBa Mporpama 3i creniaJbHOCTI: He 3acTocoByeTbCs
JaTa 3axHcTy: 08-04-2009

CreniaJbHICTh 32 OCBiTOO: 7.070301
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dopma ByracHOCTI:
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I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT
Iudp cnenianizoBaHoi BY€HOI pagH (pa30Boi Cleliagai30BaHOi BYEHOI pazu): [l 26.155.01

IloBHe HaiMeHYBaHHSI IOPHUAHUYHOI OCOOH: [HCTUTYT EKCIIEPMMEHTANILHOI MATOJIOTii, OHKOJIOTI] i
pazio6iosorii im. P.€. KaBenpkoro HAH Ykpainu

Kopg 3a €IPIIOY: 05416946

Micue3HaxoaKeHHS: ByJI. BacunbkiBceka 45, M. KuiB, KuiBceka 06:1., 03022, Ykpaina
dopma BaacHOCTI:

Cdepa ynpaBiiHHS: Haujonanbna akaziemist Hayk Ykpainu

InenTugikarop ROR: He zacrocosyerscs

CeKTop HayKH: He 3aCTOCOBYETHCS

IV. BizomocTi n1po nmiznpueMcTBO, yCTaHOBY, OpraHisalliio, B sIKii 0yJ10
BUKOHaHO JHUCEPTALil0

IloBHe HaiMeHYBaHHSI IOPHUAHUYHOI OCOOH: [HCTUTYT EKCIIEPMMEHTAILHOI MATOJIOTii, OHKOJIOTI] i
pagziob6iosorii iM. P.€. KaBenpkoro HAHY

Kopg 3a €IPIIOY: 05416946
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dopma BaacHOCTI:

Cdepa ynpaBiiHHS: Haujonanbna akaziemist HayK Ykpainu
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V. BimoMocTi npo gucepraniio
MoBga gucepraiiii:
Koau TeMaTHYHHX PYOPHK: 34.15.51

Tema gucepranii:
1. dyHKUiOHANTBHUI aHAaMi3 6eTa-AedeHCUHY-2 B 3/105KiCHO TPaHC(POPMOBaHUX KIIITUHAX

2. Functional analysis of beta-defensin-2 in malignant cells

Pedepar:

1. IncepTaliiio MpucBsi9eHO NOCiIKeHHI0 QYHKLIOHAIBbHOI poJii 6eTa-gedeHCnHy-2 B 3/105KiCHO
TpaHCcPOpMOBaHUX KIiTHHAX. O6'eKTaMU JOCTiIKEeHHS OyU KyJAbTYPU KJIITHH JIiHi eMOPiOHaIbHOI HUPKU JIIOIUHU
(HEK293) i kapunHomu siereHi JI'toic (3LL) guKoro Tuiy Ta KJIiTUH, TPAaHC(PIKOBAHUX BEKTOPaMH, mo micTsaTe KITHK
6eta-pgedpencuny-2 moauuau (hBD-2) Ta mumi (mBD-2), BinnosinHo. B po60Ti BUKOpUCTaHi MOJEKYIISIPHO-
6iosioriyHi, 6ioximiuHi Ta dizuko-ximiuHi , Mikpob6iosoriuHi , iMyHOJIOTIYHI, pafioi30TONHI MeTOH, a TAKOXK METOI U
KyJIbTYpHU KJIiITUH, KOMIT'IOTEPHOrO aHaji3y Ta MaTEMaTUYHOI CTaTUCTUKU. B pobOTi noKasaHo (PyHKLi0 6eTa-

IepeHCUHY-2 SIK IOTEHLIiHOro Cylpecopa POCTy NyXJIMHHUX KJIITUH in vitro Ta in vivo. 3 BAKOPUCTAaHHSM F€HHO-



iH)XKe€HEepPHHUX TEeXHOJIOTiN Ha OCHOBI JiHii kinitTiH HEK293 ta 3LL 6y/10 CTBOPEHO KIIITUHHI MOJIEJIbHI CUCTEMHU 3
pi3HNM piBHeM ekcripecii 6eTa-gedeHcrnHy-2. BcTaHOBIEHO, [0 BHYTPIlIHbOKJIITUHHA €KCIIPEecis akTUBHOI popMu
6eta-nedeHCuHy-2 JIOAUHU B KIIITUHHUX CyOJIiHisX, sIKi 6y cTBOpeHi Ha ocHOBI JiHii HEK293, npusBoguTs 1o
IOCTOBIDHOTO 3HMKEHHS NIPOJIihepaTUBHUX IOKA3HUKIB, IPUTHIYE€HHS 3JaTHOCTI O KOJIOHIEYTBOPEHHS Ta
3HIDKEHHS PiBHS aKkTuBalii pubocoMmHoro S6 6inka. BcTaHOBI€HO, 1110 IPUTHiYeHHSs eKcnpecii 6eta-gedpeHcuny-2
MU TPU3BOIUTE 10 GOPMYBaHHS 6isbll 3/105KicHOTO peHOTUNY KITUH 3LL, sIKi XapaKTepus3yoThCs MiBUILEHHSIM
IIpoJlipepaTUBHOI Ta KJIOHOTE€HHOI aKTUBHOCTEN. EKCIIepMMeHTaIbHI IyXJIMHY, OTPMMaHI 3 TPaHC(PiKOBaHUX
KJITUHHUX Cy61iHil 3LL, mo Binpi3HAOTHCS BifJ BUXinHOI JiHil 3HIDKEHHSM piBHS ekcrpecii 6eta-nedpeHcuny-2,

XapaKTepU3yI0ThCs 6i/bII BUCOKOIO IBUIKICTIO POCTY, HiXK IYXJIMHY KOHTPOJIPHUX IITaMIB.

2. The objective of investigation was analysis of beta-defensin-2 function in tumor cells. Using the transfection of
two cell lines - HEK293 (human embryonic kidney) and 3LL (Lewis lung carcinoma) - with plasmids containing
cDNA for mature and precursor forms of beta-defensin-2, two cell models with different levels of beta-defensin-2
expression have been developed. In experimental research carried on model HEK293 cell sublines, it has been
shown that up-regulation of expression and intracellular accumulation of hBD-2 led to the loss of cell clonogenic
capacity and more than three-fold decrease of their proliferative activity. Also it has been demonstrated that hBD-
2 up-regulation correlated with decreased phosphorylation of ribosomal S6 protein. It has been found out that in
3LL cells transfected with vectors containing cDNA for mBD-2 with or without leader sequence, the expression of
mBD-2 mRNA is down-regulated compared to parental cells and the cells transfected with blank vector. The
down-regulationof mBD-2 expression in these cells is associated with elevated colony forming capacity and
increased proliferation rate. The cells with suppressed mBD-2 expression transplantated to C57Bl/6 mice
generated the tumors that possessed significantly higher growth rate than those that arise from wild-type 3LL
cells or the cells transfected with blank vector (p<0.01). The data obtained allow to make a conclusion about
potential supressor properties of beta-defensin-2 toward tumor cells.
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