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V. BimomocTi npo gucepraniio
Moga guceprariii:
Koau TeMaTHYHHUX PyOPHK: 76.29.49

Tema guceprauii:
1. ®eHoTHIIOBI XapaKTepUCTUKY MYXJIMHHUX KIIITHH in vitro Ta in vivo 3a yMOB ix TpaHCAyKLil peKOMOGIHAHTHUM

0aKyJI0BipyCOM 3 reHOM iHTep(epoHy-beTa

2. Phenotypic characteristics of tumor cells in vitro and in vivo after their transduction by interferon-beta gene in

recombinant baculovirus vector

Pedepar:

1. Inceprauiiina po60oTa IpUCBsIYeHa JOCiIKEHHIO BIJIMBY PEKOMOiHAaHTHOTO 6aKyJIOBipyCy 3 FeHOM iHTep(epoHy-
6eTa Ha (PEHOTUIIOBI XapaKTePUCTUKU IIYXJIMHHUX KJIITHH in vitro: MopQoJIoriyHi, poCTOBi, UUTOT€HETUYHI
XapaKTEPUCTHUKH i eKCIIPECilo B HUX OiJIKiB, aCOLiI0BAHMX 3 IPOJIi(PePATUBHOIO AKTUBHICTIO, PETYJISLIEI0
KJIITUHHOTO LJUKJIY, €MiTeliaJlbHO-Me3€HXiMaJIbHUM IIEPEXO/IOM, iHBa3MBHICTIO, MirpalliiHUM NOTEHLiajIoM. B
€KCIIEPUMEHTAX in vivo JOCIiIKyBaau TYMOPOT€HHICTb i METaCTaTUYHUI MTOTEHIIial IyXJIMHHUX KIIITHH,
TPaHCIyKOBAaHUX F€HOM iHTepdepoHy-6€eTa B CKJIaJli peKOMOIHAaHTHOTO 6aKyJIOBipycCy. [JoBE€ZEHO, 110 TPAaHCAYKILLis
KJIITUH MeJIaHOMU (J1iHig MM-4) Ta kapuuHomu jsiereHi JIboic mui (7iHist LL) 6aKy0BipyCHUMM BEKTOPOM 3 TEHOM

inTepdepony-6eTa MuIlli IPU3BOIUTH [I0 3HAYHUX 3MiH IX POCTOBUX XapaKTEePUCTUK: IIPUTHIYEHHS



poJlipepaTUBHOI AKTUBHOCTI KJIITUH, 3HDKEHHS iX KOJIOHIEYTBOPIOIOYO] aKTUBHOCTI Y HaMiBPiKOMY arapi Ta
3IATHOCTI POCTHU B cepenioBuILi 6e3 cupoBaTku. [IpoayKiis pekombiHaHTHOrO iHTepdepoHy-6eTa B KaiTuHax MM-4
Ta LL cynpoBOIKyeThCs MifBUILIEHHSIM eKcIIpecii 6isKiB-oHKocyIpecopiB p19ARF ta p21WAF1, 3meHIIeHHsIM
excrpecii N-kagrepuny B kiliTuHax MM-4, 36iibl1eHHAM KisibKoCTi E-kagrepun+ kiituH LL, 10 CBiguuTh po
IIPUTHIYEHHS IX METACTATUYHOIO TA IHBAa3MBHOTO IIOTEHLiaNy. BCTaHOBJIEHO, 110 TPaHCAYKLis KiIiThH MM-4 ta LL
peKoMbiHaHTHUM 0aKyJIOBipyCcOM 3 reHoM iHTepdepoHy-6eTa in vitro rnpu BBeJ€HHI UUX KJITUH in vivo IpU3BOAUTD

IO JOCTOBIpHOI iHri6iLii poCcTy MYXJIMH i IPUTHiYEHHS iX METaCTaTUYHO] aKTUBHOCTI.

2. The thesis is devoted to investigation of influence of recombinant baculovirus with interferon-beta gene on
phenotypic characteristics of tumor cells in vitro: morphology, growth, cytogenetic characteristics and expression
of proteins associated with proliferative activity, cell cycle regulation, epithelial-mesenchymal transition,
invasiveness, migration potential. Tumorigenicity and metastatic potential of tumor cells after their transduction
by baculovirus vector with interferon-beta gene was investigated in experiments in vivo. Transduction of
melanoma cells (MM-4 cell line) and Lewis lung carcinoma cells (cell line LL) by baculovirus vector with mouse
interferon-beta gene leads to significant changes in their growth characteristics: inhibition of cell proliferation,
reduction of their colony forming activity in semisolid agar and their ability to grow in medium without serum.
Production of recombinant interferon-beta in MM-4 and LL cells is accompanied with increase the expression of
oncosupressor proteins pl19ARF and p21WAF1, decrease the expression of N-cadherin in MM-4 cells, increase the
number of E-cadherin+ LL cells and that indicates about inhibition of invasiveness and migration potential of these
cells. Transduction of MM-4 and LL cells by baculovirus vector with interferon-beta gene in vitro inhibits their
ability to form solid tumors and metastases in the lungs of mice.
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