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1. Mexani3m excnpecii, peryJsisiis akTUBHOCTI Ta (GyHKLiOHa/JIbHE 3HAa4€HHS Y KJIITUHI HOBOI i30()0pMU KiHa3u
pubocoMHoOro 6isika S6 — p60-S6K1.



2. The mechanism of expression, activity regulation and functional significance in a cell of the novel ribosomal
protein S6 kinase isoform - p60-S6K1.

Pedepar:

1. Incepralist NpUCBA4Y€HA BUBYEHHIO MEXaHi3MiB eKCIIpecii, 0cobimMBocTeN perysLii Ta QyHKIIOHaNBHOI poJi B
KJIITUHI HOBOI i30popmu S6 kiHasu 1 - p60-S6K1. B pesynbraTti po60TH 6ys10 BCTAaHOBJIEHO, 110 eKcIpecis p60-S6K1
MOXKe BilOyBaTHCS IOHaMMEHIIe 3 JBOX Pi3HUX TPaHCKPUIITIB: JoMiHaHTHOro S6K1 TpaHCKpUIITY yepes
aJIbTEPHATYBHY TPAHCJIALIIO 3 TPETHOIO CTAPTOBOrO KOAOHY Ta,/ab0 TPAHCIOBATUCS HA OCHOBI crienugivHoro p60-
S6K1 Tpanckpunry. byno Bu3HaueHo, mo izodpopma p60-S6K1 BusBIIsI€ KiHa3HY aKTUBHICTb, aKTUBHICTb SIKOi MOXeE
OyTy KOHCTUTYTHUBHOIO 260 MIiTOreH-peryyibOBaHOIO B 3aJIEXKHOCTI Bifl TUIY KIiTUHU. [TokasaHo, 110 B KIIITUHAX
HEK-293, na BigMiny Big kitituH MCF-7, p60-S6K1 He ninnsarae ¢pocpopuiitoBaHHIO 3a KIIOYOBUMH [J151 KiHA3HOI
akTuBHOCTI caritamu Thr229 ta Thr389 i, Takum ynHOM, He Bifnosizae Ha curdHanu Big mTORCI-3ajeskHOro
cHrHasIbHOTO MJISAXy. [TokaszanHo, mo izodpopma p60-S6K1 3naTHA TIO3UTHUBHO pETYIIOBATHU NpoJidepariio Ta
mirpauito kiaituH HEK-293. BusiBsieHo, 110 B 3aJIEXKHOCTI BiJl TUITy KJIIiTUH p60-S6K1 31aTHa BUKOHYBATH HE3aJIEKHY
Big S6K1 QyHKUiI0, BUCTyNaI0uX y POJIi iHilliaTOpy MporpaMu ermiTesialbHO-Me3€HXiMaIbHOrO epexoly B KIiTUHAX
MCF-7. CniBBigHOomeHHs ekcpecii i3odopm S6K1, p60- ta p70-S6K1, moTeHuifiHO MOKe CIYTYBaTH AialrHOCTUYHUM

MapKepoM IyXJIMHHUX KJITUH, B SIKUX BiiOYBCS eliTeslialbHO-Me3eHXiMalbHU Nepexin.

2. The thesis is devoted to the study of mechanisms of expression and regulation, and functional significance in a
cell of the novel ribosomal protein S6 kinase 1isoform - p60-S6K1. It was established that expression of p60-S6K1
can result from at least two different transcripts: the predominant S6K1 transcript via alternative translation using
the third in-frame start codon and/or specific p60-S6K1 transcript. The data revealed that the p60-S6K1 isoform
possesses kinase activity that can be either constitutive or mitogen-regulated depending on a cell type. Results
demonstrated that p60-S6K1 is not subjected to phosphorylation on critical-for-kinase-activity sites Thr229 ra
Thr389 and, therefore, does not respond to mTORCI1-dependent signaling. The p60-S6K1 isoform was shown to be
able to exert positive effect on cell proliferation and migration in HEK-293 cells. It was revealed that p60-S6K1 can
perform S6K1-independent function of initiation of the epithelial-mesenchymal transition in MCF-7 cells. The ratio
of p60- and p70-S6K1 expression can be considered as a prospective diagnostic marker of cancer cells undergone
the epithelial-mesenchymal transition.
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