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I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT
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V. BimomocTi npo guceprauiio
Mosga guceprarii:
Koau TemaTHYHHUX PYOPHK: 34.15

Tema gucepranii:
1. dynkuioHasnpHi 38'13ku KOA-CcrHTa3u i3 KOMIIOHEHTaMU CUTHAJIBHUX IUISIXIB KT TUHA

2. Functional links of CoA Synthase with components of cell signal transduction pathways

Pedepar:

1. O6'eKT - MOJIEKYJISIPHI MeXaHi3MU (PYHKLIOHYBaHHS CUTHAJIbHUX CUCTEM KJITUHMU Ta iXHil1 B3a€MO3B's130K i3
MeTaboliYyHUMU ITpoLiecaMu. MeTa - ineHTu(ikyBaTu (PyHKLIOHAJIbHI 3B'13KU MK (pepmeHTOM KOA-CUHTAa3010 Ta
KOMIIOHEHTaMU CUTHAJIbHUX LISXIB KIITUHU. MeTonu - 6ioiHpopmMaTniHuil aHali3, agpiHHa xpomarorpadis,
THMYacoBa Ta cTabisibHa TpaHcdopmallis kiliTuH ccapliB K[JHK koHcTpykuismu Ta KiPHK (kopoTka
intepgepenuiitHa PHK), imyHomnpeuumnitanis 6inkiB Ta BectepH-6710T aHasi3, KOHPOKaabHa iMyHO(IyOpeCLieHTHa
MiKpPOCKOIIisl, CyOKJIITUHHE (PPAKLiOHYBaHHS, TECT HA 3[AaTHICTb KJITUH 4O YTBOPEHHS KOJIOHIN B HaMiBPiAKiN
arapoasi Ta iH. Pe3ynbTaTu Ta HOBU3HA - [neHTHdiK0BaHO HOBY i30popmy KoA-cunTasu. InenTudikoBano curHanbHi
6inKY, 1110 YTBOPIOIOTH KOMILNIEKCH i3 KOA- CMHTa3010 B KJIITUHAX CCaBlliB, - TUPO3uH ¢pocdaTazy Shp2 ta
peryastopHy cy6onunuiio PI3K, p85. Briepiue nokasaHo, mo ¢paxiuist KoA-crHTa3u y KJIliTHHAX CCaBlliB 3a3HA€E
(docdopunyBaHHs 110 TUPO3UHY i Take (pochHOpuUIOBaHHS MoXe BIMBaty Ha ii QITIAT aktuBHicTb. [TokasaHo, 1m0

piBeHb ekcnpecii KoA-cuHTa3y BIIMBae Ha akTUBHICTb PI3K-3a71€5KHOr0 CUTHAIbHOTO IIJISIXY Ta aKTUBHICTD



THMPO3MHOBUX KiHa3. Briepiie NpogeMOHCTPOBAHO, 110 piBeHb eKcnpecii KOA-cuHTa3u BIIMBa€ HA (PEHOTUIIIUHI
MIPOSIBU 3JI05IKiCHOI TpaHCcdopMallii KITITUHY, a caMme He3aJIEXKHUH Bifj KOHTAKTIB i3 MO3aKJIITUHHUM MaTPUKCOM PiCT

Ta BM)KMBAHHS 32 YMOB BiICYTHOCTi pocTOBUX (aKTOPIB y KyJbTYpi in vitro.

2. The object - molecular mechanisms of signal transduction system functioning and their interlinks with
metabolic processes. The aim of the work was identification of functional links between CoA Synthase and
components of cellular signal transduction pathways. The methods applied - bioinformatics, affinity
chromatography, transient and stable cell transformation with cDNA constructs and siRNA, proteins
immunoprecipitation and Western-blot analysis, subcellular fractionation, confocal immunofluorescent
microscopy, colonies-forming test in semisolid agar etc. The results and novelity - new isoform of CoA Synthase
have been identified. Signalling proteins which interacts with CoA Synthase in mammalian cells have been
identified - protein tyrosine phosphatase Shp2 and regulatory subunit of PI3K, p85. It is demonstrated for the first
time, that a fraction of CoA Synthase is undergone to tyrosine phosphorylation in mammalian cells and such
phosphorylation may influens its PPAT activity. Have been demonstrated that expression level of CoA Synthase
influences activity of PI3K-dependent pathway and tyrosine kinases. It is demonstrated for the first time that
expression level of CoA Synthase influences phenotypic manifestations of cellular malignant transformation such

as an ancorage independent growth and survival in serum depleted conditions in in vitro culture.
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