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I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT

IIudp cnenianizoBaHoi BYU€HOI pagH (Pa30Boi CleliaJai30BaHOI BYEHOI pazu). K 35.246.01
IloBHe HaliMeHYBaHHSI IOPHUAHUYHOI OCOOH:

Kop 3a €IPIIOY:

Micue3HaxoaKeHHS:

dopma ByracHoCTI:

Cdepa ynpasiriHHS:

InenTudikarop ROR: He zacrocosyerscs

IV. BimomocTi Ipo niznpueMcTBO, YCTaHOBY, OpraHi3alliio, B sIKi# 0yJ10

BHKOHAHO JHCEPTaIlilo

IloBHe HaliMEeHYBaHHS IOPHUAMUYHOI 0COOM: IncTuTyT Giosorii kiituau HAH Ykpainu
Kopg 3a €IPIIOY: 25255758
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InenTudikarop ROR: He zacrocosyerscs

V. BizomocTi npo gucepraniio
MoBga guceprariii:
Koau TeMaTHYHHUX PYyOPHK: 34.15

Tema gucepranii:
1. OcobamBocTi perysnii pocaTrnauriHO3UT-3-KiHa3HOr0 CUTHAJIBHOTO HIJISIXY B Ipoleci audepeHuianii Ta

arnomnTo3y KJITUH epuTposeiikeMii moaunu sinii K562

2. Regulation of phosphatidylinositol 3-kinase signalling specificity during the cource of differentiation and
apoptosis in human erythroleukemia cell line K562

Pedepar:

1. O6'exT - PI-3-KiHa3HMI CUTHAJILHUN 1IJIAX. MeTa: 3'acyBaTy 0CO6IMBOCTI perysuii PI-3- KiHa3HOro CUrHaJILHOTO
LUISIXY B KiliTHax K562 epuTposeiikeMii I0AVHMY Mifl BIVIMBOM iHri6iTOPiB TUPO3MHOBUX NPOTEIHKiHA3,
rep6imMiLiMHY A Ta KBEpLIETUHY, a TAaKOX IIyXJIMHHOTO poMoTopa gopbosi-12-mipucrar-13-anerary. Metonu:
uuromopdonoriuni, THK-xomer, enexrpodopes [JHK i 6inkiB, iMyHOnpenumniTanis, npeuumniraris
pekombinanTHUMHU GST-KOH'ToroBanumu 6inkamu, BectepH 6710T-aHasi3, BUBHa4Y€HHS aKTUBHOCTI PI-3-KiHa3y,
TOHKOIIAPOBa xpomMartorpadis inizis, KopessiiiHui Ta MyJIbTUPErpeciiHuil aHasi3. BcTaHoBieHO, o repoiminuH
A i kBepLeTHH MaloTh Pi3Hi eeKTOpHI MexaHi3Mu peasizallii 6i0J10riYHOro BIJIMBY Ha KIiTHHU K562, 1110 3HaX0OUTh
CBO€ BilOOpaKE€HHSI B Pi3HOCKEPOBAHOMY XapaKTepi JMHAMIKY €HA0T€HHOTO (oC(pOpUIOBaHHS TUPO3UHKIHA3U
p210Bcr- Abl npu ix fii, B pisHOMy BIIMBI Ha akTUBHICTb PI-3-KiHa3u i Ha ii peryssuito. [TokasaHo, 0 B iHTAaKTHUX
xitituHax K562 perysnsatopHi BrivBy 3 60Ky edeKTOpHUX O1JIKiB, sIKi 3B'13yI0ThCs 3 P85 anbda cybopunuiero PI-3-



KiHa3W,Ha aKTUBHICTb (pEPMEHTA € He3HAYHUMHU. TaKi BIIJIMBYU BiJHOBJIIOIOTHCS B IIPOLLECi €PUTPOIHOI i
merakapionuTtHoi gudepenuianii kinituH K562. TlokazaHo, 1o B rmpotieci arnonTtosy KiiTuH K562, iHIyKoBaHOTo
KBEPLIETMHOM, 3B'SI3yBaHHS CUTHAJIbHUX OiJIKiB 3 p85 anbda Mae CTUMYJIIOI0YMI e(eKT Ha aKTUBHICTb (pepMEHTa.

Cdepa BUKOpUCTaHHS - KJIITUHHA 6i0J10Tis, 6ioXiMis.

2. The object: PI-3-kinase signalling. The aim to explore regulation of PI-3-kinase signalling specificity under the
action of tyrosine kinase inhibitors, herbimycin A and quercetin, and tumor promoter PMA in human
erythroleukemia cell line K562. The methods: cytomorphology, comet assay, DNA and protein electrophoresis,
GST-p857? fishing assay, Western blotting, PI-3-kinase assay, thin layer chromatography, correlation and multiple
regression analysis. It has been found that herbimycin A, quercetin and PMA affect differently proliferation,
differentiation and apoptosis of K562 cells, suggesting that these agents have various molecular mechanisms of
action on cells. It was revealed differences in phosphorylation level of p210 Ber-Abl and in PI-3-kinase activity of
upon treatment of cells with herbimycin A and quercetin. It was shown that binding of signalling proteins with
regulatory p85 subunit of PI 3-kinase in intact K562 cells had a small modulating effect on enzyme activity.
Correlation and multiple regression analysis of protein-protein interaction dynamics for p85 alpha and dynamics
of PI-3-kinase activity during K562 erythroid and megakaryocytic differentiation induced by herbimycin A and
PMA, respectively, showed that the number of proteins, in particular p120c-Cbl negatively regulate PI 3-kinase
activity. Obtained data suggest that binding of majority of signalling proteins with p85 alpha in quercetin-treated
cells has stimulatory effect on PI 3-kinase activity. Field of application: cell biology, biochemistry.
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