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Pedepar:

1. O6'eKT - peryssLis TpaHCKpuUILi reHa riyTaTioH S-tpaHcdepasu P1 (GSTP1) mopuuu. MeTa - BU3HauU€HHs poJii
L[MC- Ta TPaHC- Ail04uXx (aKTopiB y 3abe3nedeHHi KIITUHOCNIenM(iYHOrO PiBHS TPAHCKPUIILIMHOI aKTUBHOCTI reHa
GSTP1. Metonu - kinbkicHa 3T-I1JIP, HaniBKinbKicHMI iMyHOG0TUHT, 6icynbdiTHa mogudikanis IHK, nonimepasHa
JIQHIIIOTOBA PeaKllisi, MOJIEKYJISIDHE KJIOHYBaHHSI, KyJIbTUBYBAHHS KJIITUH Ta iX TpaHCceKLis, moundepasHuil TecT,
IociinkeHHs enekrpodopeTndnoi pyxaudocti JHK-6inkoBUX KOMILIEKCIB. Pe3ysibTaTu Ta HOBU3HA - Y POOOTI
IOOCJiIKEHO poJib IMC- Ta TPAHC- [iI04nx (PAKTOPIB y 3ab6e3NedeHHi KiIiTuHOoCcenn(pidyHoro piBHs eKcnpecii rena
GSTP1 noguHy y KaiTrHAaX MoJ104HOi 3a103u Hbl-100, mestanomu Me45, xopiokapunanomu BeWo Ta y TkaHuHi
niaueHTy. Becranosneno, mo caitu ARE Ta NF-kB npomotopy rena GSTP1 € 103UTUBHUMU PeryISITOPHUMU
enemeHTamy, a caiitu CRE ta NF-kB-nopi6Huil - HeraTUBHMMU. Brieplie BCTAaHOBJIEHO SIKiCHI BiIMIHHOCTI y CIIEKTPi
TPAaHCKPUINLIMHNUX (HPAaKTOPIB, IO B3a€MOIOTh i3 mpomoTopom reHa GSTP1 B KJliTMHaX pi3HOrO THUITy Ta 3 Pi3HUM

piBHEM ekcIipecii reHa; BCTAHOBJIEHO, L0 PeIlpecisi TPaHCKPUIILii 3yMOBJIeHa [Iiel0 TPAaHCKPUIILIHHUX (PaKTOPIB i



MO>Ke 3aKpiIlJIIOBaTUCh 32 pPaXyYHOK METUITYBaHHS [IPOMOTOpPY. Briepiie nokasaHo, mo cait CRE (eseMeHT Bifgnosizi
Ha BTAM®) npomoTtopy GSTP1 mo3ke BifiirpaBaTi pojib HETraTUBHOI'O PETYJISTOPHOTO eJeMeHTy. Briepiue
BCTaHOBJIEHO, 110 peuentop ecrporeHis (ER) perymoe TpaHckpuniito rena GSTPI, 3B8's13ytounch yepes
HEBCTAHOBJIEHUI GiJIOK i3 MO3UTUBHUM PETYJISTOPHUM efleMeHTOM ARE (eJleMeHT BifIIoBifli Ha aHTUOKCUIAHTH) Ta
yepes 6i1ku Fos a6o Jun/Fos 3 HeraTuBHUM peryasTopHUM eneMmeHTOM CRE. Y KOHTEKCTi Cy4acHUX ysBJI€Hb PO
OyZoBy Ta (PYHKIiOHYBaHHS €HXaHCOCOMMU 3aIIPOIIOHOBAHO MOZEJIb, L0 TOSCHIOE OJIHOYACHY B3a€MOJiI0 OJIHOTO
TPAHCKPUMNLIMHOTO (paKTOpa SIK 3 HETaTUBHUM, TaK i 3 NO3UTHUBHUM PETYJISITOPHUM €JIeMEHTOM IIPOMOTOPY.
OpepskaHi pe3y/IbTaTy CBifyaTh, MO TPAHCKPUIILiS TeHa IIIyTaTioH S-Tpancdepasy Pl kiiTnHOCenn@iyHO
perymoeTbcs ER Ta TpaHckpunuiiHum ¢pakropom NF-kB, 1o nae nizcraBu po3risiaty Ui TpaHCKPUILiNHI pakTopu
SIK TIOTEHIiMHI MillleHi 17151 pO3pOOKYU XeMONPEBEHTUBHUX ITperaparis. 2.

2. The object - regulation of the human glutathione S-transferase P1 (GSTP1) gene transcription. The aim of the
work was to uncover the role of cis- and trans- acting factors in cell- specific regulation of GSTP1 transcriptional
activity. Methods - quantitative RT-PCR, semi-quantitative western-blotting, DNA bisulfite treatment, polymerase
chain reaction, molecular cloning, cell culture and transfection, luciferase assay, electrophoretic mobility shift
assay. Results and novelty - the role of cis- and trans- acting factors in cell-specific regulation of GSTP1
transcription in breast cells Hbl-100, melanoma cells Me45, choriocarcinoma cells BeWo and normal placental
tissue was identified in this work. It was shown that ARE and NF-kB sites of GSTP1 gene promoter act as positive
regulatory elements, but CRE and NF-kB-like as negative. The differences in the patterns of transcription factors
interacting with GSTP1 promoter in different cell types possessing distinct levels of GSTP1 expression were
identified for the first time. It was shown that transcriptional repression of GSTP1 in examined cells occurs due to
transcription factors and can be fixed by promoter methylation. The negative regulatory role of CRE was shown for
the first time. We identified for the first time that estrogen receptor (ER) regulates GSTP1 transcription interacting
with positive regulatory element ARE in complex with unknown protein and with negative regulatory element CRE
in complex with Fos or Jun/Fos. Based on these results we proposed a model which explains the interaction of the
same transcription factor with positive and negative regulatory elements of one promoter in context of
contemporary view on structure and function of enchansosome. Obtained results provide the evidence that GSTP1
gene transcription is cell-specifically regulated by ER and NF-kB what allows to consider these factors as potential
targets for chemopreventive drugs.
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