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Pedepar:

1. O6'eKT - peryJsLis TpaHCKpUILi reHa riayTaTioH S-tpaHcdepasu P1 (GSTP1) monnun. MeTa - BU3HauY€HHS pOJii
LJC- Ta TPaHC- Hilounx QakTopiB y 3a06e3NedeHHi KIiTUHOCen(piYHOro piBHS TPAHCKPUILIHOI aKTUBHOCTI reHa
GSTP1. MeTtonu - xinbkicHa 3T-T1JIP, HaniBKinbKicHUI iMyHOO0TUHT, 6icynbdiTHa mogudikanis THK, nosimepasHa
JIAHLIIOTOBA PeaKllisi, MOJIEKYJIIPHE KJIOHYBAaHHS, KyJIbTUBYBaHHS KJIITUH Ta iX TpaHcdeKis, JonudepasHuil TecT,
oocimxeHHs enekTpodopeTndHoi pyxaudocti JHK-6i1KoBUX KOMILIEKCIB. Pe3ysibTaTy Ta HOBU3HA - Y POOOTI
IOCJTIiIKeHO poJib LMC- Ta TPaHC- Iilounx PakTopiB y 3abe3nedeHHi kiitnHocnenudivyHoro piBHs ekcrpecii rena
GSTP1 moguHy y KIiTUHAX MoJIo4HOi 3as103u Hbl-100, mesanomu Me45, xopiokapiuHomu BeWo Ta y TKaHUHI

niaueHTy. Becranosneno, mo caitu ARE ta NF-kB npomortopy rena GSTP1 € NO3UTUBHUMU PETyJISITOPHUMU



eseMeHTamy, a caiitu CRE ta NF-kB-noni6Huil - HeraTUBHMMU. Briepiie BCTaHOBJIEHO SIKiCHI BiMiHHOCTI y CIIeKTpi
TPaHCKPUMLIHUX (aKTOPIB, [0 B3AEMOJIOTh i3 mpomoTopoM reHa GSTP1 B KJliTUHaX pi3HOTO THUITY Ta 3 Pi3HUM
piBHEM eKcIpecii reHa; BCTAaHOBJIEHO, 10 PeIlpecist TPaHCKPUIILLii 3yMOBJIeHa Jliel0 TPaHCKPUILIHUX (PaKTOPIB i
MO>Ke 3aKpIIJIIOBaTUCh 32 PAaXyHOK METUJIyBaHHS IPOMOTOPY. Briepie nokasaHo, 1o cailT CRE (esieMeHT BifnoBsizi
Ha UAM®) npomoTtopy GSTP1 mo>ke BiirpaBaTi poJib HETATUBHOTO PETYJISITOPHOTO €J1IeMEHTy. Briepiue
BCTaHOBJIEHO, 1110 peuentop ecrporeHis (ER) perysmoe TpaHckpunuito rena GSTPI, 38's13ytounch yepes
HEBCTAHOBJIEHUI GiJIOK i3 MO3UTUBHUM PETyJISTOPHUM esieMeHTOM ARE (es1leMeHT BifIIoBifli Ha aHTUOKCUIAHTH) Ta
yepes 6iku Fos a6o Jun/Fos 3 HeraTUBHUM peryasiTopHUM esieMeHTOM CRE. Y KOHTEKCTi Cy4acHUX ysBJI€Hb PO
OyIoBYy Ta (PYyHKIiOHYBaHHS €HXaHCOCOMMU 3alIPONIOHOBAHO MOZEJb, IO MOSCHIOE OJIHOYACHY B3a€MOJiI0 OJIHOTO
TPAHCKPUMLIMHOTO (PaKTOpa 4K 3 HETaTUBHUM, TaK i 3 IO3UTUBHUM PETYISATOPHUM €JIEMEHTOM IIPOMOTOPY.
OpeprkaHi pe3y/IbTaTy CBiyaTh, M0 TPAHCKPUIILisl TeHa IIyTaTioH S-TpaHcdepasu Pl kiiTnHoCnenu@iyHo
perymoeTbest ER Ta Tpanckpunuiiinum ¢pakropom NF-kB, o fae nigctaBy po3riisaaTty Ui TPAaHCKPUIILiHI pakTopu
SIK TIOTE€HIIilHi 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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