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1. O6MiH Ta 3B's130K MMOJiaMiHiB 3 PyHKLIOHYBaHHSIM siiepHOro gaktopy TpaHckpuniii NF-kappaB npu nyxinHax

MOJIOYHOI 3471031

2. Metabolism of polyamines and their relationship with functioning of nuclear transcription factor NF-kappaB in
breast tumors

Pedepar:

1. Iucepraliiio prucBsIY€HO BUBYEHHIO B3a€MO3B'SI3KYy MixK MeTabosisaMmoM nosiamiHis (ITA) i pyHKLIiOHYBaHHSIM
saaepHoro ¢axropy TpaHckpunuii NF-kappaB. [locifskeHo noka3Huku ooMiny I1A y XBOpUX 3 HOBOYTBOPEHHSIMU
MOJIOYHOI 3aJ7103U. B MOZ€/IbHUX €KCIIEpUMEHTAaX 3a JOIIOMOT0I0 6i0CEHCOPHUX Ta (PIIyOPUMETPUYHUX METOJiB
II0Ka3aHo, mo npupoaHi [1A, Ha BinMiHy Bin cuHTeTryHOro ananora I1A ta inribitTopa ix 6iocunresy JOMO,
CIIpUSIOTh YTBOPEHHIO KomIekey pS0 3i crienudivnumu nociaigoHocTsiMu JHK. ITokazaHo, 1110 B KIIITUHAX
KapLMHOMU MOJIOYHOI 3271031 Mu1eii Ca 755, KapIMHOCApKOMU MOJIOYHO] 3a103u 11ypiB Yokep-256 Ta paky
MOJIOYHOI 3a7103u monuau MCF-7 BucHaxxeHHs [1A 3a nonomoroo JOMO npusBoauTs 1o 36inbmeHHs BMicTy p5O0 i,
B 3HAYHO MeHIIil Mipi, p65 cybonunuip dpaxropy NF-kappaB B simpax. [TIpu komneHcauii JOMO-iHmyKoBaHOTO



BUCHaKeHHS [TA mIsXoM [oJlaBaHHS MyTPeCLMHY BIuB aemnselii [TA Ha BMicT 6inkiB p5S0 Ta p65 HiBenoeTbCs.
BusBneHo, o BucHaxXeHHs [TA mpu3BOAUTh 1O 3MEHIIEHHS BMICTY 6i/IKiB - MPOAYKTiB OHKOreHiB c-myc i bel-XL,
110 CBimumMTh Npo He3patHicTh pakropyNF-kappaB BukoHyBaTy (QyHKIiI0 TPAaHCKPUIILi 110 BiHOLIEHHIO 10

IOCJIiIPKyBaHUX TeHiB B yMoBax JJOMO-inayKoBaHOTO BUCHaXKeHHS T1A.

2. The work is devoted to study of relationship between metabolism of polyamines (PA) and function of nuclear
transcription factor NF-kappaB. The indices of PA metabolism in the patients with breast tumors are studied. In
model experiments performed by biosensor and fluorimetric techniques, it is demonstrated that the natural PA, in
contrast to a synthetic analogue of PA and an inhibitor of biosynthesis of polyamines - difluoromethylornithine
(DFMO), facilitaes the binding of p50 to specific DNA sequences. It is shown that in mouse breast carcinoma cells
Ca 755, rat carcinosarcoma cells Walker-256 and human breast cancer cells MCF-7, DFMO-induced polyamines
depletion causes an increase of the content of p50 and, to a lesser extent, p65 subunits of NF-kappaB in the nuclei.
If the DFMO-induced polyamines depletion is compensated by adding putrescine, the effect of PA depletion on the
content of p50 and p65 is fully supressed. It is found that polyamines depletion causes a decrease of the content of
the protein products of the oncogenes c-myc and bcl-XL, thus indicating that NF-kappaB is unable to perform its
transcriptional function with respect to the studied genes under conditions of DFMO-induced polyamines
depletion.
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