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Pedepar:

1. luceprarito NpUCBSYEHO AOCIIKEHHIO MOXKJIMBOCTI iCHYBaHHS iHIMBilyalbHUX KOMIIOHEHTIB KoMmIiekcy eEF1B
B TKQHMHAX 3JI05IKICHUX IyXJIMH Ppi3Hoi Jokanizauii. ITin yac BuUKOHaHHS po60oTH BIeplie OyB IpOBeAeHUN
nopiBHANbHUN aHani3 BMicTy MPHK Ta 6iskiB cyboanunip kommiekcy eEFIH B myX/IMHHUX Ta yMOBHO HOPMaJIbHUX
TKaHMHAaxX Kapjioe3odareato, J€reHi, HUPKU Ta TOJIOBHOTO MO3KY JIIOJIMHY, SIKUI1 BUSBUB HEY3TOIKEHICTb IMyXJIMHO-
3aJIeXKHUX 3MiH KiJIbKOCTi pi3HUX cybonuHuIb KoMiiekcy eEF1B.ITTlokaszaHo, o BMicT cybonununb eEFIH
IiABUILY€ETHCS Oi/IBII HDK B 1B pas3u B 72% KapzioesodareanbHUX MyxJInH i 52% KapLXHOM JIET€Hi, i 3a/I1IIaeThCs
6€3 3MiH B KapLIJMHOMaxX HUPKY, 10 CBiUATh IIPO MEBHY CNELU(PIYHICTh TAKUX 3MiH i MOXKE PO3IJISLATUCS SIK
IOTIOBHEHHS JJO 0O3HAK PaKy JiereHi i kapzioesodaresio ouHY. Briepie BUSBIEHO SlepHY JIOKaJi3allilo BUKIIIOYHO
eEF1BramMmMa B yMOBHO HOPMAaJIbHUX Ta NYXJIMHHWX TKAHWHAX JIET€Hi JIIOJVHHY, B TOM Yac KOJIU B KJIITUHHIN JiHii A549
aJleHOKapLIMHOMU JIETEHI JIIOAVHY BCi KOMIIOHEHTU KoMIliekey eEFIH nemMoHcTpyBany anepHy JoKasisalio.
Briepiie npogeMoHCTpOBaHa IPUHLMIIOBA MOKJIMBICTb (PpOpMyBaHHS KoMIuiekcy eEF1B B sigpax KiliTHH

aJleHOKapLMHOMM JiereHi tonyHy A549 i nokasaHa BincyTHICTb B3aeMogii MK 1M KomIsiekcoMm i eEF1A B



SI€PHOMY KOMIIAPTMEHTI KJIITUHU.

2. The dissertation elucidates whether the subunits of the eEF1B complex occur independently from complex in
different human tumours. For the first time we performed a systematic analysis of the eEF1H subunits expression
at mRNA and protein levels in the same samples of human cardioesophageal, lung and renal carcinomas. We have
observed the lack of correlated changes in the expression level of all eEF1B subunits that suggests the presence of
the individual, non-complexed subunits of eEF1B in human cardioesophageal and lung carcinomas.
Cardioesophageal and lung carcinomas showed increased level of expression of all eEF1H subunits observed in 8-
36% of all samples, depending on the subunit and tumour type. However, as the changes in the subunits
expression are not coordinated, the elevated protein levels of one or another subunit expression were found in
72% of cardioesophageal and 52% of lung carcinomas. Interestingly, we did not observe marked difference in the
eEF1H proteins expression in human renal carcinomas where the overexpression of the eEF1A and eEFIBgamma
proteins was found in two diverse tumour samples out from eighteen specimens researched. This finding favours
the specificity of the phenomenon in human cardioesophageal and lung carcinomas, suggesting that the combined
increase of different eEF1B subunits of the eEFIH complex may be considered as useful addition to the panel of
markers for lung and cardioesophageal carcinomas. Subcellular localization of the eEFIH subunits was investigated
in the cardioesophageal and lung cancer tissue samples and lung adenocarcinoma cell line A549. All eEF1H subunits
were found in nuclei of A549 cells, whereas the only eEF1Bbeta and eEF1Bgamma nuclear localization was found in
the lung and cardioesophageal cancer specimens by immunohistochemical investigation. This difference may be
patient specific or represent a genuine divergence in the eEF1B localization between cultivating cells and cancer
tissues. More importantly, the immunoprecipitation analysis did not reveal the classic eEF1H complex in nucleus,
as the eEF1A-eEF1B interaction was not detected there despite the presence of all factors in the nuclear fraction.
Molecular reasons for this are under investigation and may be related to a different level of post-translational
modifications of the eEF1A or eEF1B components. Notably, the phosphorylation of eEF1Bbeta can influence its
interaction with eEFIA. A reason for the presence of the eEFIH subunits in nucleus is unknown. The data on the
existence of nuclear protein synthesis remain controversial. As eEF1A and eEF1B did not interact in the nuclear
fraction of the cancer cells, this argues against nuclear translation and suggests independent roles of eEF1A and
eEF1B.
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