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Summary: Nowadays there is a great interest in tumor heterogeneity. Glioblastoma
(GB) is one of the malignant tumors that more clearly shows such heterogeneity, and
specially related to PTEN expression, a protein that plays a relevant role in the
oncogenesis of this brain tumor. PTEN haploinsufficiency derived from the loss of one
of the two alleles of the gene, would reduce CBP histone acetylase expression,
increase EZH2 histone methylase expression, and decrease p21 and p27 expression
(iCDK), increasing cell growth thereafter. This mechanism might be modulated by
panobinostat (iHDAC) and/or DZNep (inhibitor of EZH2). We might assume that
panobinostat and/or DZNep might modulate and revert PTEN haploinsufficiency in GB
and, as a consequence, re-activate PTEN tumor suppressor function. We pretend to
test the expression of proteins of the PTEN-PI3K/AKT signaling pathway, CBP, EZH2,
p21 and p27 by immunohistochemistry and western blot in GB cell lines in two
different situations: GB +/- for immunohistochemistry of PTEN with haploinsufficiency,
and GB +/- for immunohistochemistry of PTEN without haploinsufficiency. Functional
in vitro studies (cell migration, clonogenicity assays in soft agar, and colony formation
assays) will be performed before and after treatments in order to test the possibility
that the treatments would reduce in vitro tumorigenesis.
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