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Abstract

Background: Recently, we have shown anti-proliferative and pro-apoptotic effects of indica-
xanthin associated with epigenetic modulation of the onco-suppressor p16"*““ in the human
colon cancer cell line CACO2.In the present study, the epigenetic activity of indicaxanthin and
the mechanismsinvolved were further investigated in other colorectal cancer cell lines. Meth-
ods: LOVO1, CACO2, HT29, HCT116, and DLD1 cells were used to evaluate the potential in-
fluence of consistent dietary concentrations of indicaxanthin on DNA methylation, and the
epigenetic mechanisms involved were researched. Results: Indicaxanthin exhibited
anti-proliferative activity in al cell lines but HT29, induced demethylation inthe promoters of
some methylation-silenced onco-suppressor genes involved in colorectal carcinogenesis
(p16""*4% GATA4, and ESR1), and left unchanged others which were basally hypemmethylated
(SFRP1 and HPP1).In apparent contrast, cell exposure to indicaxanthin increased DNMT gene
expression, although indicaxanthin appeared to be an inhibitor of DNMT activity. Indicaxan-
thin also increased the expression of genes involved in DNA demethylation. Finally, an in sili-
co molecular modelling approach suggested stable binding of indicaxanthin at the DNMT1
catalytic site. Conclusions: Our findings contnbute to new knowledge in the field of phyto-
chemicals and specifically suggest dietary indicaxanthin as a potential epigenetic agent to
protect colon cells against tumoral alterations. © 2015 S. Karger AG, Basel
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