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Abstract

It has been hypothesized that dietary conjugated linoleic acids (CLA) may inhibit colon mmorigenesis, The aim of our sdy was
o investigate the cellular and molecular effects of ofs-9 (9Z), trans-11 {11E}-CLA on the proliferation, differentiation, interaction with
peroxisome proliferator-activated receptors (PPARs), and exppession of genes relevant in the APC-B-catenin-TCF4 signalling pathway
in human HT-28% and Caco-2 colon cells. We found that 92, 11E-CLA inhibited the proliferation of HT-29 and Caco-2 cells. Trans-
vacoenic acid (VA) showed no antiprolifemtive effects at all. 'We determmined that 92, 11E-CLA induced cell differentiation as measured
by intestinal alkaling phosphatase (IAP) enzvme activity in Caco-2 cells, mBNA expression of [AP, and activation of a 5 flanking
region of [AP. The 9Z,11E-CLA activated human PPARG as measured in a reporter gens assay. Treatment of HT29 cells in the
poliferation phase with 92, 11E-CLA repressed mRNA-expression of proliferation genes such as c-mye, cvelin D1 and c-fun in a
concentration dependent manner. The promoter activities of c-mye and AP1 wemre also inhibited afler incubation with 92, 11E-CLA. p-
Catenin mBEMNA and protein expression was also repressed by the treatment with 9Z,11E-CLA. In addition, the mBENA expression of
PPARG was repressed by treatment of the HT-29 cells with 92, 11E-CLA. We conclude that 92,1 1E-CLA has an antiproliferative effect
at the cellular and molecular levels in human colon cells. The resulls indicate that the preventive effects of CLA in the development
of colon cancer mav be due o their downregulation of some tarpet penes of the APC-Pecatenin-TCF-4- and PPARGO signalling
pathway.
2005 Elsevier BV, All rnights reserved.
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