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Abstract

WT1 17AA-/KTS- isoform alters actin binding proteins: [ ]-actinin 1, cofilin 1 and

gelsolin involved with actin cytoskeleton dynamics, cell adhesion and cell migration. Here we

investigated whether or not WT1 17AA-/KTS- isoform could alters expression of actin binding

proteins by directly bind to each actin binding protein gene or indirectly regulation via the other

pathway. Chromatin immunoprecipitation and GFP reporter assay detected two DNA binding sites

of WT1 17AA-/KTS- at 5’-flanking sequences of gelsolin gene, 5’-CCGCCCGCGC-3" and

5’-CGCCCCGC-3’. RT-PCR and western blot results in WT1 17AA-/KTS- highly expressing cells

and WT1 17AA- specific siRNA treated parental cells supported that WT1 17AA-/KTS- induced

expression of actin cytoskeleton mechanism mediated gene, Rac and Cdc42. These results

suggested that WT1 17AA-/KTS- isoform alters the expression of gelsolin gene by direct binding to

its DNA binding sites and may regulates all three kinds of actin binding protein genes via Rac and

Cdc42 pathway.

Key word; WT1 DNA binding site, WT1 target gene, gelsolin, small GTPase gene, cancer cell

migration
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