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Colon cancer metastasis is often associated with activation of the Wnt/B-catenin
signaling pathway and high expression of the metastasis-inducing gene S100A4. We
identified previously S100A4 as a transcriptional target of [-catenin and thus
highlighted the importance of the interconnection of these cellular programs for colon
cancer metastasis [1]. Intervention strategies targeting Wnt/B-catenin signaling might
represent promising approaches to inhibit S100A4-induced tumor growth and
metastasis in vivo. Here we report the effects of nonsteroidal anti-inflammatory drug
(NSAID) sulindac sulphide, a known inhibitor of the Wnt/ B-catenin signaling
pathway, on S100A4-induced tumor growth and metastasis on human colon cancer
cells. We demostrate the knock down of S100A4 expression and S100A4 promoter
activity by sulindac, associated with reduced S100A4-induced cell motility and
invasiveness in vitro, as well as with inhibition of tumor growth and liver metastasis
in vivo. Our data provide evidence that modulators of -catenin signaling such as
NSAIDs may offer potential as antimetastatic agents by interdicting S100A4
expression [2].
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