©
2012 2014

Suppressive role of the adaptor protein Hic-5 in anchorage-independent cell growth
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In the present study, we addressed HIC-5-dependent growth arrest mechanism under
nonadherent conditions. The mechanism transcriptionally induced a CDK inhibitor (CKI), p21Cipl, in
response to disruption of cell-ECM interactions. The role of HIC-5 in this mechanism was to tether KLF4,
a transcription factor essential for transactivation of p21Cipl, to DNA sites in response to cellular
detachment.

We also found that MMP-9 expression was upregulated by depletion of HIC-5 with RNAi, which potentially
contributes to HIC-5-mediated regulation of tumor metastasis in vivo. Interestingly, ectopic expression
of kinase-inactivated TGF-b type 1 receptor completely blocked the HIC-5 effect. Neither Smads
phosphorylation nor expression of other TGF-b-targeted genes were affected by HIC-5 levels. Collectively,
a new TGF-b signaling pathway has emerged contributing to cancer progression through the regulation of
MMP-9 expression depending on HIC-5.
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