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Elucidation of mechanisms underlying colorectal tumorigenesis associated with
deregulation of new Wnt targets
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In this study, we identified new target genes regulated by the canonical Wnt

signaling. Among the genes, FRMD5 was positively regulated, and IFIT2 was negatively regulated by
the signaling. Elevated expression of FRMD5 is associated with invasion of colorectal cancer (CRC)
cells, and high FRMD5 expression in CRC tissues is linked to poor prognosis. On the other hand,
reduced IFIT2 expression is associated with cell proliferation and resistance to apoptosis.
Furthermore, we identified IRFl as a transcriptional regulator of IFIT2. Importantly, we revealed
that activation of the Wnt signaling downregulates IRF1 through its destabilization, and that a
deubiquitinating enzyme USP1 plays an important role in the stabilization of IRF1. We also found
that UAF1, a USP-interacting protein, is reduced by the activated Wnt signaling. These data suggest
that activation of the signaling reduces the stability of IRF1 through its ubiquitination by
suppression of USP1-UAF1 activity.
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