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Me??anism of suppression of Notch signaling by CDX1 and CDX2 in colon cancer
cells
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In this study, we found that CDX1 and CDX2, which are homeobox transcription
factors expressed in intestinal epithelial cells, directly regulate Notch signaling via RBP-J, an
effector of Notch signaling. In addition, through mass spectrometry analysis of CDX2, we identified

a NAD-dependent deacetylase Sirtuinl, which has been reported to regulate the Notch signaling in
several cancers. We showed that, in HCT116 cells, CDX2 strongly suppresses the Notch activity, while
Sirtuinl inhibits the suppression of Notch by CDX2. These results suggest that CDX1 and CDX2 at
least partially compete Sirtuinl to regulate the activity of Notch signaling in colon cancer cells.
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