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We found that inactivation of the Notch effectors Hesl, Hes3 and Hes5, but not Hesl
alone, led to reduced cell proliferation, increased secretory cell formation and altered
intestinal structures in adult mice. However, in Apc mutation-induced intestinal tumors,
inactivation of Hes1 alone was sufficient for reducing tumor cell proliferation and inducing
differentiation of tumor cells into all types of intestinal epithelial cells, but without
affecting the homeostasis of normal crypts owing to genetic redundancy. These results
indicated that Hes genes cooperatively regulate intestinal development and homeostasis
and raised the possibility that Hes1 is a promising target to induce the differentiation of

tumor cells.
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