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Molecular basis of the regulation of intestinal cellular lifespan
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Intestinal epithelial cells (IECs) are continuously regenerated from
Lgr5-positive intestinal stem cells (ISCs). The life-span of matured IECs is relatively short, and
its proper regulation is important for maintaining homeostasis of intestine. In this study, we found
that the downstream molecules of receptor protein kinases such as mTORC1 and Ras inhibited Wnt
signaling pathway which was important for maintaining the stemness of ISCs, and reduced the number
of Lgr5-positive ISCs. We believe that cross-talk between mTORClor Ras and Wnt signaling pathway is
important not only for proper regulation of IEC homeostasis but for the development of intestinal
diseases and potentially for their therapy.
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