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RET tyrosine kinase is required for the development of the enteric nervous system (ENS).
Hypomorphic RET alleles cause intestinal aganglionosis [Hirschsprung disease (HSCR)].
We have shown that elevated expression of Bel-xL inhibits ENS precursor death in both
Retnull and hypomorphic states. Moreover, the prevention of cell death allows
morphologically and functionally normal ENS formation in Ket-hypomorphic mice. These
results indicate that ENS precursor death is a principal cause of intestinal aganglionosis in
a Ret hypomorphic state, and suggest that the inhibition of cell death is a route to the
prevention of HSCR.
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