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Clarify the pathogenic mechnism of microlissencephaly
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In this project, we performed functional analyses of katanin p80, a
pathogenic causing gene of microlissencephaly. This congenital neurodevelopmental disorder has the
clinical features of both microcephaly and lissencephaly. To date, mutations on the genes correlated

with proliferation of neural progenitors cause microcephaly, and associated with the neuronal
migration induces lissencephaly. This highlight critical functions for katanin p80 during
neurogenesis and neuronal migration, suggesting the existence of a common pathophysiological pathway
responsible for microcephaly and lissencephaly. In this study, we demonstrated that katanin p80
regulates microtubule (MT) remodeling with NuMA (Nuclear Mitotic Apparatus protein) and cytoplasmic
dynein. Our findings provide valuable insights into the pathogenesis of severe microlissencephaly,
in which p80 and NuMA delineate a common pathway for neurogenesis and neuronal migration via
microtubule organization at the centrosome/spindle pole.
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