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Class Il PI3K regulate receptor endocytosis and endosomal signaling
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The phosphatidylinositol (PtdIns) 3-kinase (PI13K) family, which comprises
three classes, regulates diverse cellular processes. In contrast to the well characterized class 1
and class 111 PI13Ks, physiological roles of class Il PI3Ks were not well understood. We have
recently demonstrated that class Il a isoform (PI3K-C2a plays crucial roles in angiogenesis, by
analyzing PI3K-C2a KO mice. PI3K-C2a which generates PI(3)P and PI(3,4)P2, plays crucial roles in
angiogenesis. PI3K-C2a was found to be required for endocytosis and signaling of the receptor
tyrosine kinase vascular endothelial growth factor (VEGF) receptor-2, the G protein-coupled receptor
sphingosine-1-phosphate receptor-1 and serine/threonine kinase receptor TGF3 receptor. This study
show that not only PI3K-C2a but also specific Pl 5-phosphatase and Pl 4-phosphatase required for
receptor endocytosis via phosphoinositides metabolism.
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