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Mechanisms of cancer progression control mediated by LPA-induced YAP activation
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Lysophosphatidic acid (LPA) is a potent lipid mediator with various

biological functions mediated through six G protein-coupled receptors (GPCRs), LPA1-6. We show a
critical role of LPA4 and LPA6 in developmental angiogenesis. In mice, endothelial cell (EC)
-specific Lpa4;Lpa6 DKO retinas had impaired sprouting angiogenesis. Mechanistically, LPA activated
the transcriptional regulators YAP and TAZ through LPA4/LPA6-mediated Ga 12/Ga 13-Rho-ROCK signaling
in ECs. YAP/TAZ knockdown increased 3 -catenin- and Notch intracellular domain (NICD)-mediated
endothelial expression of the Notch ligand delta-like 4 (DLL4). Of note, the inhibition of Notch
signaling also ameliorated impaired retinal angiogenesis in EC-specific Lpa4;Lpa6 DKO mice. Overall,
these results suggest that the Ga 12/Ga 13-coupled receptors LPA4 and LPAG synergistically regulate
endothelial DII4 expression through YAP/TAZ activation. Our findings provide a novel insight into
the biology of GPCR-activated YAP/TAZ.
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