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Mechanistic elucidation of angiogenesis mediated by Tspanl8
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Tspanl8-dificient mice show abnormality in retinal vascular development. To
understand how this phenotype is induced, binding of Tspanl8 to VEGFRs was evaluated by
co-immunoprecipitation assay. As a result, binding of Tspanl8 to proteolytic fragments of VEGFR2,
130-kDa and 75-kDa fragments, was detected. Experiments using protease inhibitors showed that
metalloprotease is necessary for the production of the 130-kDa fragment. Furthermore, it was shown
that knockdown of Tspanl8 in blood endothelial cells results in a shift in turnover of the
fragments, including enhanced production of 130-kDa fragment and delayed production of 75-kDa
fragment after VEGF treatment. Tumor blood vessels in Tspanl8-deficient mice showed normalization of

vascular structure, including absence of hemorrhage.
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