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Development of a novel therapeutic approach targeting the processing of
angiopoietin-like protein 2 for suppressing of tumor metastasis

Odagiri, Haruki
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Here, we show that TLL1 (tolloid-like 1) predominantly contributes to the
processing of ANGPTL2 among BMP-1 (bone morphogenic protein-1)/TLD (tolloid) family proteins. In
addition, we found that secreted ANGPTL2 proteins are O-glycosylated in the conditioned medium of
human tumor cell lines. We also identified an O-glycosylation site of ANGPTL2 protein and showed
that ANGPTL2 proteins containin? the mutated O-glycosylation site exhibit increased susceptibility
to cleavage by TLL1. These results suggest that O-glycosylation of ANGPTL2 protein is important for
protection from cleavage by TLL1. Therefore, not only promoting the activity and expression of TLL1,

but also suppressing the O-glycosylation of ANGPTL2 protein in tumor cells may be a novel
therapeutic approach for ANGPTL2 signaling-mediated tumor metastasis.
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