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We showed that the tumor microenvironment, such as hypoxia and nutrient
starvation, increased ANGPTL2 expression levels in osteosarcoma cells and decreased DNA methylation
levels of its promoter. In addition, the tumor microenvironment induced expression of DNA
demethylation-related enzymes in osteosarcoma cells. These results suggest that the tumor
microenvironment induces ANGPTL2 expression in tumor cells by inducing DNA demethylation of its promoter.
We also showed that tumor cell-derived ANGPTL2 enhanced tumor metastasis through promoting invasive
activity of tumor cells and tumor cell intravasation. Furthermore, We found that full-length ANGPTL2
protein was extracellularly cleaved by TLL1 into an inactive form lacking the capacity to enhance tumor
aggressiveness. Thus, strategies to promote cleavage of full-length ANGPTL2 by TLL1 could block
metastasis.
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