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It is known that the change of energy metabolism from oxidative
phosphorylation to glycolysis in cancer cells promotes tumor aggressiveness and malignancy. In this
study, we showed that tumor cell-derived ANGPTL2 upregulated expression of GLUT3 and activated
glycolytic metabolism. ANGPTL2 signaling through integrin a 5B 1 increased GLUT3 expression through
increasing TGF-B signaling and its downstream transcription factor ZEB1. ANGPTL2 knockdown in lung
cancer cell lines decreased TGF- , ZEB1 and GLUT3 expression and antagonized glycolytic metabolism.

In addition, ANGPTL2 expression levels correlated with GLUT3 expression in primary tumor cells from
lung cancer patients. Overall, tumor cell-derived ANGPTL2 expression promotes activities associated
with glycolytic metabolism in lung cancer cells by activating TGF-f -ZEB1-GLUT3 signaling.
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