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New blood vessel formation, termed an?iogenesis, is an essential ﬁrocess in
normal physiology, including tissue development and wound healing, as well as in many pathological
conditions such as cancer and diabetes, among other. Endothelial cells play a central role in
angiogenesis which is homeostatically regulated on the balance between angiogenic and angiostatic
force. We found that CUL3-based ubiquitin E3 ligases play a crucial role of not only sensing this
balance, but also regulating multiple steps of angiogenesis, such as endothelial cell growth,
spreading and network formation. In this study, we revealed that CUL3-SPOP-DAXX axis positively
regulated VEGFR2 mRNA expression, CUL3-ANKFYl-substrate (unidentified yet) axis positively did
intracellular membrane trafficking of betal-Integrin to cell surface, and CUL3-KCTD10-RhoB axis did
cell spreading and network formation through the actin dynamics, suggesting that these would be
potent targets of anti-angiogenic therapy.
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