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Creation of new therapeutic strategies for vascular malformations by targeting
the ubiquitin E3 complex
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The dysregulation of angiogenesis, new vascular vessel formation, causes
some vascular malformations. The disease leads to not only the decrease of patients’ quality of
life but also the critical health issues such as heart failure. To date, pharmaceutics for vascular
malformations is not well established because of the lack of molecular mechanisms underlying the
formation of malformations. In this study, we found that a BTBP for the cullin-3/RING ubiquitin
ligase complex highly expressed in endothelial cells of vascular malformations. We also screened
compounds which inhibit the BTBP function using the AlphaScreen system. As a result, a set of
compounds were identified as an inhibitor of the cullin-3/BTBP interaction.
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