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High throughput screening to identify small molecules inducing receptor
internalization as potential aniticancer agents

Asanuma, Daisuke
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Enhanced expression of receptor tyrosine kinases in cancers, e.g., human
epidermal growth factor receptor 2 (HER2) in ovarian and breast cancers, is associated with
aggressiveness. Blockade of receptor signaling via induction of receptor internalization and degradation
is a promising approach for cancer therapy. By employing a recently developed acidic-pH-activatable probe
(Asanuma, D. et al., Angew. Chem. Int. Ed. En?I. 53, 6085-6089 (2014)), a cell-based high-throughput
screening system was developed to identify molecules that induce HER2 internalization. From a ~155,000
small-molecule library, three hit compounds that induce internalization and degradation of HER2 were
successfully identified.
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