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Screening of phosphorylation dependent 14-3-3 binding inhibitors
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A high-throughput screening (HTS) system was developed and employed to the
chemical libraries of the RIKEN NPDepo to identify small molecule compounds with 14-3-3 protein-protein
interaction inhibitory activity. We identified small molecule inhibitors of 14-3-3 dependent interaction.
While most of these hit compounds inhibited some isoforms of 14-3-3 interaction but not those of other
isoforms, one compound was found to inhibit all the 14-3-3 isoform dependent bindin?. This compound had
modest growth inhibitory activity of human cancer cells. To our knowledge, small molecule inhibitor for
all the 14-3-3 isoform interaction is not reported yet. Our study demonstrates a potential strategy of

inhibiting 14-3-3 interaction in human cancers to induce their growth inhibition using small molecule
inhibitors.
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