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Development of specific inhibitors targeting a deubiquitinating enzyme CYLD and
application of these inhibitors for chemical probe.
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Many deubiquitinating enzymes (DUBs) are involved in NF-kB signal
transduction. To clarify the individual role of CYLD, which is one of a main negative regulators of
the NF-kB signal, we aimed to develop small chemical compounds specifically inhibited CYLD activity.
Using a cleavage assay system based on wheat cell-free protein expression system and AlphaScreen
technology, one chemical compound with high inhibitory activity to CYLD and low cytotoxicity was
identified from 9,600 chemical compound library. This compound significantly inhibited NF-kB signal
transduction in cultured cell, but not in CYLD-knockout cells. These results indicated that we
succeeded in development of small chemical compound inhibitor targeting the activity of CYLD.
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