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Discovery of the ubiquitin-proteasome inhibitors from natural sources through
cell-based assays

Hitora, Yuki
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In this study, we searched for natural products that inhibit
ubiquitin-proteasome system by using reporter cell-based assay. We evaluated the
ubiquitin-proteasome inhibitory activities of natural products and identified the extract of the
fungus Remotididymella sp. isolated from a plant collected in Thailand that inhibit cellular
proteolysis. Bioassay-guided isolation of the extract led to the identification of the new
polyketides mellains A and B, together with leptosphaerodione and its derivative. Detailed analysis
of the isolated compounds revealed that leptosphaerodione inhibits the 20S proteasome activity.
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