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Exploration for novel anti-enterovirus compounds and identification of target
host factors
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We analyzed poliovirus mutants that showed partial resistance to inhibitors
to host PI4KB/OSBP proteins, and found that the resistance mutation in viral 3A protein enhances the
cleavage of viral 3AB protein by viral protease. We identified the target of previously
uncharacterized anti-enterovirus compound MDL-860 as PI14KB, and discovered allosteric regulation of
PI14KB via modification of cysteine residue at amino acid 646 by MDL-860. We isolated a poliovirus
mutant that could show substantially complete resistance to PI14KB/OSBP inhibitors in vitro.
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