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Identification of a novel inhibitor of influenza virus polymerase based on inhibitio
n of conformational change required for cap-dependent endonuclease activity
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Influenza viral polymerase cleaves capped RNA fragments from cellular mRNAs and us
es as primers for initiating viral transcription, which generates capped viral mRNA molecules. This uniqu
e mechanism is a target for the discovery of anti-influenza therapeutics. In this study, we investigated
a conformational change of this enzyme required for the endonuclease activity, and screened enzymatic inhi
bitor based on inhibition of the identified conformational change. We identified the protein region showi
ng the conformational change upon cap-binding and two small compounds as an inhibitor of both this change
and cap-dependent endonuclease activity.
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