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Abstract ; Objective To explore the inhibitory activity of phloretin on the RNA polymerase of the novel coronavirus,and pre-
dict the target enzyme inhibitory activity of three small analogs molecules. Methods Molecular docking was employed to investi-
gate the binding mode of phloretin with the active site of RNA polymerase. The inhibitory activity of phloretin on RNA polymerase
was evaluated using a cell — based assay system for the catalytic reaction of the novel coronavirus RNA polymerase nsp7/nsp8/
nspl2. Three small molecules from traditional Chinese medicine which was similar to the structure of rhizobin were selected to
predict the inhibitory activity of the targeted enzyme,and the binding mode between them and the target enzyme activity site was
studied by molecular docking method. Results Phloretin exhibited favorable binding to the active site of RNA polymerase, occup-
ying the NTPs channel and obstructing the entry of nucleotide substrates, thereby inhibiting RNA polymerase — directed nucleic
acid replication. The results of pharmacological testing for the inhibition of RNA polymerase at the cellular level demonstrated
that phloretin possesses significant inhibitory activity against the novel coronavirus RNA polymerase, albeit with weaker activity
compared to remdesivir. However, phloretin exhibited lower cytotoxicity compared to remdesivir. It is predicted that phloretin an-
alogs can also inhibit RNA polymerase and have pharmacological effects against novel coronavirus. Conclusion This study reveals
the RNA polymerase inhibitory activity of phloretin, and predict that the small molecules of the rhizetin analogs also have RNA
polymerase inhibitory activity, providing a potential reference for the development of anti — novel coronavirus drugs.
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