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In this study, we found that three siRNAs targeting SL1, SL2, SL3, and SL5
of the stem-loop (SL) structures in the 5"UTR of SARS-CoV-2 have an inhibitory effect on viral
propagation. The inhibitory mechanism is suggested to be viral genome RNA degradation, and the
inhibitory effect was observed against various epidemic strains of SARS-CoV-2 and SARS-CoV. In
addition, the inhibitory effect was also observed when treated with siRNA at post-infection. On the
other hand, during serial passages of SARS-CoV-2 in the presence of each siRNA, resistant mutants
were obtained, respectively, but all of them had reduced virus production efficiency, and the
introduced mutations were detected in small amounts in the public database but were not maintained,
suggesting that they are not advantageous mutations for viral propagation.
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