Chemists Don’t Want You to Know This Simple Trick!

A Nanomolar Potency Macrocyclic Peptide Inhibitor of SARS-CoV-2 Spike through Deep Mutational Scanning
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/C)ur previous mRNA display hit inhibits SARS-CoV-2 and related sarbecoviruses
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Effects of single mutations on potency are additive when combined )

/Purified peptides all show improved potency and generally better solubillty\
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* No paired effects observed for double or triple mutants, effect of single mutations additive when combined /
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/ Mutant peptides maintain activity across related sarbecoviruses /Summary A

* We found multiple point mutations that improved the potency with which our peptide

Pseudovirus neutralization inhibits SARS-CoV-2 pseudovirus infection, most notably I8V and V15T
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