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Selection of macrocyclic peptides against SARS-CoV2 spike protein from Tyr, Trp, Pro-rich
macrocyclic peptide library ('Graduate School of Engineering, Nagoya University, *Institute
of Nano-Life-Systems, Institutes of Innovation for Future Society, Nagoya University) O
Tomoshige Fujino,' Ryogo Sonoda,' Taiga Sumi,' Hiroshi Murakami'-?

In this work, we constructed a macrocyclic peptide library with a high content of Tyr, Trp,
and Pro residues by direct codon synthesis method". We focused on these three amino acids
because Tyr is rich in the complementarity determining region (CDR) of mammalian IgG?, Trp
is rich in the peptide binders selected in previous studies, and Pro is expected to contribute to
a rigid structure of macrocyclic peptides. From this library, we successfully selected peptides
that bind to the receptor-binding domain (RBD) of spike proteins of six strains of SARS-CoV2
(the original Wuhan strain, a, B, v, 6, and k variants) using TRAP—display3). We also obtained a
peptide that inhibits the interaction between RBD (the original, a, B, and y variants) and human
angiotensin-converting enzyme 2 (ACE2), which serves as the cellular receptor for SARS-
CoV2 infection.
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