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o—Amino acids are widely used as biologically active molecules and building blocks in synthetic
organic chemistry. Peptide—based drugs have attracted increased attention due to their low number
of side effects, and replacement of natural a—amino acid residues with unnatural residues improves
their pharmacokinetics and bioactivity. Therefore, extensive efforts are focused on developing an
efficient synthesis of unnatural o—amino acids. However, efficient synthetic method for sterically
congested amino acid bearing contiguous tetrasubstituted carbon remained unexplored. We
investigated amino acid-derived substrate, which could generate transient radical intermediate,
under catalytic conditions and found combination of copper complex with oxidant delivered the
desired amino acid bearing contiguous tetrasubstituted carbon using cumene as a coupling partner.
A variety of proteinogenic amino acids and hydrocarbon feedstock could be used. In addition, peptide
modification was also achieved. The present our methodology would be useful for the synthesis of highly
congested unnatural amino acid derivatives.




