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Native chemical ligation" is a promising strategy to ligate two unprotected peptide segments
between an N-terminal cysteine peptide and a C-terminal peptide thioester. To prepare peptide
thioester through Fmoc solid-phase peptide synthesis, many thioester surrogates were designed
and reported. Recently, we developed an N-S acyl-shift type thioester surrogate,
cysteinylprolyl imide (CPI),* in which the equilibrium of the N—S acyl shift can be trapped by
intramolecular diketopiperazine formation?. Here, we will present a new CPI peptide tethering
thiazolidinone as the imide moiety and compared it to the previously developed CPIs. The
conversion of CP-Thd to alkyl thioester proceeded almost quantitatively in a neighboring-
sequence independent manner via intramolecular DKP formation under relatively mild
conditions (pH 6.0, 37 °C). This thioester preparation method was applied to the chemical
synthesis of histone H3 bearing K56 acetylation.?
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