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Chemical protein synthesis, which utilizes solid-phase peptide synthesis and peptide ligation
to produce proteins, enables the production of proteins bearing site-specific post-translational
modifications. One-pot peptide ligation, in which multiple peptide segments are ligated without
purification of reaction intermediates, are useful for improving isolated yield and the time
required for synthesis. In this study, we used the one-pot peptide ligation strategy to carry out
the chemical synthesis of diubiquitinated PAF15 protein (PAF15Ub2), which is an essential
factor in the DNA maintenance methylation mechanism.

After preparing each peptide segment by Fmoc solid-phase synthesis, we succeeded in
establishing a synthetic route to assemble peptide 1, 2, and 3 in a one-pot manner. As a result,
the isolated yield of peptide 8 was improved by 3.5 times higher than previous scheme.
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