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Abstract
Extending chemical ligation for the synthesis of proteins: Application to NEMO ubiquitylation

We are developing methods for the easy chemical ligation of peptides to synthesise proteins or
bioconjugates. In this context, we have reported general methods to access peptide thioesters
compatible with the incorporation of post-translational modifications. This include an HF-free Boc
protocol' and a method using peptides with a C-terminal a-methyl cysteine residue as thioester
precursors?. More recently, we have designed a ligation auxiliary that can be easily installed on the
peptides post-synthesis®. Applications will be presented with the synthesis of cyclic cell-penetrating
peptides* and of the mono-ubiquitylated NEMOc.z protein that was used to study the mechanism
of NEMO linear ubiquitylation.
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