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Fmoc solid-phase peptide synthesis (SPPS) is widely used for chemical synthesis of peptides.
However, it is potentially risky because it requires strong acids such as trifluoroacetic acid (TFA)
to remove protecting groups and to cleave peptides from the resin. The crude peptide needs to be
obtained from the TFA cocktail by ether precipitation or TFA concentration. In this study, we
investigated a safer Fmoc-SPPS using N-methylcysteine as a linker.

First, a peptide was synthesized by standard Fmoc-SPPS via the N-methylcysteine linker on
resin. Then, a TFA cocktail was used to remove protecting groups, while the deprotected peptide
remained on the resin. After elution of TFA cocltail from reaction vessel, the resulting peptidyl
resin was treated with a phosphate buffer solution including thiol nucleophile reagent to perform
thiolysis of peptide from the resin by N-S acyl migration.” We could obtain a peptide-thioester
without ether precipitation and concetration of TFA.
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