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Facile synthetic approaches to peptide natural products with multiple N-methyl
amide bonds were investigated. For the syntnhesis of antiproliferative coibamide A, the solid-phase
protocols were optimized. The macrolactonization of the linear precursor provided a coibamide A epimer
with slightly less potent antiproliferative activity. Additionally, a facile synthetic process of
1B-01212 via multiple N-methylation was established. The structure-actiV|tg relationship of a series of
the derivatives revealed that the peptide conformation would mainly contribute to the bloact|V|ty
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