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Multi-component linking strategy for the natural product drug discovery.
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As structural modification of natural products with complex structures is
labour intensive, there is a need to improve the efficiency of this step. The primary objective of
this study was to develop a multi-component linking strategy for structural optimization of
peptide-based natural products. This method allows the introduction of multiple chemical
modifications in natural products. To demonstrate the efficacy of this method, the antimicrobial
natural product polymyxin B was used in this study. Using a serine-threonine ligation (STL), a
number of derivatives were synthesised comprehensively and successfully modified for antimicrobial

activity.
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