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Development of novel antibacterial drug leads based on library synthesis
strategy accelerating natural product drug discovery

Yamamoto, Kazuki
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The global spread of drug-resistant bacteria is becoming a worldwide issue,
and there is a strong demand for the development of new antibiotics that are effective against
drug-resistant bacteria. In this study, | aimed to obtain novel analogues with improved
antibacterial activity than parent MraY inhibitory natural products, mureidomycin and capuramycin,
using a natural product analogue library synthesis strategy that simplifies the analogue synthesis
established in previous studies. As a result of evaluating the MraY inhibitory activity and
antibacterial activity of about 300 analogues, 1 obtained analogues with stronger MraY inhibitory
activity than natural products and analogues that exhibit antibacterial activity against different
bacterial species than natural products. In addition, I expanded the fragments used in library
synthesis in order to obtain analogues with improved antibacterial activity.
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Synthesis of capuramycin and its analogues via a Ferrier-type | reaction and their biological
evaluation
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