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Development of lead discovery platform accelerating medicinal chemistry based on
natural products

Ichikawa, Satoshi
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96 LC-MS

The major skeleton of a natural product was used as the "core" structure and
various acylhydrazines as "accessories." Both fragments were reacted on a 96-well plate, and the
progress and yield of the hydrazone formation reaction were confirmed in each well by LC-MS. The
reaction conditions for hydrazone formation and the stability of the hydrazones under the same
conditions were also examined under the conditions of biological activity evaluation using both
fragments. Using this method, a library of derivatives of several natural products was synthesized
in parallel. As a result, we identified several derivatives that surpassed the activity of the
original natural products, including a derivative that is extremely effective against drug-resistant

bacteria.
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