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Synthesis of saxitoxin derivatives with a tertiary alcohol and a side chain at C11 and evaluation
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Saxitoxin (STX; 1) is a guanidine alkaloid that shows a potent voltage-gated sodium channel
inhibitory activity. In this study, we synthesized new STX derivatives and examined their
NayCh inhibitory activities. We synthesized new STX derivatives 3—7 bearing a tertiary
alcohol at C11 by Mukaiyama-type aldol condensation reaction and subsequent hydration of
the resulting double bond. Among the derivatives, we found that 3, 5-7 showed potent
inhibitory activity against Nay1.5 with ICso values of 7.8-59.6 nM.
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