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Asymmetric Total Synthesis of Histrionicotoxins towards Structure-Activity Relationship Studies
(Graduate School of Science, Osaka Metropolitan University) O Yuta Tsuji, Keisuke
Nishikawa, and Yoshiki Morimoto

Histrionicotoxin 283A (HTX-283A, 1), one of azaspirocyclic alkaloids isolated from
Colombian ‘poison arrow’ frog Dendrobates histrionicus, exhibits intent selective inhibition of
nicotinic acetylcholine receptors.” The other members of this alkaloid family including HTX-
235A (2) have also been identified. In this presentation, we report the total synthesis of HTXs
utilizing a cyclization reaction to directly construct the nitrogen-containing spirocyclic product
from the linear substrate developed by our laboratory. 2

The Hg(OTf),-catalyzed cycloisomerization reaction of alkyne 3 afforded the
azaspirocyclic compounds 4 and 4°. Finally, we have achieved the asymmetric total synthesis
of 2 and its analogues through the conversion of two side-chain moieties.
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