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Total Synthesis of Aaptamine of Potent a-Blocking Activity via
Thermal Cyclization of 1-Azahexatriene Systems

Satoshi HIBINO, Eiichi SUGINO, Tominari CHOSHI,
and Kohichi SATO

ABSTRACT Aaptamine (1) isolated from the Okinawan sea sponge Aaptos aaptos
are of interest because of their remarkable a-blocking activity and for the novel
1H-benzo (de] (1,6)-naphthridine ring system. We now describe here the total
synthesis of aaptamine (1) via the conctruction of isoquinoline nucleus using
1-azahexa-1,3,5~triene system (2). The key intermediate(3) for the construction
of the isoquinoline moiety has been prepared from 5-nitroveratraldehyde(2) in
a seven step sequence. The benzyloxime (3) when heated in o-dichlorobenzene
afforded N-benzylaaptamine (4). Subsequent cleavage of the N-benzyl protecting
group with conc. HCl gave aaptamine hydrochloride (l)b.
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