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In a continuation of our studies on the synthesis of berbine derivativesl’2 we now wish to
report a new approaph which constitutes the first synthesis of 5-hydroxyberbines. The known3
3-aryl-1,2,3,4~tetrahydroisoquinoline (1) was reacted with glycidol and the intermediate
amino-glycol derivative (2) was, without isolation, oxidised with periodic acid to provide the
aldehyde4 (3). When the latter compound was left in contact with 6N HC1l at room temperature for
16 hours, cyclisation occurred and the 5-hydroxyberbine (4) could be isolated in 70% yield as

NO_.HCl, m.p. 228-2290. The IR spectrum indicated the presence of a

the hydrochloride 021H25 5

hydroxyl group, but was devoid of carbonyl absorption, and the NMR spectrum exhibited
resonances attributable to only FOUR aromatic protons. Dehydrogenation of the cyclisation
product with iodine gave the quaternary salt (5) and this was easily dehydrated to the known5
dibenzo[a,g]quinolinium salt (6). Finally, reduction of (6) with sodium borohydride yielded
norcoralydine (7), identical with an authentic specimen. The entire sequence of reactions has
been repeated with the 3-aryl-1,2,3,4-tetrahydroisoquinoline (8) with similar restlts.

With this route to 5-hydroxyberbines established, we are currently investigating the

7
synthesis of berberastine (9, R=Me) and thalidastine (9, R=H).
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