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Abstract: A four-step synthesis of (1)-tortuosamine (1) is described. The key ring closure
was an intramolecular SRN1 reaction between a ketone enolate and a 2-halopyridine.

Tortuosamine (1) is one of the Sceletium alkaloids isolated in 1971.1 To date there have been three
syntheses of 1 reported in the literature, all of which involve fabrication of the pyridine ring.2 Herein, we
would like to describe our work in this area which has lead to an efficient synthesis of this natural product
employing a completely different strategy.
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Our synthesis was guided by our continuing interest in intramolecular Sgn1 reactions.3 Thus,
addition of the anion of 3,4-dimethoxyphenylacetone (2) (LDA, THF, -23°C) to a solution of the chloroamine
free-base 34 gave the aminoketone 4 in 64% yield.3 Alkylation of the anion of 4 (LDA, THF, -78°C) with 2-
bromo-3-bromomethylpyridine (5)6 gave the pyridylketone 6 in 83% yield, providing us with the substrate
for our intramolecular SpN1 reaction.”-8 Treatment of 6 with 2.5 equivalents of LDA (THF, 0°C) and
irradiation?-10 effected cyclization to afford the product (as its enolate 7) which was trapped by reaction with
N-phenyltriflimide to give the viny] triflate 8 in 59% yield. Hydrogenation reduced the vinyl triflate to the
saturated hydrocarbon with concomitant removal of the benzyl group to give a 91% yield of (1)-tortuosamine
(1) whosc spectral data were in agreement with those reported in the litcrature,22

In summary, we have completed a short, photochemical-based synthesis of (+)-tortuosamine (1).
This is one of a growing number of applications of the intramolecular SgN1 reaction to the synthesis of natural
products.1!
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