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Abstract: A four-step synthesis of (k)-tortuosamine (1) is described. The key ring closure 
wasanimramokcularS~l~buwmaketomemlatesnda2-halq@dim. 

Tortuosamine (1) is one of the Sceletium alkaloids isolated in 1971.1 To date there have been three 

syntheses of 1 repomd 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 

etuploying acoalpletelydiffelmt stlategy. 

OMe 

Our synthesis was guided by our continuing interest in intramolecular SRN~ reactions.~ Thus, 

addition of the anion of 3&dimethoxyphenylacetone (2) f&DA. THF, -23YJ) to a solution of the chloroaminc 

free-base 34 gave the aminoketone 4 in 64% yield.* Alkylation of the anion of 4 f&DA, THF, -78°C) with 2- 

bmno-3-bromomethylpyridinc (5)6 gave the pyridylketone 6 ln 83% yield, providing us with the subsuate 

for our intramolecular SRN~ reaction. 7** Treatmemt of 6 with 2.5 equivalents of LDA (THF, PC) and 

imdiation9~10 effected cyclization to afford the product (as its euolate 7) which was trapped by reaction with 

N-phenylWlimide to give the vinyl Wlate 8 in 59% yield, Hydrogenation reduced the vinyl niflate to the 

saturated hydrocarbon with concmni tant removal of the benzyl group to give a 91% yield of (*)-tcntuosamine 

(1) whose spectral data mre iu agreement with those qxnted iu the Wrature.~ 

In summary. we have completed a short, photochemical-based synthesis of (*)-mmmmnine (1). 

This is one of a growing number of applications of the intramolecular Sml mction to the synthesis of natural 

products.” 

7 Ptesent Address: Scios Nova Inc., 6200 Fmeport Centre, Baltimore, MD 21224-6522. 
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