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Synthesis of (£,S)-Muscone
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Construction of the carbon-skeleton of (R,S)-muscone was achieved by
reacting methyllithium with the dianion of cyclopentadecanedione-1,3, itself
accessible by hydration of cyclopentadecanediyne-1,3.
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Synthese von (R.8)-Muscon (Kurze Mitteilung)

Die Konstruktion des Kohlenstoffgeriistes von (R,S)-Muscon gelingt durch
Reaktion des Dianions von Cyclopentadecandion-1,3, das durch Hydratisierung
von Cyclopentadecandiin mit Methyllithium erhéltlich ist.

Recently one of us reported on the synthesis of macrocyclic 1,3-
diketones and heterophanes!. We now wish to demonstrate the
potential of this method on a short synthesis of (R,S)-muscone? (6).

Acetylene was alkylated with 1,11-dibromoundecane? (NaNH,,
NH;) to give 1,14-pentadecanediyne (1)* in 95% yield. Oxidative
cyclization (4.5 eq. cupric acetate in ether/benzene/pyridine 1:1:6 using
a high dilution apparatus) afforded cyclopentadecanediyne-1,34 which
was hydrated! yielding eyclopentadecanedione-1,3 (8)2* (78%), mp
49-51°; IR (CHCl;) 1685, 1600 cm—1; NMR (CDCl3) 1.20-1.80 ppm (20H),
2.2-2.4ppm (4H), 5.55ppm (1H); m/e 238.

Treatment of 3 in dry T'HF at 0° with 2 eq. NaH for 30 min, followed
by 3eq. methyllithium for 2h yielded aldol 4 which without further
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purification was dehydrated (p-T'sOH. HyO, dichloromethane, 25°3h)
to give enone 5 as a 1:4 mixture of Z- and E-isomers, Ay,, = 235nm
(hexane), ¢ = 12700; IR (CHCl3) 1615, 1600 cm—1.

5 was converted to (R,S)-muscone 6 (639 from 3) by catalytic
hydrogenation?a and shown to be identical with an authentic samples by
GC% and spectroscopic® comparison.

The skilful technical assistance of Miss W. Granitzer is gratefully
acknowledged.
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