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Scheme 1. Synthetic plan of (-)-himbacine via lipase-catalyzed dynamic kinetic resolution of (z)-1.
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Scheme 2. Preparation of 6 via the lipase-catalyzed kinetic resolution of (£)-1 followed by Diels-Alder reaction.
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Table 1. Preparation of 6 via dynamic Kkinetic resolution of (+)-1 followed by Diels-Alder reaction.

lipase (1.5 w/w)

V-MPS (1.0 mol %) A H
iti AN .0 mol
| X~ “oH +\\n/oCHZCF3 additive | pe: ( 6) o+ (51
o MeCN (0.08 M) ZX | toluene
a

H
(£)-1 2b (2.0 eq. 35°C,20 h O | (5.0mM) o)
(2:0ea) 3 reflux, 10 h 6

entry lipase additive (1.0 wiw) temp. (°C)forDKR 6 (%) eeof 6 (%) (S)-1(%)

1 PS-IM - 25 trace trace
2 PS-IM - 5 21 98 trace
3 CAL-B - 25 trace trace
4 CAL-B - 5 54 97 trace
5 CAL-B QuadraPure AMPA 5 68 97 trace
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Scheme 3. Synthesis of (-)-himbacine.
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