Concise synthesis of (+)-harziphilone by Sorensen et al.
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1) Propose an intermediate explaining the selectivity of the CBS reduction forming 1.

2) Propose conditions to synthesize 3 from 2

2) Detail the mechanism of the transformation affording 5 from 4. The deprotected diol favors the first step of

the sequence. How ?
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Solution :
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2) 1. Ac,0, pyridine, DMAP, 80°C
- 0 2. K,0sO,(OH), (0.1 eq), NalO,

><O : tBuOH/H20
0] 3. TMS-CH,N,, MeOH/benzene
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Morita-Baylis-Hillman
zwitterion

ketone activated by C-H bond of
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the free adjacent alcohol : 1,4 addition faster
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