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Synthesis of a FLAP Inhibitor

Significance: The target molecule inhibits the 5-
lipoxygenase-activating protein (FLAP) that is im-
plicated in the biosynthesis of leukotriene. It is of 
interest for the treatment of atherosclerosis. The 
noteworthy feature of this synthesis is the con-
struction of the quaternary center in the aldehyde 
H using two tandem 1,2-metalate rearrange-
ments.

Comment: The enantiopure carbamate A was de-
rived from 4-bromoacetophenone using a Noyori 
asymmetric transfer hydrogenation. Metalation of 
carbamate A with LDA under noncryogenic condi-
tions in the presence of boronate C gave adduct D 
with retention of configuration. For an alternative 
synthesis of H, see: X. Zeng et al. Angew. Chem. 
Int. Ed. 2014, 53, 12153.
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