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A B BACE-1 inhibitor
developed by Pfizer

Propose a synthetic scheme for the conversion of aldehyde A into amine B, a precursor to the BACE-1 inhibitor.

C. R. Butler et al. J. Med. Chem. 2015, 58, 2678.
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NaNO2, CuCl, HCl

Et2O-acetone, rt

1) [Cp2Zr(H)Cl], THF, rt, 93%
2) AZADO, CuCl, bpy, DMAP

air, MeCN-CH2Cl2, rt, 87%

3) SmI2, THF, reflux
then AcCl, NaHCO3 aq.
CH2Cl2, rt, 78%

N
Ac

OH

A (C27H33NO2)
42%

B (C27H35NO3)
45%

+

X.-H. Li, M. Zhu, Z.-Z. Wang, X.-Y. Liu*, H. Song, D. Zhang, F.-P. Wang, Y. Qin*
Angew. Chem. Int. Ed. 2016, 55, 15667.


