
OEtO2C

a) LiAlH4, Et2O
b) Swern Ox.
c) CBr4, PPh3, 0 °C

d) nBuLi, DMPU, MeI, THF,
    –78 °C to 0 °C

77 % 95 % 90 %

e) POCl3, DMF, rt.

f) Cu(OAc)2 ⋅ H2O (2.5 mol-%),
f) Y (5 mol-%), EtOH, rt.,
f) MeNO2

NH

Ph

HN

Ph

HNNH
TsTs

PhPh

desired, 69 %,
er > 99:1

elimination product,
undesired, 10 %

g) LAH, THF,
    –78 °C to reflux
h) Ac2O, EtOAc–MeOH (4:1), rt.

67 %

i) NBS, NaHCO3, NaOAc, 
   THF–H2O (10:1), 0 °C

j) Et3SiH, BF3 ⋅ OEt2
j) DCM, 0 °C

54 %

k) Me2CuLi, Et2O, –60 °C
    dr = 8:1
l) NaBH4, THF–H2O (10:1)
   dr = 1:1

69 %

m) (PhMe2Si)2Cu(CN)Li2, THF, 0 °C,
m) then I, Et2O, –78 °C
n) NIS, HFIP, 2,6-lutidine, 0 °C

F
F

F F

F
F

OH

77 %

o) Z, Pd2dba3 (80 mol-%),
o) AsPh3 (80 mol-%),
o) CuBr ⋅ SMe2 (12.7 eq.),
o) THF–DMSO (1:1), rt.

SnBu3

HO

p) TEMPO, PhI(OAc)2,
p) DCM

O
H

OH

H
NHAc

O
90 % 78 %

(+)-Brevisamide
(2.5 % overall yield)

Y HFIP Z

A Concise Asymmetric Total Synthesis of (+)-Brevisamide A. Herrmann, S. Martinez, A. Zakarian, Org. Lett. 2011, 13, 3636–3639
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