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Synthesis of the Antifungal Agent ASP9726

Significance: An 11-step synthesis of the antifun-
gal agent ASP9726 (13.8% overall) from the fer-
mentation product FR901379 is described that is 
remarkable for the highly chemoselective transfor-
mations on functionally dense substrates.

Comment: The closing stages of the synthesis 
feature the reductive amination of primary amine C 
with dihydroxyacetone using 2-picoline·borane 
and reductive amination of core peptide G with 
side chain H using t-BuNH2·borane complex.
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EDC⋅HCl (15 equiv)
pyridine (30 equiv)

NMP (485 L), 75 °C, 21 h
54.5% (59.4 mol scale)

sponge Ni (36.5 kg), H2 (33 psi)
EtOH–28% NH3 (1:1), 50 °C, 5 h;

then add 7.5% Pd/C
H2 (35 psi), 35 °C, 1 h;

then add 2 M HCl/EtOH to pH 2.3

Cl–

+
O

OHHO
N•BH3

E (6.0 equiv)      D (1.5 equiv)

MeOH, 23 °C, 17 h;
then 2 M HCl/MeOH
99% (27.9 mol scale)

HCl (1.65 equiv)
DMF–MeOH–CH2Cl2, r.t., 30 min

then add H (1.2 equiv)
TFA (3.2 equiv)

t-BuNH2•BH3 (1.5 equiv)
–12 to 25 °C, 12 h

68% (3.9 mmol scale)

B

ASP9726

•2 HCl

Cl–

acylase (Streptomyces)
MeOH–H2O, pH 8.0, 37 °C, 6 h

45%

90% (31.8 mol scale)
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