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Catalytic Enantioselective Nitrile Aldol Reaction
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Table 2. Catalytic Enantioselective Mannich Reaction of Ketoimines

0 CuOAC (10 mol %) 0
" ligand (10 mol %)
NP2 OTMS  ditive (1— 121equ1v)xy2 “NH ©
L, " 2o mrawcan - R
R1” O R2 Bu  THE, 40°C, 20h R 0"Bu
6 7 (2-4 eq) R2 9
entry substrate conditions?  yield (%)° ee (%)°
1 NPG  x =H (6a) A 81 959
2 Me X=Cl(6b) A 82 97
3d X X=0Me (6c) A 87 97
NPG
4 Me 6d A 74 %
NPG
59 0 | Me 6e A 74 %
N\
NPG
6 </\/|]/“\Me 6f A 92 97
s
NPG
d
7 Ph/U\/Me 6g A 61 91
NPG
8e @i‘b 6h B 99 79
NPG
9¢ x ' B 67 60
6
10f wMe ' B 51 78
NPG
11¢ Me 6 B 99 75
12f B 99 81
NPG
I G TR
14f N Me B 65 77
NPG

15° M 6l B 81 75
16 O/“\ © B 45 80

4 condition A: 7 = 2 equiv, ligand = 3, additive = (E10),Si(OAc), (1 equiv).
condition B: 7 = 4 equiv, ligand = 5a or 5b, additive = (EtO);SiF (1.2 equiv).
?|solated yield. ° Determinened by chiral HPLC.? 4 eq of 7 was used.

@ Liaand = 5a. f Ligand = 5b. 9 Absolute confiquration was determined to be (S)
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Scheme 1. Conversion to $-Amino acid
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2) 0.5 N NaOH aq.
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