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WMIEER R OME (3£230) : Development of asymmetric intra- and intermolecular conjugate
addition reaction via C-N axially chiral enolate intermediates were achieved.
Multisubstituted p-lactams were prepared by using asymmetric intramolecular conjugate
addition reaction. B-Lactams were converted into novel hybrid amino acid derivatives
consisting of aspartic acid-glutamic acid. On the other hand, total synthesis of manzacidin

A was completed by using intermolecular conjugate addition reaction.
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entry solvent additive _temp. ('C) time (h) yield (%) dr ee (%)
1 EtOH - 20 0.17 62  50/50 70,68
2 EtOH - -78~-10 8.5 60 56/44 44,44
3 CH;CN CF3CH,0OH 20 0.34 78 44/56 46, 44
4 CHLCN CF3CH,OH —40~-10 9 65 26/74 55, 66
5 toluene CF3CH,OH 20 23 66 8119 0,0
6 DMF CF3CH,OH 20 18 45 nd 0,nd
7 t-amyl alcohol - 20 2.6 86 67/33 72,69
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1 t-amyl alcohol - 20 0.3 trace - -
2 CHLCN PhOH 0 0.5 93 49/51 72/73
3 CHLCN PhOH -20 24 95 54/46 87/82
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RYcoan COEt TT—IHI:’ZIE)DI\?F B;Oi’ C,,OZE‘ . B;Oj, C?ﬁ
Boc " A NEowy, 718°C e/N~ UN@oa), MO NBoc),
oc 31_'\3"?'\/' 5 2 Boc” MOM Boc” MOM
35a-38a 35b-38b
ee (%)
entry R time (h)  Product (yield) ab ab
PhCH, (31) 0.3 35 (quant) 3:2 97,97
2 i-Pr (32) 24 36 (50%) 1:0 87
3 i-Bu (33) 2 37 (62%) 1:2 97,97
4 MeS(CH,), (34) 0.2 38 (quant) 1:2 91, 92
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