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a-Alkylidene-y-lactones and 0O
lactams are the active
constituents of many

syth_e_tlc compounds HOZC\\\
exhibiting pronounced R
biological properties. For .
example C75 have been R=CsH;;  Methylenolactocin
_ _ inhibitors R=CgHyiz  C75
Retrosynthetic analysis
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Preliminary assembly of the lactam template
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1. NaH THF
2. BrCH,CO,Et

BnOmJiH/R

CO,Et

O

R = Me, Pr, CH2=CHCH2CH2, nCSHll, nC8H17

Ultimate installation of the exocyclic methylene unit

1.NaH , THF Me
2. Mel BnO R
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CO,Et  NaBH, 0

EtOH
THF Me o
O O BnO,C R
(cis and trans)
(i) AcONH, , NaBH3;CN
MeOH , reflux 0O
(ii) toluene , reflux
> Me N-Y
BnO,C R

(cis and trans)
Y =HthenY =Boc

1. LHMDS for X = NB
0 2. MeOCH, DBU , toluéne o] TOFEA on gfli 0
3. NH,CI, H,0 \o reflux » LHgLIR
> X E—— > NH
Me X Me Me X Me
BnO,C o BnO,C BnO,C HO.C |
X=0 X=0 X=0 (cis and trans)
X =NBoc X =NBoc X = NBoc




