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Optimisation of key syntheses. 
 

Optimization table 1 for alkylation with ethyl bromoacetate: 0.5 g of ketoester 1, 1.1 eq of ethyl bromoacetate 
(0.26 ml), 1.1 eq (0.93 g) of sodium hydride 60% in oil. Stirring for 24 h in screw top vessel under argon. To 
prevent product contamination, commercial sodium hydride was washed with hexane before use. 

Solvent/time Et2O THF Dioxane 

Yield, % 72 84 84 

 

Optimization table 2 for Michael reaction conditions: 0.5 g of ketoester 1, 5 eq of Michael acceptor, 2.5 eq 
(0.73 g) of K2CO3, with stirring. [Time; yield, %] 

     Solvent/t, ºC 

Michael acceptor 

Acetonitrile
, 25 ºC 

Acetonitrile, 
50 ºC 

Acetone, 
25 ºC 

Acetone, 
50 ºC DMF, 25 ºC DMF, 50 ºC DMF, 80 

ºC 
Acetone, 50 ºC, 
with sonication 

Acrylonitrile 84 h; 20% 84 h; 43% 84 h; 34% 84 h; 60% 84 h; 32% 84 h; 68% 84 h; 53% >60 h; 72% 

Methylacrylate 84 h; 28%  84 h; 73% 84 h; 32% 84 h; 68% 84 h; 40% 84 h; 70% 84 h; 68% >60 h; 78% 

 


