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SUMMARY: Reaction of various para-substituted tj-(a-methoxyphenacyl)anilines 

with lithioisobutyrate in excess gives,in good yield, compounds 2-6 through -- 

a regiocontrolled process. 

In a previous paper', we have reported the synthesis and reactions of 

some novel substituted B-hydroxy-y-imino esters which can be easily obtained 

by reaction of o-iminoketones with lithium ester enolates in a totally site- 
\ 

-selective addition to the carbonyl group. In the present communication we 

report a simple versatile reaction between various para-substituted 
2 tj-(a-methoxyphenacyl)anilines, 1. (substituent = MeO, Me, H, Br, N02) , which 

are synthetic equivalents of the related phenylglyoxal anils, and methyl 

lithioabutyrate leading to addition products either to C=O or C=N bonds 

through a regiocontrolled process3. 
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Scheme 1 

By reaction of 1 with 2.2 equivalents of methyl lithiombutyrate4 we have 

regiospecifically obtained y-amino-B-hydroxy-y-methoxy esters 2 5 B-hydroxy-y- , 

-imino esters 3, B-amino-Y-keto esters ff, B-benzoyl-8-lactams 2 and B-hydroxy-y- 
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-methoxy-y-lactams 5, depending on the nature of the para-substituent and on 
6 the experimental conditions (reaction time and temperature) (see Scheme 1) . 

Isolation, in different experimental conditions, of all these compounds as 
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stable products sho;us clearly the primary course of the whole process (Scheme 

2). The reaction starts with the initial addition of the enolate to the. 

carbonyl group to give the alkoxide 1 which, besides yielding 2, can evolve in 
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two ways depending on the nature of Ar. When Ar = e-N02C6H4 the higher acidity 

of the amine hydrogen (pK, q 18) allows its capture by a second enolate 

molecule yielding fi which cyclises quickly to 6 
7 . In the remaining cases this 

process cannot occur due to the lower acidity of the amine proton[pKa(aniline) 

= 251. Instead demethanolation affording the alkoxide 9 takes place with - 

either formation of 1 or of the amine 10. This can be formed, in turn, either 

through a process related to the a-ketol rearrangement in the a-hydroxy imine 

moiety 
8 , or by reversion to the a-iminoketone 11 and further addition of 

enolate to its imine group 
9,lO 

;1 
Finally, 10 gives 1 by intramolecular - 

aminolysis at room temperature . When Ar q e-BrC6H4, in the isolation of 

both the B-amino-y-keto ester 4d and the B-lactam d, the aminofuranone 13 
12 

was obtained as by-product. Its formation might be accounted for through the 

dianion 12 by intramolecular transesterification. - 

In conclusion, this reaction becomes a simple method for obtaining in an 

easy way a variety of interesting polyfunctional compounds. 

The detailled study of all the processes implied in this reaction as well 

as the extension to other tj-(a-methoxyaryl)anilines and enolates, including 

enolates of a-amino esters is now under way. 
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