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RbStlBCt- The reaction of N-substituted ~-jl,l-di~henyl-2-hydroxiethyl)-8-ch!oropropionamides 

with NaH/DHE affords cyclization to the 5-oxoperhydro-l,4-oxazepines or alcoholysis of the 

amide moiety depending on the nature o! the substituent attached to the nitrogen aton. Sole of 

the compounds synthesized show sign:!icant antitumour activity. 

The transformation of 1,2-aminoalcohols (1) in 3-oxomorpholines (2)  is a 
well established process and occurs by reaction of the amino alcohol 

with haloacyl halide followed by a base-induced cyclization to the six 

membered ring system1 (Scheme 1, n=l). The extension of the reaction to 
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the related 5-oxoperhydro-1.4-oxazepines (Scheme 1, n=2), has to the 

best of our knowledge, no precedent in the literature.2 

In this paper we wish to report our results in connection with the 

transformation of 8-substituted 1.2-diphenylaminoethanol derivatives in 

the corresponding 5-oxoperhydro-1,4-oxazepines. 

The reaction of diastereomeric aminoalcohols (3)3 with 3-chloropropionyl 
chloride gave a mixture of the desired 8-substituted 

~-(1,2-diphenyl-2-hydroxiethyl)-p-~h10ropropionamide ( 4 )  as main 

products along with the related acrylamides (2)  (Scheme 2). Column 

chromatography (CHC13:AcOEt 9:l) affords pure 4 and ,7.4 

a) z = ~ h ,  IR* 2R* 
b) Z = Ph, lx* zS* 
C) Z = CHzPh, 2%- 
d) Z = CHzPh, 1 '  23' - - 

Scheme 2 

The reaction of compound (4) with NaH/DME gave different results 

depending on the nature of Z (Scheme 3). In the case of Z=CH=Ph, the 

l,4-oxazepines ( 5 )  were obtained, whereas when Z=Ph acrylates ( Z )  are 
the only isolated products (Scheme 3).= 
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Scheme 3 

In this case an alcoholysis of the amides moiety followed by 

base-induced dehydrohalogenation competes with the expected 

intramolecular substitution reaction. 

Some of the compounds (4-5) show significant in vitro antiturnour 

activity against L-1210 cells (ascitic fluid from DBA/2 mouse). Results 

are indicated in the Table. 

Table 

Compound 4a - Za 
IC50(w/ml) 3.8 1.9 

In summary, the result of the reaction b€ 

5 d - 6 b - 
4.6 8.3 

)amides (4) and base 

appears to be dependent on the nature of the substituent attached to the 

nitrogen atom. An aromatic substituent induces the alcoholysis of the 

amide moiety whereas an aliphatic substituent gives cyclization to the 

oxazepine derivative. 
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