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INTRODUCTION 

The 1,8-naphthyridine core is a versatile template for 
drug discovery and deserves special attention 
because of their interesting complexation properties 
and medical uses.1,2 On the other hand, has been 
recognized that attachment of a trifluoromethyl 
group into heterocycles can be used to modulate the 
physical, chemical and biological properties.3 

Furthermore, there are many chlorinated 
heterocycles that have important pharmacological 
activities such as  example Clomacran, Chloroquine 
and Amodiaquine. In addition, reactions of 
chlorinated heterocycles with heteraromatic amines 
can attract specific interest to provide a synthetic 
route to aza-heterocycles.4 We have been engaged 
to establish protocols for regioselective 
cyclocondensation reactions of the type C-C and / or 
C-N from of a variety of β-alkoxyvinyl trifluoromethyl 
ketones (1) with 2,6-diaminopyridine (2,6-DAP) as 
well derivatization reactions from of the free amino 
group.5 

RESULTS AND DISCUSSION 

1,8-Naphthyridines (4a-e) were obtained, instead of 
pyrimidines (3a-e), from direct cyclocondensation 
reactions employing 1a-e and 2,6-DAP.5 The 
compounds 2a-e when treated with NaNO2/H2O in 
H2SO4 or HCl/H2SO4 (20/1, v/v), at room temperature 
for 2 hours, furnished a new series of 1,8-
naphthyridin-2(1H)-ones (5a-e, 78 – 89 %) or 7-
hydroxy-1,8-naphthyridines (6b-e, 78 – 86 %), 
respectively.  

 

 

 

 

 

 

 

 

 

 

 

Posteriorly, the 1,8-naphthyridin-2(1H)-ones (5a-e) 
were treated with POCl3 at 110 ºC for 3 hours to give 
2-chloro-1,8-naphthyridine derivatives (7a-e), in 74 – 
91 % yields. The O-alkylation reaction of the 
compound 6d led to the derivative 8d, in 82 % yield 
(Scheme 1). 
 

CONCLUSION 

In summary, we have developed convenient, highly 
efficient and inexpensive routes for the preparation 
of a new series of compounds containing 1,8-
naphthyridine nucleous. Our strategy allows efficacy, 
rapidity and adequate diversity of substituents in the 
construction of the naphthyridine ring system. This 
process might lead to greater molecular diversity of 
trifluoromethyl substituted N-heterocycles, which are 
of great potential interest for pharmacological and 
material applications. 
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