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Abstract

This communication describes a practical and facile one-pot approach for the synthesis of 7-trifluoromethyl-substituted imidazo[4,5-b]pyridines by the reaction of in situ generated 5-aminoimidazole and a 1,3-CCC-biselectrophile.
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General Procedure
            A solution of amine 2a-i (5 mmol) in dried CH2Cl2 (2,5 mL) was heated until reflux. After a period of 15 min ethyl N-(cyanomethyl)formimidate 1 (5 mmol, 560 mg) was added under  N2 counterflow. The mixture was allowed to stir under reflux for 2 h. To the hot reaction mixture the 1,3-biselectrophile of type 4a-e (5 mmol) was added. The mixture was stirred for 8 h. Then it was cooled down to ambient temperature. The crude product was worked up through flash column chromatography to obtain the product as white needles.

            
Selected Data for 5o
            


            
1H NMR (400 MHz, CDCl3): δ = 3.79 (s, 3 H, OCH3), 5.47 (s, 2 H, CH2), 6.89 (m, 2 H, Ph), 7.33 (m, 2 H, Ph), 7.87 (s, 1 H, H-6), 8.31 (s, 1 H, H-2). 13C NMR (100 MHz, CDCl3): δ = 47.5 (OCH3), 55.3 (CH2), 111.5 (m, C-6), 122.3 (q, 1
            J
            CF = 278 Hz, CF3), 121.6 (q, 1
            J
            CF = 278 Hz, CF3), 114.4 (Ph), 126.6 (Ph), 130.1 (Ph), 160.4 (Ph), 129.7 (q, 2
            J
            CF = 36 Hz, C-7), 133.6 (C-7a), 143.1 (q, 2
            J
            CF = 35 Hz, C-5), 148.4 (C-3a), 148.6 (C-2). 19F NMR (376 MHz, CDCl3): δ = 

-62.59, -66.55.
[bookmark: RG03408ST-19]19  CCDC 683462 contains the supplementary crystallographic data for this paper. These data can be obtained free of charge from The Cambridge Crystallographic Data Centre via www.ccdc.cam.ac.uk/data_request/cif.
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