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Sako, M., Science of Synthesis, (2004) 16, 1180.
The condensation of pyrimidin-4-amines with a three-carbon donor having reactive centers at C1 and C3 is one of the more important methods for the construction of pyridopyrimidines. In most cases, the reagent contains ester, nitrile, activated vinyl, or related functional groups and, where there is a potential leaving group present, such as chloro, alkoxy, or amino, nucleophilic attack is followed by elimination so that the initial result is vinylic substitution of the heterocycle. Normally, attack occurs at C5 of the pyrimidinamine and a bond is established between it and the more reactive site in the reagent.[614] In some cases, stable intermediates can be isolated. An illustration of this type of synthesis is the palladium-catalyzed carbon–carbon coupling of 5-iodopyrimidin-4-amines with ethyl propenoates, or but-2-enoates, to give the corresponding pyridopyrimidinones [bookmark: xlsu]92 (Scheme 38).[570]
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