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Abstract: 1,2,3-triazole is a well-known scaffold that is commonly encountered in bioactive
compounds, such as antimicrobial, antiviral, and anticonvulsant drugs. The structural properties of
1,2,3-triazole enable it to mimic different chemical functions, such as amides, esters or some
heterocycles, justifying its broad use as a bioisostere to synthesize novel bioactive molecules.
Moreover, they are remarkably stable to metabolic transformations. In the 2000s, the use of 1,2,3-
triazole in medicinal chemistry was intensified due to the copper catalyzed azide-alkyne
cycloaddition (CuAAc) methodologies reported simultaneously by Sharpless et al. and Meldal et
al., affording the regioselective formation of 1,4-disubstituted 1,2,3-triazoles. By contrast, the
regioselective formation of the 1,5-disubstituted regioisomer is less described. Krasinski et al.
developed a methodology from an azide and a magnesium acetylide. Hlasta et al. described a
method from an azide and an alkyne substituted by a trimethylsilyl group. However, these two
methodologies are quite difficult to set up. In recent years, catalytic synthetic pathways have
appeared using either ruthenium (RuAAC) or nickel (NiAAC) catalysts. However, despite all these
efforts, the scope of substrates is quite limited, preventing the formation of fully functionalized
molecules of interest. In order to improve the access of 1,5-disubstituted 1,2,3-triazoles, we have
developed a new methodology. The conditions screening and the scope and limitations will be
presented.
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