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ABSTRACT
BACKGROUND: Leishmaniasis, one of the 20 diseases classified as Neglected Tropical Diseases (NTDs), is widespread in tropical and subtropical countries, including Brazil. In Brazil, the highest prevalence of infection is found in the North and Northeast regions. Leishmaniasis is a non-contagious zoonosis caused by a protozoan of the genus Leishmania and Viania (family Trypanosomatidae), transmitted through the bite of female Phlebotomus and Lutzomyia mosquitoes. It affects wild animals (foxes, marsupials, and some rodents), domestic animals (dogs and cats), and humans (accidental hosts). There are two clinical forms of the disease: Cutaneous Leishmaniasis and Visceral Leishmaniasis. NTDs have very limited specific treatments, which is a concern for the contingency plan against these diseases, promoting research and development of new compounds and potential drugs for their treatment. Among the diverses categories of compounds studied, heterocycles have emerged as promising scaffolds for developing new biologically active candidates. The heterocycle 1,2,3-triazole demonstrates a wide range of biological activities and is a key component in the structure of several commercially available drugs, making it a highly promising scaffold. OBJECTIVE: The objective of this project is to synthesize a family of compounds of the type N’-((1-phenyl-1H-1,2,3-triazol-4-yl)methyl)isonicotinohydrazide (4), from the reaction between N’-(prop-2-yn-1-yl)isonicotinohydrazide (2) and substituted phenyl azides (3). METHODS: The synthetic route for preparing these compounds involves an alkylation reaction to obtain the terminal acetylene derived from isoniazid, followed by a 1,3-dipolar cycloaddition reaction with substituted azides, yielding the 1,4-disubstituted 1H-1,2,3-triazole as the final product. Two compounds were synthesized, N’-isonicotinoyl-4-methylbenzenesulfonohydrazide (3b) and the intermediate, N’-(prop-2-yn-1-yl)isonicotinohydrazide (3), both with a reaction time of 24 hours. RESULTS AND DISCUSSION However, only the first compound was obtained as a light brown solid with a yield of 86%. For the second compound, a column chromatography will be performed to separate the formed by-products. Thus, it can be stated that the alkylation reaction, with the isoniazid compound as the precursor product, presents the formation of by-products, which is believed to be due to the chemical structure of the compound. Therefore, an additional step was added, the reaction for the formation of a sulfonamide, to avoid the formation of by-products in the alkylation reaction step. CONCLUSION: Consequently, it can be concluded that two compounds were obtained, N’-isonicotinoyl-4-methylbenzenesulfonohydrazide (3b) and N’-(prop-2-yn-1-yl)isonicotinohydrazide (3), pure and with by-products, respectively. Both are precursors for the next reaction steps to obtain the final products.
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