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ABSTRACT
INTRODUCTION: Chikungunya virus (CHIKV) is an Alphavirus from Togaviridae family, transmitted by bites of infected mosquitoes, especially Aedes aegypti and Ae. albopictus (JONES et al., 2020; KUMAR et al., 2021). According the United Nations (UN), more than 465 thousand cases of CHIKV were reported only in 2024. The Brazilian epidemiological bulletin released by the Ministry of Health revealed that in the first 26 epidemiological weeks only, more than 233,000 cases have already been reported, representing a 76% increase in the number of cases when compared to the same period last year (BRASIL, 2024). Typically, CHIKV causes fever, myalgia, arthralgia, pruritus, headache, and even polyarthritis and/or polyarthralgia, which remain for months or years (ABDELNABI; NEYTS; DELANG, 2017; HOSSAIN et al., 2018; SILVA et al., 2018; WAUQUIER et al., 2011). There is currently no approved effective therapy targeting CHIKV (DE LIMA CAVALCANTI et al., 2022). Therefore, strategies aimed at developing drugs to address this problem are extremely essential. Then, we have developed new benzothiazoles to address this virus. AIMS: This work aimed to synthesize and evaluate the inhibitory activity of benzothiazoles against CHIKV. METHODS: Initially, cinnamic acids were synthesized using the Knoevenagel-Döbner modification. Posteriorly, the desired benzothiazoles were synthesized by using C-N TBTU-coupling reaction, and then, screened for their activities. RESULT AND DISCUSSION: The applied methodology proved to be effective in obtaining the compounds. These were compounds with a high degree of purity (above >95%) and yields >80%. In the biological tests, CC50 values ​​of 62.5 ± 4.10 μM were obtained for benzo[d]thiazol-2-phenylcyclopropanecarboxamide derivatives, namely (E)-3-(4-tert-butyl)phenyl)-N-(6-hydroxybenzo[d]thiazol-2-yl)acrylamide (38) and 30.91 ± 6.84 μM for (E)-N-(6-methoxybenzo[d]thiazol-2-yl)cinnamid (92), tests performed on Vero cells. In CHIKV-infected cells, EC50 values ​​were 0.54 ± 0.22 μM for compound (38) and 1.84 ± 1.80 μM for compound (92). Although these compounds did not show activity against CHIKV nsP2, they were shown to be entry inhibitors, with good immunofluorescence results in concentrations ranging from 3.75 to 10 μM. CONCLUSION: In this work, the synthesis, analysis of physicochemical characteristics, structural characterization and evaluation of the antiviral profile against CHIKV of two benzothiazole compounds were performed. These compounds showed great promise in the tests performed and, therefore, may contribute in the near future to the development of new antiviral therapies against CHIKV.
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