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Leishmaniasis is a tropical disease caused by protozoa of the genus Leishmania, 
which affects 12 million people in 98 countries. The most common form is the 
cutaneous leishmaniasis, causing a disfiguring disease. Relying on a restricted 
and toxic therapeutic arsenal, new chemotherapeutics are a priority. In the search 
for new therapies, the repositioning of drugs associated with combination therapy 
has been successfully studied for neglected diseases. The present work was 
carried out to determine the in vitro effect of sertraline, an oral antidepressant, in 
association to amphotericin b and miltefosine against Leishmania (L.) 
amazonensis. Promastigotes and intracellular amastigotes were used to calculate 
the 50% inhibitory concentration values. Drug interactions were assessed with a 
modified fixed ratio isobologram method and Fractional Inhibitory Concentrations 
(FIC), sum of FIC (ΣFIC) and overall mean ΣFIC were calculated for each 
combination. The nature of interactions was classified according to the overall 
mean ΣFIC. The mean ΣFIC values of combination between sertraline with 
standard drugs ranged from 0.90 to 1.49, indicating indifferent interaction. 
Graphical isobologram analysis showed that the combination of sertraline and 
miltefosine was the most promising, presenting the smallest mean ΣFIC value. 
Considering the in vitro activity obtained in this work, further in vivo studies may be 
considered to evaluate possible drug interactions in cutaneous leishmaniasis, 
since no antagonism was observed in any combination. 
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