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ABSTRACT

Chagas disease, caused by the parasite Trypanosoma cruzi, presents significant challenges in treatment,
particularly due to the limitations of the currently available drugs, benznidazole (BZ) and nifurtimox (NFX).t
Quinones are involved in key biochemical processes and have numerous pharmacological applications,
including remarkable trypanocidal activity.2’Studies made by our research group have demonstrated that A-
ring functionalization of naphthoquinones can (i) improve trypanocidal activity and (ii) provide compounds with
lower cytotoxicity.2” Recently, we have described methods for the generation and in situ capture of
naphthoquinonynes, and this enables polyfunctionalizations at the C-5, -6 and -7 positions.8 The current study
investigated the use of amines and pyridine-N-oxides as reaction partners to achieve regioselective
functionalization of A-ring naphthoquinones. This approach led to the discovery of 14 new compounds that
demonstrated higher activity compared to benznidazole, in which two of these newly identified compounds
exhibited approximately 10-fold greater activity than BZ.

C-6 and -7 substituted quinones via aryne precursor
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