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Synthesis of new analogs of an anti-malarial agent in a hit-to-lead phase
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ABSTRACT

Malaria remains a significant global health challenge, necessitating the continuous development of new
therapeutic agents®2. In this study, we report the design, synthesis, and preliminary biological evaluation of
novel analogs of anti-malarial agents during the hit-to-lead phase of a drug discovery program led by Medicines
for Malaria Venture (MMV) in collaboration with UNICAMP and USP teams (MINDI Consortium). Our research
focused on the structural modifications of compound 6, generated as a Hit compound by an MMV screening
for phenotypic blood stage. The most potent derivatives of the series were synthesized using a general protocol
of 6-step synthetic route as shown in Scheme 1. In vitro anti-malarial activity was assessed against
Plasmodium falciparum strain to build the SAR study. It was possible to improve the anti-malarial activity
reaching 1Cs0=200 nM. However, the analogs exhibited metabolic instability, which was a restriction to move
forward the series to lead optimization phase.
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Scheme 1. Synthetic route used to obtain compound 6 and its derivatives.
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