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Chagas' disease causes suffering for an estimated 8 million people worldwide with 100 million at
risk, costs 667,000 DALYSs per year and is endemic in 21 Latin American countries causing
social and economic hardship for some of the world's poorest populations. Current drug therapies,
benznidazole (Rochagan®) and nifurtimox (Lampit®), are only effective during the acute stage
of infection and are met with low compliance due to undesirable side-effects and extended
treatment times. The causative agent of Chagas' disease, Trypanosma cruzi, is an intracellular
parasite with a complex life cycle in the mammalian host, and the ultimate challenge for new
treatments is to achieve parasitological cure of the chronic form of the disease. The Chagas'
disease Drug Discovery Consortium has several compound series in development, one of which
is derived from the fungicide fenarimol. These compounds have high potency (in the low nM
range) against T. cruzi in vitro with no associated cytotoxicity, are easy to synthesise, have good
metabolic stability and oral bioavailability, are non-toxic in vivo and demonstrate efficacy in a
murine model of T. cruzi infection. A new series of compounds to the discovery effort containing
an oxaborole motif are less potent in vitro, but lead compound AN4169 exhibits excellent activity
in the murine in vivo T. cruzi infection model. Chemical and biological studies undertaken in the
development of these series towards the goal of delivering new drug candidates for Chagas'
disease will be presented.



