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Protozoan infections (Plasmodium spp., Leishmania spp., and Trypanosoma spp.) remain one of
the most pressing global health concerns, affecting billions of people and producing unsustainable
economic burdens [1]. Current pharmacotherapy is inadequate, and appropriate technologies
should be exploited to identify novel drug candidates in a cost- and time-effective manner.
Accordingly, an effective strategy could exploit privileged structures to generate libraries of
high-quality compounds, combined with the feasibility of a phenotypic assay, and the early
evaluation of the ADME-tox profile.

On these bases, we generated an 18-membered combinatorial library by fast assembling
phenothiazine, biphenyl and phenylpiperazine anti-protozoan privileged scaffolds via a Huisgen
cycloaddition. Thanks to NMTrypl [2] and SPHTI [3] screening facilities, we tested 1-18 against T.
brucei and cruzi, L. infantum and donovani, and P. falciparum, and counter-screened selectivity against
mammalian cells (L6 and A549). In parallel, ADME-tox properties were assessed by testing hERG,
CYP inhibition, and mitochondrial viability.

Despite the small number of synthesized compounds, this strategy led to the successful
identification of interesting hits with promising profiles. Particularly, 4 and 9 showed ICso values of
3.8 and 3.4 uM against T. cruzi, together with an excellent selectivity (SI (ICso (L6)/ICs0 (T¢)) >48 and
% A549 cell growth at 10 uM > 100%).
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