Derivatives of guanidine-based DNA minor groove binders as antiprotozoal agents
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Introduction e Objectives
Parasitic infectious diseases such as malaria, human African P/ €2 | Our lab has prepared a large number of symmetric and asymmetric
trypanosomiasis (HAT) and leishmaniasis are a major concern in Py dications that are strong MGBs.3° Recently, a series of amino alkyl

developing countries. According to the WHO, in 2018, there were
228 million cases of malaria with death rates reaching 405,000." In
addition, in sub-Saharan Africa, HAT has a risk population of 65

derivatives of di-aromatic guanidines with very promising anti-
- malarial activity were reported by us.* Based on these results, a
novel series of amino-alkyl derivatives were designed. Hence, our
million people and almost 1 million annual cases of leishmaniasis objective is to computationally and biophysically study the interaction
exist.? Current standard of care for malaria includes drugs such as of these molecules with DNA and assess their ability as anti-
quinolones (e.g. chloroquine), anti-folates (e.g. pyrimethamine) or protozoal agents.
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linkers such as CO and NH and those with longer alkyl chains possess better DNA binding. This is
reinforced in our UV-thermal melting and circular dichroism studies which show strong DNA binding with
groove binding specificity. Given the positive results obtained from these novel series of compounds, their
in vitro anti-parasitic activity will be studied to asses their ability as potential antiprotozoal agents.
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