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Proline has proved to be a fundamental amino acid for Trypanosoma cruzi, the etiological agent of Chagas disease. Proline is mainly
incorporated by the parasite from the extracellular medium by amino acid transport systems, which are poorly studied as drug
target. Decyl and farnesyl-substituted proline analogues proved to interact with the proline permease TcAAAP069 and, in
consequence, inhibit the proline transport and uptake by T. cruzi. In this study, we deepened on the determination of proline
transport-related mode of action.
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decyl-substituted analogue

3 at IC80

Farnesyl analogue promotes necrosis 
at high concentration

1 and 2 at IC50 and IC80

3 at IC50

Transporter recognises Pro. 
Compound enters to the parasite

Mode of action non-related
to Pro transport
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Farnesyl analogue does not induce 
significant changes in energetic metabolism

Extracellular metabolomics
studied by 1H-NMR in T. cruzi

epimastigotes

Proline analogues are active against all
T. cruzi DTUs
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NBD-tagged decyl analogue is 
internalized into T. cruzi epimastigotes
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