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Introduction

Chagas’ disease affects 6 million people in America
(WHO). Considering the single and highly toxic
available drug in Brazil, benznidazole, the study of
alternative therapies is essential. Previous chemical
studies on Porcelia macrocarpa (Warming) R. E.
Fries (Annonaceae) were carried out and leads to
the isolation of several compounds, including
acetylene acetogenins from seeds [1]. As a part of
our ongoing studies devoted to the investigation of
the antiparasitic compounds from Brazilian plants

[2,3], the hexane extract from seeds of P.
macrocarpa displayed in vitro antitrypanosomal
activity and was  subjected to  several

chromatographic steps to give three acetylene fatty
acids derivatives (1 — 3).

Results and Discussion

Crude hexane extract from seeds of P. macrocarpa
displayed antitrypanosomal activity (ICs, = 65.44
pg/mL) and was subjected to several
chromatographic fractionation procedures to afford
one active fraction Il (ICs, = 5.32 pg/mL) with no
toxicity against NCTC mammalian cells (CCso > 100
pg/mL). Compound 1 was isolated as main
derivative after continuous chromatographic steps of
this fraction and killed 100% of trypomastigote forms
of T. cruzi at the highest tested concentration,
resulting in 1Cso value of 10.70 ug/mL. Despite the
toxicity to NCTC cells (CCso = 44.27 ug/mL),
compound 1, named macrocarpic acid, was
approximately ten times more effective than the
standard drug benznidazole (ICsp = 139.0 pg/mL).
Additionally, fraction Il was chromatographed over
SiO, and gave new acetylene di/triacylglycerol
derivatives 2 and 3. These two compounds were
also evaluated against T. cruzi, but did not display
activity (ICso > 200 pg/mL). The structures of
compounds 1 — 3 (figure 1) were elucidated by
analysis of NMR and HRESIMS spectra.
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Figure 1. Structures of acetylene compounds 1 - 3.

Conclusion

New acetylene derivatives 1 - 3 from the seeds of P.
macrocarpa were evaluated for their
antitrypanosomal activity. Compound 1 exhibited
potential (ICso = 10.70 ug/mL) and toxicity against
NCTC cells (CCsq = 44.27 pg/mL) while 2 and 3 were
inactives. Comparatively, compound 1 was ten times
more effective than the standard drug (benznidazole)
suggesting the use of macrocarpic acid as a
promising prototype to development of new
derivatives to the treatment of Chagas Disease.
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