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Trypanocidal activity of natural sesquiterpenoids involves mitochondrial

disfunction, ROS production and autophagic phenotype in Trypanosoma cruzi
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Figure S1. Pgd NMR spectra. A. 'H NMR spectra (at 600 MHz in CDCls). B. 3C NMR

spectra (at 150 MHz in CDCls).
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Figure S2. Efr NMR spectra. A. *H NMR spectra (at 600 MHz in DMSO-dg). B. C NMR

spectra (at 150 MHz in DMSO-d).
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Figure S3. Transmission electron microscopy analysis of T. cruzi epimastigotes treated

with 85 pg/mL drimane sesquiterpenoid Pgd. (A-D) As in parasites treated with a lower
concentration, the 1Cso/24h dose induced a recurrent mitochondrial swelling (black asterisks),
with abnormal cristae morphology (white arrows), and disorganization of the reservosomes
(black star). The treatment with Pgd also led to an autophagic phenotype with a formation of a
great number of autophagosomes (white stars) as well as the presence of endoplasmic reticulum
profiles (black arrows) surrounding subcellular structures. N: nucleus, K: kinetoplast, L: lipid

droplet. Barsin A,Band D = 1 pm; Bar in C = 0.5 pm.
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Figure S4. Transmission electron microscopy analysis of T. cruzi epimastigotes treated
with PmTE. The treatment with (A,B) 20 and (C-F) 40 pg/mL of this total extract led to an
intense disorganization of reservosomes (black stars), autophagic phenotype clearly

demonstrated by the increase in the number of autophagosomes (white stars) with distinct stages
of cargo degradation, as well as the important cytosolic vacuolization (V). N: nucleus, M:
mitochondrion, K: kinetoplast, ER: endoplasmic reticulum, L: lipid droplets. Bars in A and C-F
=1 pm; Barin B =0.5 pm.



