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Development of new therapeutic reagents for trypanosoma disease based on the irrever
sible enzyme inhibition mechanism
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Cardiopathy caused by the protozoan Trypanosoma cruzi, the etiologic agent of Cha
rgas” disease, is the main cause of death in endemic regions of Latin America. Since nifurtimox and benzni
dazole are approved as therapeutic rea%ents for this disease, the efficacy is limited and serious side eff
ects and toxicity were reported. Therefore, advent of novel therapeutic reagents has been strongly require
d.

We have discovered by collaborative research with a team at University of Rio de Janeiro that some suicid
e substrate-based derivatives of sialidases become a new class of leads toward drugs for the treatment of
infectious diseases related to the Chargas® disease. In the present study, we aimed to establish for the g
eneral protocol for the assembling suicide substrate-based derivatives on the surface of nanoparticles tha
t can convert into practically promising level of therapeutic reagents candidates as "nanomedicine".
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1H NMR (D20, 500 MHz): [ 7.56
(d, 1 H, J=2.0Hz), 7.33 (dd, 1 H, J=
8.8 Hz, J=2.3Hz), 7.25 (d, 1 H, J=8.9
Hz), 6.98 (t, 1 H, J=55.1Hz), 3.82-3.71
(m, 4 H), 3.65 (ddd, 1 H, J = 11.6 Hz, J
=9.4Hz, J=4.8Hz), 3.53-3.48 (m, 2 H),
3.09 (q, 6 H, J =7.4Hz), 2.79 (dd, 1 H,
J=12.6 Hz, J = 4.7 Hz), 2.53 (t, 2 H, J
= 7.4 Hz), 2.29 (t, 2 H, J=17.4Hz), 2.08
(s, 3H), 1.92 (s, 3H), 1.86-1.77 (m, 3
H), 1.17 (t, J=7.2 Hz, 8 H). 13C NMR (D20,
125 MHz): [0 215.52, 175.01, 174.81,
172.05, 133.14, 125.16, 121.89, 119.32,
111.66, 103.03, 73.47, 71.65, 68.10, 67.98,
62.58, 51.64, 46.60, 42.01, 40.36, 35.27,
29.21, 21.97, 19.36, 8.16; ESINMS (m/z)
calcd for C24H31F2N2011 [M — H]- 561. 19,
found 561.19; HR-ESIMS (m/z) calcd for [M
- H]- C24H31F2N2011 561.1901, found
561.1912.
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