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Supplementary Material

“Preliminary in vitro evaluation of N’-(benzofuroxan-5-yl)methylene benzohydrazide derivatives as
potential anti-Trypanosoma cruzi agents”

[complete profile of control solutions, compounds and benznidazole]

Table 1S - number of epimastigotes forms/ml for positive controls and solvent control during 96 hours.

Time epimastigotes forms * 106 / mL E 60 « positive control
79 (hours) positive control (CP) DMSO 1% DMSO 0.5% ‘E 50 DMSO 19
'S 1053 + 1.08 1033 + 100 984 % 099 E [ oo
< 24 1942 + 1.06 1823 + 1.02 1851 =+ 0.98 2 20
g 48 2973 = 145 2794 + 118 2851 + 1.42 ED 10
© 72 39.60 + 241 3779 = 1.74 3849 =+ 247 g 0 . 2 i - o6
96 4845 +  2.57 4731 + 178 4713 + 340 &

Time (hours)

Table 2S - number of epimastigotes form/mL after exposure to the compound N’-(benzofuroxan-5-yl)methylene benzohydrazide (1).

Time epimastigotes forms * 10° / mL E 60 + positive control
=~ | (hours) 50 pg/mL 20 pg/mL 10 pg/mL T 50 50 ug/ml. 100 (48,45
¥ 20 pg/mL 39,60
' 0 12.44 + 0.20 10.72 + 0.71 1138 + 0.12 5 jg ~10pg/ml. 5973
< 24 6.47 = 0.31 10.09 = 1.10 13.45 + 0.52 E; 200 . '
48 332 + 0.59 7.84 + 1.23 16.65 * 1.61 Eo 10 '
1 72 210 = 0.65 697 + 141 2141 + 2.27 § 0 . b o -, o
96 1.85 + 0.36 6.08 + 1.31 2744 + 3.30 B Time (hours)
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Table 3S - number of epimastigotes form/mL after exposure to the compound 4-methyl-[N’-(benzofuroxan-5-yl)methylene|benzohydrazide (2).

" Time epimastigotes forms * 106 / mL T «positive control
T | (hours) 50 pg/mL 20 pg/mL 10 pg/mL T 50 i‘: uﬂjmt woc0 4845
* <20 pg/m 37,00
L|J 0 10.15 =+ 0.24 10.75 + 0.29 10.33 + 0.18 § jg “10ug/ml 5973
<+ 24 10.66 = 0.62 1248 + 0.54 13.63 + 0.52 E 200 .
48 961 =+ 0.52 13.20 + 0.30 19.16 + 1.32 S 10
2 72 9.65 + 0.51 1498 + 0.30 2620 =+ 227 é 0
= 0 24 48 72 96
96 930 =+ 0.44 1751 =+ 1.71 33.01 + 1.39 ) Time (hours)

Table 4S - number of epimastigotes form/mL after exposure to the compound 4-amino-[N"-(benzofuroxan-5-yl)methylene]|benzohydrazide (3).

~ | Time epimastigotes forms * 106 / mL jg 60 +positive control
L | (hours) 50 pg/mL 20 pg/mL 10 pg/mL S 50 50 g/l 41815
Z *E 40 =20 pg/mL 39,60 :
| 0 10.62 + 1.24 11.53 + 0.12 1143 + 0.22 E 30 ~lpg/ml 5973
<+ 24 12.60 =+ 1.46 15.00 =+ 1.24 1743 + 0.73 g 0 ., %
48 16.21 + 0.72 2243 + 1.38 26.06 * 1.54 & w0
72 23.00 * 0.57 30.29 + 1.77 36.75 + 2.04 g 0
3 E 0 24 48 72 96
96 30.53 + 0.61 39.16 + 1.95 4731 + 1.80 5 Time (hours)

Table 5S - number of epimastigotes form/mL after exposure to the compound 4-hydroxy-[N’-(benzofuroxan-5-yl)methylene|benzohydrazide (4).

Time epimastigotes forms * 106 / mL jg\ 60 «positive control

= | (hours) 50 pg/mL 20 pg/mL 10 pg/mL e 50 50 ug/ml. 1845
O *E 40 ~+20 pg/mL
I 0 11.76 + 1.55 12.62 + 0.55 11.05 + 0.54 5 30 *+10 pg/ml.
< 24 11.82 =+ 1.66 19.64 = 0.99 1939 = 0.96 820 L 2%

48 1710 *= 1.40 2946 =+ 1.32 30.54 =+ 1.17 Eo 10 '

72 20.80 + 1.85 3836 + 1.22 40.63 + 1.33 é 0 '
4 96 2860 + 190 4649 + 140 4880 =+ 0.87 2 M ety
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Table 6S - number of epimastigotes form/mL after exposure to the compound 4-fluoro-[N’-(benzofuroxan-5-yl)methylene|benzohydrazide (5).

Time epimastigotes forms * 106 / mL é 60 + positive control
z, | (hours) 50 nug/mL 20 pg/mL 10 pg/mL 2 50 Zg wﬁmt (4845
* 20 pg/m

< 0 1163 + 084 1099 * 041 1031 = 041 £ owm

24 600 + 012 1013 + 081 1440 + 0.84 $ 0 . B

48 757 + 021 891 £ 088 1762 # 212 TR

72 885 + 035 829 =+ 110 2195 # 336 o , ,
5 | 96 945 + 026 604 + 055 2773 + 3.17 5 L ey

Table 7S - number of epimastigotes form/mL after exposure to the compound 4-cyano-[N’-(benzofuroxan-5-yl)methylene]benzohydrazide (6).

Time epimastigotes forms * 106 / mL R +positive control

Z. | (hours) 50 pg/mL 20 pg/mL 10 pg/mL % 50 50 g/ml {4845
&) *E 10 20 pg/ml, 39,60
I 0 11.76 = 0.07 11.26 = 0.19 1194 = 0.67 5 30 +10 ug/ml.
< 24 13.63 + 0.58 14.38 =+ 0.12 1834 =+ 0.87 320 . 222

48 16.54 + 040 1894 =+ 1.27 2773 = 0.74 & 10 '

72 2212 = 046 2404 =+ 1.37 36.37 + 095 g 0
6 96 2793 + 073 2988 + 143 4453 + 144 2 ‘ " rmetous)

Table 8S - number of epimastigotes form/mL after exposure to the compound 4-ethyl-[N’-(benzofuroxan-5-yl)methylene]benzohydrazide (7).

« | Time epimastigotes forms * 106 / mL E 60 «positive control
5 (hours) 50 pg/mL 20 pg/mL 10 pg/mL ig 50 _Zg ::ﬁlL e 4845
= | 0 1048 + 032 1009 * 073 1095 +* 1.08 £l o
O 24 930 + 050 1188 + 066 1434 = 1.06 g0 o, %
< | 48 722 + 062 1145 + 042 1768 + 145 0
72 594 + 032 949 £ 012 2104 241 £ o | |
7 | 96 478 + 048 697 + 084 2445 : 257 2 T
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Table 9S - number of epimastigotes form/mL after exposure to the compound 4-methoxy-[N’-(benzofuroxan-5-yl)methylene]|benzohydrazide (8).

o Time epimastigotes forms * 106 / mL

E (hours) 50 pg/mL 20 pg/mL 10 pg/mL

o 0 11.53 + 0.96 1097 =+ 0.18 10.62 =+ 047

; 24 1087 + 0.73 1244 + 1.03 1444 =+ 0.71
48 10.06 =+ 0.64 12.03 =+ 0.73 19.14 =+ 1.18
72 9.59 + 1.04 12.09 + 0.80 25,54 =+ 1.37

8 96 942 + 138 12.71 £ 0.61 31.28 + 248

6

epimastigotes form*10 /mL

60
50
40
30
20
10

0

- positive control
50 pg/mL

~+20 pg/mL

=10 ug/mL 2973

19,42
10,53

0 24 48 72 96
Time (hours)

Table 10S - number of epimastigotes form/mL after exposure to the compound 4-chloro-[N’-(benzofuroxan-5-yl)methylene]benzohydrazide (9).

Time epimastigotes forms * 106 / mL
S| (hours) 50 pg/mL 20 pg/mL 10 pg/mL
' 0 1047 + 086 1097 + 076 1037 = 0.56
< 24 1134 <+ 0.53 788 = 047 1299 =+ 0.23
48 13.76 * 0.74 782 = 041 1498 =+ 0.50
72 15.00 =+ 0.76 6.66 = 0.09 18.05 =+ 1.05
9 96 14.63 += 0.70 6.21 + 0.39 2201 =+ 0.53

epimastigotes form* IOG/mL

60
50
40
30
20
10

0

-+ positive control
50 pg/mL

~+20 pg/mL 39,60

=10 pg/mL 29,73 .

19,42
10,53

0 24 48 72 96
Time (hours)

Table 11S - number of epimastigotes form/mL after exposure to the compound 4-acetyl-[N™-(benzofuroxan-5-yl)methylene|benzohydrazide (10).

» | Time epimastigotes forms * 106 / mL
5 (hours) 50 pg/mL 20 pg/mL 10 pg/mL
8 0 11.68 =+ 0.53 11.01 =+ 0.57 1095 + 0.52
[ 24 11.00 %= 0.62 1551 + 047 1770 + 0.84
< 48 878 = 0.78 20.57 + 0.58 2633 = 094
72 6.72 + 042 2597 + 0.36 3425 + 1.67
10| 96 565 + 017 3146 + 034 4201 * 162

epimastigotes form*1 Oﬁ/rnL

60

- positive control
50 pg/mL

20 pg/mL

+10 pg/mL

19,42
10,53

0 24 48 72 96
Time (hours)
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Table 128 - number of epimastigotes form/mL after exposure to the compound 4-dimethylamino-[N"-(benzofuroxan-5-yl)methylene]benzohydrazide(11).

~ Time epimastigotes forms * 106 / mL R +positive control
f:;? (hours) 50 pg/mL 20 pg/mL 10 pg/mL T 50 Zg wﬁmt 48,45
* ~20 pg/m
Ol o 1019 + 032 1019 * 071 1110 * 029 E L towm
Z. 24 16.38 + 0.50 16.63 + 1.08 18.36 + 0.54 3 20 o
; 48 2542 + 0.82 2604 =+ 098 2758 = 1.02 10
72 35.51 + 1.22 36.70 + 1.38 3813 + 1.61 i , ,
11| 96 40.60 + 204 4230 * 088 4413 = 241 E L metows

Table 13S - number of epimastigotes form/mL after exposure to the compound 4-ethoxy-[N-(benzofuroxan-5-yl)methylene]benzohydrazide (12).

™ Time epimastigotes forms * 106 / mL fg 60 «positive control
5\1 (hours) 50 pg/mL 20 pg/mL 10 pg/mL ig 50 I t;j::i o 1845
. 0 1015 * 058 1052 % 019 1105 * 0.40 £ owm
CID 24 12.09 =+ 0.52 1248 =+ 0.07 15.24 =+ 0.73 820 ., %
< 48 11.80 =+ 1.37 13.06 = 0.69 20.38 + 1.05 En 10
72 13.39 + 045 1283 = 0.90 2690 =+ 0.80 é 0 ‘
12| 96 887 + 080 1227 + 056 3221 + 152 £ ’ * rmetours)

Table 14S - number of epimastigotes form/mL after exposure to the compound 4-nitro-[N’-(benzofuroxan-5-yl)methylene]|benzohydrazide (13).

~ | Time epimastigotes forms * 106 / mL E 60 postoveconsl
Q© | (hours) 50 pg/mL 20 pg/mL 10 pg/mL 2 350 50 pig/ml _ 4845
Z *E 40 20 pg/mL 39,60
| 0 1235 + 0.44 11.01 = 0.74 11.36 + 0.52 5 3 +10 pg/mlL 29,73,
< 24 10.64 + 0.36 11.10 + 0.34 17.26 + 1.17 g 20 L O '
48 10.08 + 0.30 10.51 + 0.83 2540 =+ 134 H 10 —
13 72 10.77 += 0.47 10.57 + 0.64 3463 = 1.20 é 0 . " i . o
96 983 + 035 1022 + 0.71 4259 + 1.81 & Time (hours)
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Table 15S - number of epimastigotes form/mL after exposure to the compound 4-trifluoromethyl-[N’-(benzofuroxan-5-yl)methylene]benzohydrazide (14).

- Time epimastigotes forms * 106 / mL jg\ 60 + positive control
iz, | (hours) 50 pg/mL 20 pg/mL 10 pg/mL “’*a 50 _Zg iﬁiﬁﬁ[ 4845
T o 1037 + 031 1122 + 029 1031 = 035 |
< 24 478 + 0.25 720 = 0.13 11.78 + 0.98 g 20 . 12
48 598 + 0.12 6.16 =+ 0.15 12.62 + 1.16 & 10
72 699 = 0.31 553 + 0.06 1392 + 1.16 g 0 ' '
14| o 720 + 026 478 + 041 1646 + 041 £ D ey L

Table 16S - number of epimastigotes form/mL after exposure to the compound 4-bromo-[N’-(benzofuroxan-5-yl)methylene]|benzohydrazide (15).

Time epimastigotes forms * 106 / mL E +positive control
E (hours) 50 pg/mL 20 pg/mL 10 pg/mL S 50 jﬂ uﬂﬁmt 48,45
* <20 pg/m
I 0 1179 + 067 1100 * 103  11.03 * 0.05 E L
< | 24 1194 + 022 1073 + 3.40 1466 + 139 g0 . be
48 14.19 + 1.59 10.20 £ 3.03 18.27 + 2.68 ED 10 - 1 i R
15 72 16.56 + 2.28 9.52 = 2.02 2200 = 3.36 é 0 . » i s o
9% 1575 + 257 862 + 198 2690 + 4.03 H ime (o

Table 17S - number of epimastigotes form/mL after exposure to the compound 4-sulfamoyl-[N-(benzofuroxan-5-yl)methylene]benzohydrazide (16).

~ Time epimastigotes forms * 10° / mL E 60 «positive control
E (hours) 50 pg/mL 20 pg/mL 10 pg/mL ‘;3 50 _Zg:::;zi s 4845
S| o 1046 + 048 1008 * 076 1075 = 034 £ tomm p
A 24 1603 + 073 1731 + 116 1877 + 1.04 §20 . U
< | 48 2536 + 114 2635 * 153 2796 * 140 20
72 3483 * 146 3617 + 155  37.80 * 1.29 i o | |
16| 96 4157 + 141 4351 + 286 4504 =+ 2.33 [ -
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Table 18S - number of epimastigotes form/mL after exposure to the compound 4-iodo-[N’-(benzofuroxan-5-yl)methylene]benzohydrazide (17).

Time epimastigotes forms * 106 / mL E 60 +positive control
— (hours) 50 pg/mL 20 pg/mL 10 pg/mL g 50 et 1545
* 20 pg/m
| 0 1068 + 067 1021 + 039 1077 + 1.02 £l tomm
24 1394 + 078 1019 + 017 1380 = 126 § o0 .
48 1531 = 081 841 + 069 1584 =+ 154 20
P 1588 + 0.54 761 + 035 1815 + 0.88 e
= : : 6
96 13.04 = 0.32 623 + 082 1954 =+ 1.29 5 Time (hours)

Table 19S - number of epimastigotes form/mL after exposure to the compound 2,4-dichloro-[N-(benzofuroxan-5-yl)methylene]benzohydrazide (18).

— | Time epimastigotes forms * 106 / mL E w0 «positivecontrol
LIJ (hours) 50 pg/mL 20 pg/mL 10 pg/mL “”5 50 50 pg/ml. 4845
= 0 1017 + 037 1048 =+ 038 1095 #* 041 B 0N
o 2 788 + 038 1235 * 066 1541 + 0.68 P 1942 :

| 48 493 + 0.78 1192 =+ 0.70 1782 = 0.73 S0
Q\ 72 445 + 0.12 11.12 = 0.72 23.15 + 138 2

96 3.65 + 0.17 936 =+ 0.78 2732 + 143 E 0 24 48 72 96

18 ) Time (hours)

Table 20S - number of epimastigotes form/mL after exposure to the compound 3,4-dichloro-[N*-(benzofuroxan-5-yl)methylene|benzohydrazide (19).

— Time epimastigotes forms * 10° / mL E 60 « positive control
LIJ (hours) 50 ug/mL 20 pg/mL 10 pg/mL ElEL e - 48,45
| 0 1089 + 067 1066 + 056 1081 + 116 B mmml g
O 24 6.31 + 0.30 8.33 + 0.74 13,55 + 1.24 E 20 o 1942

I 48 798 + 0.15 7.92 + 0,51 16.19 + 1.37 En 10 ‘
e 72 9.86 + 0.82 7.46 + 0.48 1943 + 245 é 0 . 2 15 - o6
19| 96 947 + 035 594 + 062 2327 + 3.40 = Tine Chours)
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Table 21S - number of epimastigotes form/mL after exposure to the compound
4-nitro-3-(trifluoromethyl)-[N’-(benzofuroxan-5-yl)methylene]benzohydrazide (20).

S Time epimastigotes forms * 106 / mL E 60 +positive control

Z | (hours) 50 pg/mL 20 pg/mL 10 pg/mL ° 50 :3 mei 4845

| * +20 pg/m

< 0 977 '+ 029 987 + 029 982 + 034 L somml g

%I 24 775 + 0.18 9.26 + 041 1245 + 048 ;;3 20 L O

o 48 680 + 0.17 867 + 0.33 1490 + 0.90 10

72 710 + 0.27 706 * 034 1810 + 1.10 E 0 . " " - o

20 96 746 + 0.65 632 + 0.18 2233 + 2.04 2 Time (hours)

Table 22S - number of epimastigotes form/mL after exposure to the drug control (benznidazole, bzn).

o Time epimastigotes forms * 106 / mL E 60 positive control

Bl (hours) 50 pg/mL 20 ng/mL 10 pg/mL S 50 5 uﬂjmt o 1845

3] * 20 pg/m 39,60

= 0 984 + 162 1033 * 074 1063 * 0.7 L tommL

N 24 1049 + 0.82 11.83 = 0.77 14.03 = 1.89 g2 ., 4

3 48 10.20 £ 0.89 1259 + 0.93 1821 £ 1.61 Eo 10 '.

72 908 + 1.18 13.47 + 1.15 22.03 + 2.20 é 0
i= 0 24 48 72 96

bzn TS 865 + 1.05 1382 + 122 2531 * 3.16 5 Time (hours)
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[number of parasites/mL during every test day, for each compound concentration
used and also for the PGI]

Table 23S Biological activity of compounds 1-20 and benznidazole at 10 pg/mL.
0 hours 24 hours 48 hours 72 hours 96 hours

Ry Rz Rz cells/mLa cells/mLa PGI> cells/mLa PGI> cells/mLa PGI> cells/mL? PGIb

1 H H H 11.38 13.45 31 16.65 44 21.41 46 2744 43
2 CHs H H 10.33 13.63 30 19.16 36 26.20 34 33.01 32
3 NH> H H 11.43 17.43 10 26.06 12 36.75 7 47.31 2
4 OH H H 11.05 19.39 0 30.54 0 40.63 0 48.80 0
5 F H H 10.31 14.40 26 17.62 41 21.95 45 27.73 43
6 CN H H 11.94 18.34 6 27.73 7 36.37 8 4453 8
7 CH:CHs H H 10.95 14.34 26 17.68 41 21.04 47 24.45 50
8 OCH3 H H 10.62 14.44 26 19.14 36 25.54 36 31.28 35
9 Cl H H 10.37 12.99 33 14.98 50 18.05 54 22.01 55
10 COCHs H H 10.95 17.70 9 26.33 11 34.25 14 42.01 13
11 N(CHs)» H H 11.10 18.36 5 27.58 7 38.13 4 4413 9
12 OCH,CHz H H 11.05 15.24 22 20.38 31 26.90 32 32.21 34
13 NO: H H 11.36 17.26 11 25.40 15 34.63 13 42.59 12
14  CF3 H H 10.31 11.78 39 12.62 58 13.92 65 16.46 66
15 Br H H 11.03 14.66 25 18.27 39 22.00 44 26.90 44
16 SO:NH, H H 10.75 18.77 3 27.96 6 37.80 5 45.04 7
17 [ H H 10.77 13.80 29 1584 47 18.15 54 19.54 60
18 Cl H C(l 10.95 15.41 21 17.82 40 23.15 42 27.32 44
19 Cl Cl H 10.81 13.55 30 16.19 46 19.43 51 23.27 52
20 NO: CFs H 9.82 12.45 36 14.90 50 18.10 54 22.33 54
benznidazole 10.63 14.03 28 18.21 39 22.03 44 25.31 48
positive control 10.53 19.42 0 29.73 0 39.60 0 48.45 0

* values corresponding to the average of triplicates (Standard Deviation less than 10% for all cases);

a: x106/mL.

b: PGI (%) = [(Acn - Apn) / Aca] * 100, where Acn = Asgo of the culture in the absence of the drug at day
n(n=1, 2,3 or4),and Apn = Asgo of the culture containing the drug atday n (n=1, 2, 3 or 4).
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Table 24S Biological activity of compounds 1-20 and benznidazole at 20 pg/mL.
0 hours 24 hours 48 hours 72 hours 96 hours

R Rz Rs cells/mLa cells/mLa PGI> cells/mLa PGI® cells/mL2 PGI> cells/mL2 PGIb

1 H H H 10.72 10.09 48 7.84 74 6.97 82 6.08 87
2 CH3 H H 10.75 12.48 36 13.20 56 14.98 62 17.51 64
3 NH: H H 11.53 15.00 23 22.43 25 30.29 24 39.16 19
4 OH H H 12.62 19.64 0 29.46 1 38.36 3 46.49 4
5 F H H 10.99 10.13 48 8.91 70 8.29 79 6.04 88
6 CN H H 11.26 14.38 26 18.94 36 24.04 39 29.88 38
7 CH:CHs H H 10.09 11.88 39 11.45 61 9.49 76 6.97 86
8 OCH3 H H 10.97 12.44 36 12.03 60 12.09 69 12.71 74
9 Cl H H 10.97 7.88 59 7.82 74 6.66 83 6.21 87
10 COCHs H H 11.01 15.51 20 20.57 31 25.97 34 31.46 35
11 N(CHs)2 H H 10.19 16.63 14 26.04 12 36.70 7 42.30 13
12 OCHCHz H H 10.52 12.48 36 13.06 56 12.83 68 12.27 75
13 NO: H H 11.01 11.10 43 10.51 65 10.57 73 10.22 79
14 CF3 H H 11.22 7.20 63 6.16 79 5.53 86 4.78 90
15 Br H H 11.00 10.73 45 10.20 66 9.52 76 8.62 82
16 SO:NH, H H 10.08 17.31 11 26.35 11 36.17 9 43.51 10
17 [ H H 10.21 10.19 48 8.41 72 7.61 81 6.23 87
18 Cl H C(l 10.48 12.35 36 11.92 60 11.12 72 9.36 81
19 Cl Cl H 10.66 8.33 57 7.92 73 7.46 81 5.94 88
20 NO: CFs H 9.87 9.26 52 8.67 71 7.06 82 6.32 87
benznidazole 10.33 11.83 39 12.59 58 13.47 66 13.82 71
positive control 10.53 19.42 0 29.73 0 39.60 0 48.45 0

* values corresponding to the average of triplicates (Standard Deviation less than 10% for all cases);
a: x106/mL.

b: PGI (%) = [(Acn - Apn) / Acn] * 100, where Acy = Asgo of the culture in the absence of the drug at day
n(n=1, 2,3 or4),and Apn = Asgo of the culture containing the drug atday n (n=1, 2, 3 or 4).
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Table 258 Biological activity of compounds 1-20 and benznidazole at 50 pg/mL.
0 hours 24 hours 48 hours 72 hours 96 hours

R Rz Rs cells/mLa cells/mLa PGI> cells/mLa PGI® cells/mL2 PGI> cells/mL2 PGIb

1 H H H 12.44 6.47 67 3.32 89 2.10 95 1.85 96
2 CHs H H 10.15 10.66 45 9.61 68 9.65 76 9.30 81
3 NH: H H 10.62 12.60 35 16.21 45 23.00 42 30.53 37
4 OH H H 11.76 11.82 39 17.10 42 20.80 47 28.60 41
5 F H H 11.63 6.00 69 7.57 75 8.85 78 9.45 80
6 CN H H 11.76 13.63 30 16.54 44 22.12 44 27.93 42
7 CH:CHs H H 10.48 9.30 52 7.22 76 5.94 85 4.78 90
8 OCH3 H H 11.53 10.87 44 10.06 66 9.59 76 9.42 81
9 Cl H H 10.47 11.34 42 13.76 54 15.00 62 14.63 70
10 COCHs H H 11.68 11.00 43 8.78 70 6.72 83 5.65 88
11 N(CHs)2 H H 10.19 16.38 16 25.42 14 35.51 10 40.60 16
12 OCHCHz H H 10.15 12.09 38 11.80 60 13.39 66 8.87 82
13 NO: H H 12.35 10.64 45 10.08 66 10.77 73 9.83 80
14 CF3 H H 10.37 4.78 75 5.98 80 6.99 82 7.20 85
15 Br H H 11.79 11.94 39 14.19 52 16.56 58 15.75 67
16 SO:NH; H H 10.46 16.03 17 25.36 15 34.83 12 41.57 14
17 [ H H 10.68 13.94 28 15.31 49 15.88 60 13.04 73
18 Cl H C(l 10.17 7.88 59 4.93 83 4.45 89 3.65 92
19 Cl Cl H 10.89 6.31 68 7.98 73 9.86 75 9.47 80
20 NO: CFs H 9.77 7.75 60 6.80 77 7.10 82 7.46 85
benznidazole 9.84 10.49 46 10.20 66 9.08 77 8.65 82
positive control 10.53 19.42 0 29.73 0 39.60 0 48.45 0

* values corresponding to the average of triplicates (Standard Deviation less than 10% for all cases);
a: x106/mL.

b: PGI (%) = [(Acn - Apn) / Acn] * 100, where Acy = Asgo of the culture in the absence of the drug at day
n(n=1, 2,3 or4),and Apn = Asgo of the culture containing the drug atday n (n=1, 2, 3 or 4).



