Supporting Information

Figure S1
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Figure 1. Chemical
structure of the previously
reported S-sulfonamide
derivative, compound 27r.

I
0Q

c

q

®

wn
w

100+ 2.4 £ 0.8 E-06
Compound 5

inhibition (%)
3

.:{'

-12 -10 -8 -6
log [inhibitor] (M)

100

< 2.8+ 3.3E-06
= Compound 6
c
o
= 50
=)
< k!
ol edl. 1LY
-12 -10 -8 -6
log [inhibitor] (M)
< 1001 34:1.2E06
= Compound 7
c
(=}
£ 50
2
e |
0 - - ; ‘

log [inhibitor] (M)

[inhibitor] (uM)

E 0.04 E 0.04
8 1.5+0.6 E-08 g $10.0 E-09
2' Compound 5 3 Compound 9
< 0.024 ¥ 0.02
8 2
<< <
< <
0.00+ T v T T 0.00+ T - v v
0 1 2 3 4 0 1 2 3 4
[inhibitor] (nM) [inhibitor] (M)
E 0.04 E 0.04
2 2
Q <10.0 E-09 ? 25+0.6 E-08
& Compound 6 & Compound 10
< 0.02; pe < 0.02 5
8 8
<< <
< <
0.00 . . v . 0.00+ . - . v
0 1 2 3 4 0 1 2 3 4
[inhibitor] (uM) [inhibitor] (uM)
E 0.041 E 0.04
3 2
®? 2.0+0.7 E-08 ? 1.9+ 04 E-08
& Compound 7 & Compound 11
< 0.021 P < 0.02 P
) )
3 3
0.00 T v T T 0.00+ T T T T
0 1 2 3 4 0 1 2 3 4
[inhibitor] (uM) [inhibitor] (uM)
E 0.04
3
? 2.0+0.7 E-08
Q Compound 8
< 0.024
8
<L
<
0.00 . . . v
0 1 2 3 4

Figure 2. Efficacy, EC,,, of
sulfonamide derivatives 5-
7in T cruzi cell-based
assay.

Figure 3. UV-vis titration curves for
sulfonamide derivatives 5-11 demonstrating
virtually stoichiometric linear saturation at
sub-micromolar concentrations.




