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I. Chemical Structures of the 3-Nitro-2-Phenyl-2H-Chromene Analogues

a. Systematic Names of Compounds 1 — 13.

Table S1. The systematic names for 3-nitro-2-phenyl-2H-chromene analogues 1 — 13.

Compound Systematic Name®
1 6-Bromo-2-(4-ethoxy-3-methoxyphenyl)-3-nitro-2H -chromene
2 6-Bromo-2-(3,4-diethoxyphenyl)-3-nitro-2H -chromene
3 6-Bromo-2-(3,4-dimethoxyphenyl)-8-methoxy-3-nitro-2H -chromene
4 6-Bromo-2-(3,4-dimethoxyphenyl)-3-nitro-2H -chromene
5 6,8-Dibromo-2-(3,4-dimethoxyphenyl)-3-nitro-2H -chromene
6 6,8-Dibromo-2-(4-ethoxy-3-methoxyphenyl)-3-nitro-2H -chromene
7 2-(2,6-Dichlorophenyl)-6,8-dibromo-3-nitro-2H -chromene
8 6-Bromo-2-(4-ethoxy-3-methoxyphenyl)-8-methoxy-3-nitro-2H -chromene
9 6,8-Dichloro-2-(3,4-diethoxyphenyl)-3-nitro-2H -chromene
10 2-(3,4-Diethoxyphenyl)-3-nitro-2H -chromene
11 6-Bromo-2-(2-chlorophenyl)-3-nitro-2H -chromene
12 2-(2-Chlorophenyl)-3-nitro-2H -chromene
13 2-(2,6-Dichlorophenyl)-3-nitro-2H -chromene

2 Systematic names were generated through ChemDraw Ultra 12.0 using a sketch of the compound.
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b. SMILES Codes for Compounds 1 —13.

Table S2. SMILES codes for the 3-nitro-2-phenyl-2H-chromene analogues (1 — 13).

Compound SMILES Code**
1 BrC=1C=C2C=C(C(OC2=CC1)C1=CC(=C(C=C1)OCC)OC)[N+](=0)[O-]
2 BrC=1C=C2C=C(C(OC2=CC1)C1=CC(=C(C=C1)OCC)OCC)[N+](=0)[O-]
3 BrC=1C=C2C=C(C(0OC2=C(C1)0C)C1=CC(=C(C=C1)OC)OC)[N+](=0)[O-]
4 BrC=1C=C2C=C(C(OC2=CC1)C1=CC(=C(C=C1)OC)OC)[N+](=0)[O-]
5 BrC=1C=C2C=C(C(0C2=C(C1)Br)C1=CC(=C(C=C1)OC)OC)[N+](=0)[O-]
6 BrC=1C=C2C=C(C(0C2=C(C1)Br)C1=CC(=C(C=C1)OCC)OC)[N+](=0)[O-]
7 CIC1=C(C(=CC=C1)Cl)C10C2=C(C=C(C=C2C=C1[N+](=0)[O-])Br)Br
8 BrC=1C=C2C=C(C(0OC2=C(C1)OC)C1=CC(=C(C=C1)OCC)OC)[N+](=0)[O-]
9 CIC=1C=C2C=C(C(0C2=C(C1)Cl)C1=CC(=C(C=C1)OCC)OCC)[N+](=0)[O-]
10 C(C)OC=1C=C(C=CC1OCC)C10C2=CC=CC=C2C=C1[N+](=0)[O-]
11 BrC=1C=C2C=C(C(OC2=CC1)C1=C(C=CC=C1)CI)[N+](=0)[O-]
12 CIC1=C(C=CC=C1)C10C2=CC=CC=C2C=C1[N+](=0)[O-]
13 CIC1=C(C(=CC=C1)Cl)C10C2=CC=CC=C2C=C1[N+](=0)[O-]

a SMILES codes were generated through OPSIN (https://opsin.ch.cam.ac.uk) by entering the systematic names (see Table S1).

b Ref. Lowe et al. (1).

¢ Structures of compounds can be visualized by entering SMILES codes into the program PubChem Sketcher v2.4
(https://pubchem.ncbi.nlm.nih.gov//edit3/index.html).
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I1. Biological Assays.

a. Figure S1. In vitro dose — response of compound activity (1 — 13) on Trypanosoma cruzi (Tulahuen strain)
infective form co-cultured in mammalian NIH-3T3 fibroblasts. Data was collected in triplicate and the results
are presented as 1Cso plots shown as percent growth inhibition as a function of log ([compound]).
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b. Figure S2. Invitro dose — response of compound activity (1 —13) on Trypanosoma brucei brucei (427 strain)
bloodstream form. Data was collected in triplicate and the results are presented as ICso plots shown as percent
growth inhibition as a function of log ([compound]).

IC5p =614 £31.9nM IC5p=1190 £ 43.3 nM IC50 =515+ 49.7 nM
RZ= 09717 R2= 0.9917 R2 = 0.9890
1 10! 1 °
.
§ s § s $
§ 3 3
£ £ @ £
£ £ g
[} [} &
® 2 & 2 R 2
. 8 °
O+ T T
75 70 -65 60 -55 -50 -45 75 70 -65 -60 -55 -50 -45 .75 -70 65 -60 -55 -50 -45
log [CMPD 1, M] log [CMPD 2, M] log [CMPD 3, M]
ICy, =436 + 25.0 nM IC5p =416 = 35.1 nM ICg, = 356 + 60.4 nM
R?= 0.9759 R?= 0.9945 R?= 0.9797
100 . 10 1
.= 8 c 8 c
2 3 3
£ £ £
= & &
® 2 y ® 2 ® 2
75 70 -65 60 -55 50 -45 75 70 -65 60 -55 -50 -45 75 70 -65 60 -55 -50 -45
log [CMPD 4, M] log [CMPD 5, M] log [CMPD 6, M]
IC5 =902 + 329 nM ICsy =744 = 141 nM IC5y =664 = 54.7 nM
RZ= 0.8984 R?= 0.9465 R?= 0.9429
10 10! 10 .
§ s § s 5 s
: : :
£ £ g £
£ £ £
F g F
S 2 22 e % .
75 70 -65 -60 -55 -50 -45 75 7.0 -65 -60 -55 -50 -45 75 70 -65 -60 -55 -50 -45
log [CMPD 7,M] log [CMPD 8, M] log [CMPD 9, M]
IC5, = 1120 + 302 nM IC5y =863 + 198 nM IC5y = 1670 + 59.6 nM
R? = 0.9276 R2= 0.9598 R2= 0.9717
10 10! L] 10
.
c c c
S 8 8 g
3 3 3
£ £ =
£ £ &
[} [} [}
= 21 =2 2 . 2 2 .
75 70 -65 60 -55 50 -45 75 70 -65 60 -55 -50 -45 7.5 70 -65 60 -55 50 -45
log [CMPD 10, M] log [CMPD 11, M] log [CMPD 12, M]

ICsg = 1280 = 95.4 nM
R2 = 0.9630

% Growth Inhibition

n

et
-7 -70 65 -60 -55 -50 -45
log [CMPD 13, M]

S6



C. Figure S3. In vitro dose — response of compound activity (1 — 12) on mammalian NIH-3T3 fibroblasts in
order to assess cytotoxicity. Data was collected in triplicate and the results are presented as TCso plots shown as
percent growth inhibition as a function of log ([compound]). Note: Compound 13 was excluded due a poor fit to

the sigmoidal curve.

TCsy =1.60 x 10% = 1.84 x 10% nM

TCs =222 x 10* + 3.30 x 102 nM

TCsp =1.75x 10 = 1.90 x 10° nM

R? = 0.9780 R?= 0.9440 R2= 0.9524
1 10i . 10l
g 5 8 § s
5 5 5
£ £ £
£
§ § §
o o o o e o o
-65 -60 -55 -50 -45 -40 -35 65 60 -55 -50 -45 -40 -35 65 60 -55 -50 -45 -40 -35
log [CMPD 1, M] log [CMPD 2, M] log [CMPD 3, M]
TCso = 1.64 x 10* = 1.91 x 103 nM TCsp=1.95x 10* £ 5.10 x 102 nM TCso=1.81x 10% £ 2.40 x 102 nM
R2 = 0.9666 R?= 09517 R2= 0.9798
1 10i 1
5 5 s §
3 3 3
£ £ o £
F- £ g
& & &
® 2 ® 2 2 2
o« o ® e ® * o o o o
0 \J J L\ ) T y ! 1 T T T T T T 1 T T T T T T 1
65 -60 -55 -50 -45 -40 -35 65 60 -55 -50 -45 -40 -35 65 -60 -55 -50 -45 -40 -35
log [CMPD 4, M] log [CMPD 5, M] log [CMPD 6, M]
TCsp=1.19x 10* = 5.10 x 102 nM TCsp =2.61x 10% = 5.70 x 102 nM TCgo=1.75x 10% + 1.60 x 10° nM
R?= 0.9929 R?= 0.9604 R?= 0.9864
1 10i 10
é é 8 g 8
2 S 3
£ £ o £
§ § §
&
a“g 2 ® 2 g 2
o * o « * * 0 5 e o ®
65 60 55 -50 -45 -40 -35 65 -60 55 -50 -45 -40 -35 65 60 55 -50 -45 -40 -35
log [CMPD 7, M] log [CMPD 8, M] log [CMPD 9, M]
TCsp =9.45 x 10% = 2.20 x 10° nM TCsp=4.12x 10% = 1.95x 10% nM TCso = 1.09 x 10% = 1.55 x 10 nM
R2= 0.8710 R? = 0.8887 R2= 0.7471
100+ 100+ 100+
g 804 § s0- § 80
= =
5 2 2
£ £ 60 £ oo
r=
= .
g 204 ° ¢ g 204 ° g 20 .
° .
. L ) .
-85 -80 -7.5 -7.0 -65 -6.0 -55 -5.0 -4.5 -8.5 -8.0 -7.5 -7.0 -6.5 -6.0 -5.5 -5.0 -4.5 -4.0 -8.5-8.0-7.5-7.0-6.5-6.0 -5.5-5.0-4.5-4.0 -3.5
log [CMPD 10, M] log [CMPD 11, M] log [CMPD 12, M]

S7



Reference

([1.) Lowe, D. M., Corbett, P. T., Murray-Rust, P., and Glen, R. C. (2011) Chemical name to

structure: OPSIN, an open source solution, J. Chem. Inf. Model 51, 739-753.

S8



