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Figure S1. Molecular docking predicted binding mode of imide derivatives within the
active site of cruzain. (A) Compound 10a. (B) Compound 10b. (C) Compound 10c.
Cruzain (PDB 3KKU, 1.28 A) is depicted in surface representation. Binding site residues
(carbon in gray) and inhibitors (carbon in green) are shown as sticks. Hydrogen bonds

are shown as dashed lines. Cruzain subsites are labeled as S1, S1°, S2 and S3.

S1



Gly66
GIn19
<\

[\

\ S2 q
S2  His162 His162 . Trp1s4
P2 Trp184 Tl sy
& r \
acoter & 5 Asp161
P s1’

Figure S2. Molecular docking predicted binding mode of imide derivatives within the
active site of cruzain. (A) Compound 10k. (B) Compound 10I. Cruzain (PDB 3KKU, 1.28
A) is depicted in surface representation. Binding site residues (carbon in gray) and
inhibitors (carbon in green) are shown as sticks. Hydrogen bonds are shown as dashed

lines. Cruzain subsites are labeled as S1, S1’, S2 and S3.
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Figure S3. Molecular docking predicted binding mode of imide derivatives within the
active site of cruzain. (A) Compound 10g. (B) Compound 10i. Cruzain (PDB 3KKU, 1.28
A) is depicted in surface representation. Binding site residues (carbon in gray) and
inhibitors (carbon in green) are shown as sticks. Hydrogen bonds are shown as dashed

lines. Cruzain subsites are labeled as S1, S1’, S2 and S3.
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Figure S4. Molecular docking predicted binding mode of imide derivatives within the
active site of cruzain. (A) Compound 3b. (B) Compound 3c. (C) Compound 3d (D)
Compound 3e. Cruzain (PDB 3KKU, 1.28 A) is depicted in surface representation.
Binding site residues (carbon in gray) and inhibitors (carbon in green) are shown as sticks.
Hydrogen bonds are shown as dashed lines. Cruzain subsites are labeled as S1, S1’, S2

and S3.
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Figure S5. Molecular docking predicted binding mode of imide derivatives within the
active site of cruzain. (A) Compound 3g. (B) Compound 3h. (C) Compound 3f. (D)
Compound 3i. Cruzain (PDB 3KKU, 1.28 A) is depicted in surface representation. Binding
site residues (carbon in gray) and inhibitors (carbon in green) are shown as sticks.

Hydrogen bonds are shown as dashed lines. Cruzain subsites are labeled as S1, S1’, S2

and S3.
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Figure S6 'H NMR spectrum of compound 3a (500 MHz, CDCls).

S5



0 Me O Me
Time (sec) 0.4981 ‘ Comment Rafael - RAF 105 - CDCI3 - Avance 500 MHz - set02rafH1 - 13C Date 02 Sep 2015 07:41:38
File Name E:\RMN Dissert\500 MHz\Set 15\set02rafH1 RAF 105_002001r Frequency (MHz) 125.69 Nucleus 13C
Number of Transients 128 \ Original Points Count 16384 Points Count 32768 Pulse zgpg30
Solvent CHLOROFORM-D _| Sweep Width (Hz) 32894.74 Temperature (degree C) 25.211
Chloroform-d
o ¥ < 48 83 = !
3 = 3 4 8 | 3 0oy 0 SR T o cwgn
© < = oS N o o No~ @ @ < NN ENo9
3 3 o 58 &3 S NN o o G g o R
a3 B FERIRR R i b=} NI 8 8 B B ENENRNEN
[ [ [ l—=—" | | I S
|
I
|
|
|
| . ‘ A A
176 168 160 152 144 136 128 120 112 104 72 64 56 48 40 32 24 16

96 88 80
Chemical Shift (ppm)

Figure S7 3C NMR spectrum of compound 3a (125 MHz, CDCls).
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Figure S8 'H NMR spectrum of compound 3b (250 MHz, DMSO).
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Figure S9 13C NMR spectrum of compound 3b (62.5 MHz, DMSO).
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Figure S10 *H NMR spectrum of compound 3c (250 MHz, DMSQO).
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Figure S11 '3C NMR spectrum of compound 3c (62.5 MHz, DMSO).

S10



Me
0 Me O
(0]
N
(@]
(@]

Time (sec) 1.9923 Comment Thiago - TSS-085 - dmso - Avance 400MHz - fev04tssH1 Date 04 Feb 2013 12:34:40
Date Stamp 04 Feb 2013 12:34:40 File Name CAUSERS\RAFAEL\DESKTOP\ESPECTROS TSS\00 - 2013\FEV04TSSH1\1\PDATAM\R
Frequency (MHz) 400.18 Nucleus 1H Number of Transients 16 Origin spect
Original Points Count 16384 Owner avance Points Count 32768 Pulse Sequen 2930
Receiver Gain 64.00 ) (Hz) 8223.68 Solvent DMSO-d6 Spectrum Offset (Hz) 2463.7126
Spectrum Type STANDARD Sweep Width (Hz) 8223.43 Temperature (degree C) 25.160
FEV04TSSH1.001.001.1R - TSS085H.ESP DMSO-d6
~ QT sONo DN Y QEWWTNSD QO dRON SQNOY IHOOANENINIDVO QOVOT TN
& BHOBHRSSS BERRDRD BRI~ OO D SAJICY BHRRITOANAIERE BB I0D
@ NN BUBBOOE FIFF S GHBHH NNNNNNNNNNA A 0560
SN ) oSy s S B A S A i g B L) e S I L T T T
0.80
0.75-
0.70-
0.65-
0.60-
0.55-
2
@
E 0.50-
E
B 045
|
K|
E 0.40
S
2
0.35:
0.30
0.25-
0.20-
0.15- f
0.10
|
0.05- \ | U{
i, I il
0 4N :
0.93 1.931.950.95 191 0.961.95 1.98
=) = = S| =]
10.0 9.5 9.0 85 8.0 75 7.0 6.5 6.0 55 5.0 4.5 4.0 35 3.0

Chemical Shift (ppm)

Figure S12 'H NMR spectrum of compound 3d (400 MHz, DMSO).
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Figure S13 13C NMR spectrum of compound 3d (100 MHz, DMSO).
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Figure S14 'H NMR spectrum of compound 3e (250 MHz, DMSO).
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Figure S15 13C NMR spectrum of compound 3e (62.5 MHz, DMSO).
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Figure S16 *H NMR spectrum of compound 3f (250 MHz, DMSQO).
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Figure S17 13C NMR spectrum of compound 3f (62.5 MHz, DMSO).
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Figure S18 *H NMR spectrum of compound 3g (500 MHz, DMSO).
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Figure S19 13C NMR spectrum of compound 3g (125 MHz, DMSO).
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Figure S21 *H NMR spectrum of compound 3i (250 MHz, DMSO).
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Figure S23 13C NMR spectrum of compound 3j (100 MHz, CDCls).
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Figure S24 *H NMR spectrum of compound 3k (500 MHz, CDCl3).
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Figure S25 13C NMR spectrum of compound 3k (125 MHz, CDCls).
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Figure S26 *H NMR spectrum of compound 3! (500 MHz, CDClz).
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Figure S28 *H NMR spectrum of compound 3m (500 MHz, CDCls).
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Figure S29 13C NMR spectrum of compound 3m (125 MHz, CDCl3).
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Figure S30 'H NMR spectrum of compound 10a (250 MHz, DMSO).
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Figure S31 13C NMR spectrum of compound 10a (62.5 MHz, DMSO).
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Figure S32 *H NMR spectrum of compound 10b (500 MHz, CDClz).
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Figure S33 13C NMR spectrum of compound 10b (125 MHz, CDCls).
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Figure S34 *H NMR spectrum of compound 10c (400 MHz, CDCls).
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Figure S35 13C NMR spectrum of compound 10c (100 MHz, CDClz).
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Figure S36 *H NMR spectrum of compound 10d (400 MHz, CDClz).
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Figure S37 3C NMR spectrum of compound 10d (100 MHz, CDCls).
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Figure S38 *H NMR spectrum of compound 10e (500 MHz, CDCls).
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Figure S39 13C NMR spectrum of compound 10e (125 MHz, CDCls).
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Figure S40 *H NMR spectrum of compound 10f (500 MHz, CDCls).
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Figure S41 13C NMR spectrum of compound 10f (125 MHz, CDCls).
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Figure S42 *H NMR spectrum of compound 10g (250 MHz, DMSO).
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Figure S43 13C NMR spectrum of compound 10g (62.5 MHz, DMSO).
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Figure S44 *H NMR spectrum of compound 10h (250 MHz, CDClz).
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Figure S45 *H NMR spectrum of compound 10hrac (500 MHz, CDCls3).
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Figure S46 13C NMR spectrum of compound 10hrac (125 MHz, CDCls).
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Figure S47 *H NMR spectrum of compound 10i (400 MHz, CDCls).
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Figure S48 13C NMR spectrum of compound 10i (100 MHz, CDCls).
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Figure S49 'H NMR spectrum of compound 10j (600 MHz, CDCls).
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Figure S50 13C NMR spectrum of compound 10j (150 MHz, CDCls).
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Figure S51 *H NMR spectrum of compound 10k (500 MHz, CDCls).
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Figure S52 13C NMR spectrum of compound 10k (125 MHz, CDCls).
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Figure S53 *H NMR spectrum of compound 10l (500 MHz, CDCla).
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Figure S54 13C NMR spectrum of compound 10l (125 MHz, CDCls).
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Figure S55 'H NMR spectrum of compound 10m (400 MHz, CDCls).
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Figure S56 13C NMR spectrum of compound 10m (100 MHz, CDCls).
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Figure S57 *H NMR spectrum of compound 10n (500 MHz, CDCls).
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Figure S58 3C NMR spectrum of compound 10n (125 MHz, CDCls).
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Figure S59 *H NMR spectrum of compound 3k’ (500 MHz, CDCla).
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Figure S60 13C NMR spectrum of compound 3k’ (125 MHz, CDCls).
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Figure S61 *H NMR spectrum of compound 100 (500 MHz, MeOD).
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Figure S62 13C NMR spectrum of compound 100 (125 MHz, MeOD).
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Figure S63 *H NMR spectrum of compound 31’ (500 MHz, CDClz).
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Figure S64 13C NMR spectrum of compound 3I’ (125 MHz, CDCls).
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Figure S65 *H NMR spectrum of compound 3m’ (500 MHz, CDCls).
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Figure S66 3C NMR spectrum of compound 3m’
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Figure S67 *H NMR spectrum of compound 5 (250 MHz, DMSO).
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13C NMR spectrum of compound 5 (62.5 MHz, DMSO).
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Figure S69 'H NMR spectrum of compound 7 (600 MHz, CDCls).
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Figure S70 13C NMR spectrum of compound 7 (150 MHz, CDCls).
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