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Table S1. In vitro potencies for inhibition of the growth of four kinetoplastid parasites by compounds

1-12.4

COMPOUNDS 1 2 3 4 5 6 7 8 9 10 11 12

ECso

T. b. brucei 6.1 (2.0) 37 (24) 15(10) | 33(02) | 7.4(3.0) 12(11) 49(15) | 8.1(0.1) | 7.7(0) 8.5(0.8) 36 (19) 30 (1.4)
T. b. rhodesiense | 6.0 (1.4) 29026) | 9.146) | 6109 | 56@24) | 6324 | 97(14) | 640.1) | 19(0.1) | 2.1(0.4) 24.(10) 21(13)

T. cruzi 15 (4.7) 41 (26) 20 (18) 64 (0) 18 (14) 19(11) 36(5.6) | 6.1.1) | 19(11) 50 (15) 33(7.9) 64 (0)

L. infantum 33 (0.4) 31(19) | 1.8(1.9) | 38(26) 17 (14) 12(5.9) 1647 | 820.1) | 66315 | 2106 | 3878 | 7.1(1.0)

@ Mean values, with standard deviation in parenthesis, from 2 to 14 measurements.

@ <5 kecal/mol

Endo

MEC

Exo

Figure S1. Endo and exo conformations for compound 3, obtained using the Monte Carlo-QM
protocol for conformational sampling. Minimum energy conformations (MECs) and all

conformations within 5 kcal/mol of the MECs are shown.
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Endo Exo

@ <5 kecal/mol

Figure S2. Endo and exo conformations for compound 5, obtained using the Monte Carlo-QM
protocol for conformational sampling. Minimum energy conformations (MECs) and all

conformations within 5 kcal/mol of the MECs are shown.
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Figure S3. Metabolically labile sites (indicated by red circles) observed for compound 3 after

incubation with rat liver microsomes. Samples were collected at 5, 10, 20, 30 and 60 minutes.
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Figure S4. Correlations between A) the permeability across MDCK-MDRI1 cell monolayers and
LogD; 4 and B) the potency for inhibition of the growth of L. infantum and the cell permeability for

compounds 1-12.
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NMR SPECTRA

TH NMR (CDCl;, 400 MHz)
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Compound 2: COSY NMR (CDCl5)
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HMBC NMR (CDCls)
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13C NMR (CDCl;, 150 MHz)

Compound 3
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Compound 3: HSQC NMR (CDCly)
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TH NMR (CD;CN, 500 MHz)
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13C NMR (CD;CN, 125 MHz)
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Compound 4: COSY NMR (CD;CN)
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HMBC NMR (CD;CN)
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Compound 5: 13C NMR (CDCl;, 150 MHz)
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Compound 5: HSQC NMR (CDCly)
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TH NMR (CD;CN, 400 MHz)

Compound 6
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13C NMR (CD;CN, 125 MHz)
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Compound 6: COSY NMR (CD;CN)
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HMBC NMR (CD;CN)
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13C NMR (CD;CN, 125 MHz)
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Compound 7: HSQC NMR (CD;CN)
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TH NMR (CD;CN, 500 MHz)

Compound 8
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Compound 8: COSY NMR (CD;CN)
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HMBC NMR (CD;CN)
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Compound 9: 3C NMR (CD;CN, 125 MHz)
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Compound 9: HSQC NMR (CD;CN)
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TH NMR (CD;CN, 500 MHz)
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Compound 10: COSY NMR (CD;CN)
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HMBC NMR (CD;CN)
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13C NMR (CDCl;, 100 MHz)
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Compound 11: HSQC (CDCl,)
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TH NMR (CD;CN, 400 MHz)
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Compound 12: COSY (CD;CN)
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: HMBC (CD;CN)
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13C NMR (CD;CN, 100 MHz)
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13C NMR (CD;CN, 100 MHz)

Compound 16

DERD 01°0

DERD 15°0

aW0z—
wa
&
Ea—

o8 0r—

v —

0T £5—

0=

0€'L11

TEIIT
" u..V
EYETl
a:m_v
POEET
ELEEN v

Lokt

BOESI—
LYSS1—

80
f1 (ppm)

90

150 140

160

TH NMR (CD;CN, 400 MHz)

Compound 17

580
w0
880
BE'T
(L

ss't1
95 14,

me
a Iy
aoe
6T
BI'T
SE'E
9E'E
BEE
o E
wE
B E

B m\_\
06'E

ue.mv.

fatt

(L

8P
8 rW.
"'y

589—

EE'L
s hv
9" £
8L

8L
BY L
69 L
[
e
'8
e
L]
90 8
90 8

WAL

—_—

- 869

Fecu
F et

Foo

Foece
o
F w0

= g1

F o0

E so1

A vo'1
E g0t

L. oot

S35



13C NMR (CD;CN, 100 MHz)
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13C NMR (DMSO-dg, 125 MHz)
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13C NMR (DMSO-dg, 125 MHz)
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13C NMR (DMSO-dg, 100 MHz)
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13C NMR (DMSO-dg, 100 MHz)
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13C NMR (DMSO-dg, 125 MHz)

Compound 28
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13C NMR (DMSO-dg, 125 MHz)
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13C NMR (CD;CN, 125 MHz)
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13C NMR (DMSO-dg, 125 MHz)
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13C NMR (DMSO-dg, 500 MHz)

Compound 35
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13C NMR (CDCl;, 100 MHz)

Compound 41
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13C NMR (DMSO-dg, 125 MHz)

Compound 44
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13C NMR (DMSO-dg, 100 MHz)

Compound 52
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13C NMR (CD;CN, 100 MHz)

Compound 53
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13C NMR (CD;CN, 125 MHz)

Compound 54
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13C NMR (CD;CN, 100 MHz)

Compound 55
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HPLC CHROMATOGRAMS AND MASS SPECTRA
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LC-MS after purification by HPLC purification: Compound 3
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LC-MS after purification by HPLC: Compound 5
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LC-MS after purification by HPLC: Compound 7
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LC-MS after purification by HPLC: Compound 9
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LC-MS after purification by HPLC: Compound 11
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