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1. Supplementary Tables  

Table S1. In vitro evaluation of antiparasitic activity against L. infantum (MHOM/TN/80/LEM235) 
in-tracellular amastigotes. 

Compound 

L. infantum 
MHOM/TN/80/LEM235 

intracellular amastigotes 
ToxicityCC50±SDorCC50 in-

terval estimation (μM) 
Selectivity Index  

CC50/IC50 
IC50 ± SD (μΜ) 

25 9.33 ± 0.99 >100 10.7 
26 5.21 ± 0.95 >12.5 2.4 
27 1.54 ± 0.22 50–100 32.5–64.9 
28 1.5 ± 0.4 >100 66.7 
29 0.5 ± 0.2 >100 200 

Miltefosine 6.68±0.96 15.9 ± 1.2 4.9 
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Table S2. In vitro evaluation of toxicities (hERG, CYP1A2, CYP2C9, CYP2C19, CYP2D6, 
CYP3A4 and A549 and WI-38 cytotoxicities) of compounds at 10 µM and Miltefosine (10 
µM or 1 µM). N.T. = Not Tested. 

c % inhibition ± SD at 10 μΜ % cell growth ± 
SD at 10 μΜ 

% tox-
icity ± 

SD 
at 10 μΜ 

% inhibi-
tion ± SD 
at 10 μΜ 

Comp. hERG 
CYP1A

2 
CYP2C9 

CYP2C
19 

CYP2D6 CYP3A4 A549 W1-38 
Mito-

chondria 
Aurora B 

25 –7.70 ± 
10.95 

–20.41 ±
7.94 

–23.11 ± 
4.90 

–32.10 ±
3.43 

–37.71 ± 
9.99 

–20.13 ± 
4.31 

114.88 ± 
2.04 

93.46 ± 
9.11 

11.05 ± 
4.92 

–10.28 ± 
19.80 

28 –3.64 ± 
5.93 

–13.84 ±
9.34 

–23.46 ± 
6.53 

–32.71 ±
4.81 

–56.57 ± 
9.98 

–33.70 ± 
4.40 

121.51 ± 
2.96 

114.04 ± 
25.66 

8.99 ± 
15.76 

–11.71 ± 
9.17 

29 –4.90 ± 
5.58 

–28.56 ±
5.97 

–22.63 ± 
6.19 

–28.74 ±
4.48 

–46.97 ± 
17.56 

–33.59 ± 
4.80 

120.63 ± 
0.86 

92.93 ± 
15.18 

1.08 ± 
2.29 

–6.17 ± 
7.07 

30 N.T. 
–2.91 ± 

3.00 
85.98 ± 

0.94 
74.33 ± 

2.72 
50.77 ± 

3.64 
42.47 ± 

8.94 
N.T. N.T. N.T. N.T. 

31 –6.43 ± 
13.73 

13.80 ± 
0.84 

8.95 ± 
1.08 

–2.38 ± 
6.77 

11.06 ± 
1.05 

–7.33 ± 
3.74 

108.64 ± 
5.73 

123.63 ± 
6.26 

5.07 ± 
4.57 

N.T. 

32 N.T. 
12.02 ± 

4.19 
93.19 ± 

0.78 
54.87 ± 

3.86 
83.96 ± 

2.45 
60.74 ± 

6.21 
N.T. N.T. N.T. N.T. 

33 16.60 ± 
2.64 

15.23 ± 
4.45 

19.72 ± 
2.68 

–
4.22±4.9

0 
9.87±6.48 

7.61 ± 
9.09 

114.14 ± 
9.60 

136.32 ± 
19.05 

-1 ± 4.35 N.T. 

34 N.T. 
–3.73 ± 

3.31 
18.94 ± 

3.85 
4.89 ± 
11.86 

23.08 ± 
13.73 

19.27 ± 
3.43 

N.T. N.T. N.T. N.T. 

35 0.10 ± 
4.10 

9.42 ± 
1.87 

2.57 ± 
0.76 

–3.09 ± 
5.40 

7.26 ± 
1.30 

–8.64 ± 
5.66 

100.96 ± 
6.64 

119.10 ± 
5.69 

6.58 ± 
11.15 

N.T. 

36 N.T. 
3.18 ± 
2.49 

67.54 ± 
2.08 

35.51 ± 
4.84 

58.33 ± 
2.06 

35.63 ± 
5.11 

N.T. N.T. N.T. N.T. 

41 48.78 ± 
4.00 

10.86 ± 
0.71 

41.31 ± 
8.34 

5.65 ± 
5.95 

45.83 ± 
14.78 

53.97 ± 
5.39 

85.15 ± 
1.43 

54.16 ± 
12.05 

2.99 ± 
9.19 

N.T. 

53 8.95 ± 
6.41 

20.03 ± 
0.84 

5.45 ± 
6.65 

–17.22 ±
1.84 

–26.41 ± 
6.04 

–12.40 ± 
4.93 

87.74 ± 
2.23 

83.83 ± 
5.08 

–1.08 ± 
12.96 

N.T. 

54 17.93 ± 
5.86 

9.37 ± 
0.58 

37.98 ± 
3.38 

10.43 ± 
8.37 

6.07 ± 
11.09 

13.88 ± 
0.37 

85.82 ± 
2.06 

31.39 ± 
17.44 

8.56 ± 
12.10 

N.T. 

65 8.64 ± 
8.38 

18.05 ± 
4.21 

28.32 ± 
5.98 

–1.75 ± 
2.75 

–30.44 ± 
9.48 

–2.44 ± 
12.03 

90.48 ± 
5.75 

77.74 ± 
11.47 

40.25 ± 
5.67 

N.T. 

66 22.98 ± 
9.56 

12.37 ± 
2.06 

53.41 ± 
2.53 

23.97 ± 
7.01 

53.99 ± 
2.89 

59.34 ± 
5.31 

90.83 ± 
8.30 

49.49 ± 
17.33 

19.78 ± 
15.77 

N.T. 

Miltefo
sine 

–16.92 ± 
7.34 

–20.62 ±
11.85 

–0.80 ± 
38.33 

7.92 ± 
15.50 

30.83 ± 
16.70 

8.39 ± 
8.99 

95.80 ± 
15.78 

113.50 ± 
26.66 

3.99 ± 
8.95 

–12.54 ± 
10.71 

Table S3. In vitro evaluation of antiparasitic activity against  T. brucei L427 WT  blood-stream 
form. 

 
T.b. brucei L427 WT  

Blood-Stream 

Comp. 

Single Dose 
Assay 10μM 

Mean Inhibitory Activity 
(%) ± SD 

Dose Response Curves 
IC50 ± SD (nM) 

25 N.A  
26 N.A  
27 N.A  
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28 N.A.  
29 N.A  
30 N.A  
31 20 ± 1  
32 36 ± 4  
33 23 ± 3  
34 N.A  
35 N.A  
36 30 ± 7  
53 N.A  
54 N.A  
65 N.A  
66 N.A  

Pentamidine  1.55 ± 0.24 
Average activities of at least 2 independent assays, N.A. No significant activity (less than 20%). 
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1. Copies of 1H, 13C and 31P NMR of final products 
Compound 25 

 
Figure S1. 1H-NMR of compound 25 in CDCl3 at 600 MHz. 

 
Figure S2. 13C-NMR of compound 25 in CDCl3 at 150 MHz. 
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Figure S3. 31P-NMR of compound 25 in CDCl3 at 121.44 MHz. 

Compound 26 

 
Figure S4. 1H-NMR of compound 26 in CDCl3 at 300 MHz. 
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Figure S5. 13C-NMR of compound 26 in CDCl3 at 75 MHz. 

 
Figure S6. 31P-NMR of compound 25 in CDCl3 at 121.44 MHz. 
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Compound 27 

 
Figure S7. 1H-NMR of compound 27 in CD3OD at 600 MHz. 

 
Figure S8. 13C-NMR of compound 27 in CD3OD at 150 MHz. 
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Figure S9. 31P-NMR of compound 27 in CD3OD at 121.44 MHz. 

Compound 28 

 
Figure S10. 1H-NMR of compound 28 in CDCl3 at 600 MHz. 
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Figure S11. 13C-NMR of compound 28 in CDCl3 at 150 MHz. 

 
Figure S12. 31P-NMR of compound 28 in CDCl3 at 121.44 MHz. 
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Compound 29 

 
Figure S13. 1H-NMR of compound 29 in CD3OD at 600 MHz. 

 
Figure S14. 13C-NMR of compound 29 in CD3OD at 150 MHz. 
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Figure S15. 31P-NMR of compound 29 in CD3OD at 121.44 MHz. 

Compound 30 

 
Figure S16. 1H-NMR of compound 30 in CD3OD at 600 MHz. 
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Figure S17. 13C-NMR of compound 30 in CD3OD at 150 MHz. 

 
Figure S18. 31P-NMR of compound 30 in CD3OD at 121.44 MHz. 
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Compound 31 

 
Figure S19. 1H-NMR of compound 31 in CDCl3 at 600 MHz. 

 
Figure S20. 13C-NMR of compound 31 in CD3OD at 150 MHz. 
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Figure S21. 31P-NMR of compound 31 in CD3OD at 121.44 MHz. 

Compound 32 

 
Figure S22. 1H-NMR of compound 32 in CD3OD at 600 MHz. 
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Figure S23. 13C-NMR of compound 32 in CD3OD at 150 MHz. 

 
Figure S24. 31P-NMR of compound 32 in CD3OD at 121.44 MHz. 
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Compound 33 

 
Figure S25. 1H-NMR of compound 33 in CDCl3 at 600 MHz. 

 
Figure S26. 13C-NMR of compound 33 in CDCl3 at 150 MHz. 
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Figure S27. 31P-NMR of compound 33 in CDCl3 at 121.44 MHz. 

Compound 34 

 
Figure S28. 1H-NMR of compound 34 in CD3OD at 600 MHz. 
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Figure S29. 13C-NMR of compound 34 in CD3OD at 150 MHz. 

 
Figure S30. 31P-NMR of compound 34 in CD3OD at 121.44 MHz. 
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Compound 35 

 
Figure S31. 1H-NMR of compound 35 in CD3OD at 600 MHz. 

 
Figure S32. 13C-NMR of compound 35 in CD3OD at 150 MHz. 
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Figure S33. 31P-NMR of compound 35 in CD3OD at 121.44 MHz. 

Compound 36 

 

Figure S34. 1H-NMR of compound 36 in CD3OD at 600 MHz. 
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Figure S35. 13C-NMR of compound 36 in CD3OD at 150 MHz. 

 
Figure S36. 31P-NMR of compound 36 in CD3OD at 121.44 MHz. 
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Compound 41 

 
Figure S37. 1H-NMR of compound 41 in CD3OD at 600 MHz. 

 
Figure S38. 13C-NMR of compound 41 in CD3OD at 150 MHz. 
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Figure S39. 31P-NMR of compound 41 in CD3OD at 121.44 MHz. 

Compound 53 

 
Figure S40. 1H-NMR of compound 53 in CD3OD at 600 MHz. 
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Figure S41. 13C-NMR of compound 53 in CD3OD at 150 MHz. 

 
Figure S42. 31P-NMR of compound 53 in CD3OD at 121.44 MHz. 
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Compound 54 

 
Figure S43. 1H-NMR of compound 54 in CD3OD at 600 MHz. 

 
Figure S44. 13C-NMR of compound 54 in CD3OD at 150 MHz. 
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Figure S45. 31P-NMR of compound 54 in CD3OD at 121.44 MHz. 

Compound 65 

 
Figure S46. 1H-NMR of compound 65 in CD3OD at 600 MHz. 
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Figure S47. 13C-NMR of compound 65 in CD3OD at 150 MHz. 

 
Figure S48. 31P-NMR of compound 65 in CD3OD at 121.44 MHz. 
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Compound 66 

 
Figure S49. 1H-NMR of compound 66 in CD3OD at 600 MHz. 

 
Figure S50. 13C-NMR of compound 66 in CD3OD at 150 MHz. 
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Figure S51. 31P-NMR of compound 66 in CD3OD at 121.44 MHz. 


