

	
	1,4-DAPP #9279817
	PTZ #9234527

	Molecular Weight (g/mol)
	379.48
	405.47

	Hepatocyte Clearance Cl(int)= (ml/min/kg)

	Mouse
	74.69
	50.97

	Rat
	136.61
	70.91

	Dog
	32.35
	25.66

	Human
	34.15
	6.92

	CYP450 Inhibition (% activity inhibited by 10 µM)

	2C9
	48
	52.4

	2D6
	4
	34.14

	3A4
	0
	7

	Human Plasma Protein Binding (FU=Fraction Unbound  SD; % recovery)

	FU
	0.8%  0
	0.7%  0

	Recovery
	84.9%
	83.5%

	Solubility (µM)
	Last
	First
	Last
	First

	NaPO4, pH 7.4
	61
	80
	21
	40

	HBSS
	41
	60
	11
	20


Supplementary Table 1. Preliminary in vitro ADME profiling of lead compounds 1,4-DAPP #9279817 and PTZ #9234527.


	


	
	THP-1 MP
	L. donovani mCherry

	Compound
	R1
	R2
	R3
	R4
	MP CC50 (µM)
	AxAm IC50 (µM)
	SI
	Int Am IC50 (µM)
	SI

	Miltefosine
	[image: Miltefosine - Wikipedia]
	39.16  1.29
	4.19 0.56
	9.35
	3.09  0.11
	12.66

	9279817
	H
	
	CH3
	
	50
	4.54 0.10
	11.01
	3.50  0.07
	14.29

	ND4127
	H
	
	CH3
	
	50
	5.12 1.20
	9.77
	8.57  1.15
	5.83

	ND5618
	H
	
	CH3
	
	50
	9.90 1.17
	5.05
	33.52  1.17
	1.49

	ND6003
	H
	
	CH3
	
	50
	10.16 1.17
	4.92
	12.99  1.07
	3.85

	ND6004
	H
	
	CH3
	
	50
	10.23 1.23
	4.89
	3.90  1.26
	12.82

	ND6005
	H
	
	CH3
	
	50
	9.68 1.20
	5.17
	2.97  1.23
	16.84


	ND6007
	H
	
	CH3
	
	50
	14.38 1.23
	3.48
	2.46  0.13
	20.33

	ND6008
	H
	
	CH3
	
	50
	7.99 1.23
	6.26
	2.34  0.10
	21.37

	ND6009
	H
	
	CH3
	
	50
	6.15 1.17
	8.13
	5.39  1.32
	9.28

	ND6012
	H
	
	CH3
	
	50
	20.76 1.26
	2.41
	20.47  1.38
	2.44

	ND6013
	H
	
	CH3
	
	50
	10.72 1.17
	4.66
	5.47  1.17
	9.14

	ND6016
	H
	
	CH3
	
	50
	10.48 1.17
	4.77
	4.84  1.38
	10.33

	ND6017
	H
	
	CH3
	
	50
	11.43 1.20
	4.37
	2.36  0.07
	21.19

	ND6026
	H
	
	CH3
	
	50
	9.17 1.15
	5.45
	23.28  1.29
	2.15

	ND6027
	H
	
	CH3
	
	50
	5.42 1.20
	9.23
	5.47  1.26
	9.24

	ND6034
	H
	
	CH3
	
	50
	6.95 1.23
	7.19
	2.31  0.19
	21.65

	ND6035
	H
	
	CH3
	
	50
	9.85 1.20
	5.08
	2.84  0.37
	17.61

	ND6053
	H
	
	CH3
	
	50
	5.65 1.20
	8.85
	2.80  0.12
	17.86

	ND6054
	H
	
	CH3
	
	50
	9.02 1.20
	5.54
	3.87  1.26
	12.92

	ND6064
	H
	
	CH3
	
	50
	8.60 1.32
	5.81
	14.79  1.29
	3.38

	ND6067
	H
	
	CH3
	
	50
	4.66 1.26
	10.73
	10.27  1.23
	4.86

	ND6074
	H
	
	CH3
	
	50
	32.27 1.38
	1.55
	44.53  1.51
	1.12

	ND6095
	H
	
	CH3
	
	50
	5.93 1.26
	8.43
	13.54  1.29
	3.69

	ND6103
	H
	
	CH3
	
	50
	6.55 1.29
	7.63
	10.86  1.12
	4.60

	ND6104
	H
	
	CH3
	
	50
	15.79 1.38
	3.17
	34.96  1.62
	1.43

	ND6145
	H
	
	CH3
	
	50
	11.54 1.17
	4.33
	5.87  1.17
	8.52

	NDG17
	H
	
	H
	
	50
	1.20 0.87
	41.67
	4.02  0.07
	12.44

	NDG18-1
	H
	
	H
	
	50
	1.30 0.87
	38.46
	2.62  0.07
	19.08

	NDG18-2
	
	H
	H
	
	50
	1.80 0.70
	27.78
	3.51  0.06
	14.25


Supplementary Table 2. In vitro antileishmanial activity and host-cell cytotoxicity of synthesized 1,4-DAPP analogs against L. donovani amastigotes and  THP-1 macrophages. Antileishmanial activity was evaluated against L. donovani axenic amastigotes (AxAm) and intracellular amastigotes (Int Am) and is reported as the half-maximal inhibitory concentration (IC50) at 48 h post-drug addition. Cytotoxicity against THP-1 macrophages (MP) is reported as the half-maximal cytotoxic concentration (CC50) at 48 h post-drug addition. Selectivity indices (SI) were calculated as the ratio of macrophage CC50 to the corresponding parasite IC50. Miltefosine was included as a reference antileishmanial compound. Values are presented as mean  SD from the average of at least three independent experiments. ND: not determined.


	


	
	
	
	
	THP-1 MP
	L. donovani mCherry

	Compound
	R1
	R2
	R3
	MP CC50 (µM)
	AxAm IC50 (µM)
	SI
	Int Am IC50 (µM)
	SI

	Miltefosine
	[image: Miltefosine - Wikipedia]
	39.16  1.29
	4.19 0.56
	9.35
	3.09  0.11
	12.66

	9234527
	
	
	CH3
	50
	5.49 0.18
	9.11
	3.12  0.07
	16.03

	ND0001
	CH3
	
	
CH3
	50
	0.74 0.26
	67.57
	25.98  1.41
	1.92

	ND0002
	CH3
	
	
	50
	0.88 0.19
	56.82
	8.91  1.24
	5.61

	ND0003
	CH3
	
	
	50
	2.67 0.31
	18.73
	30.67  1.39
	1.63

	ND0004
	CH3
	
	
	50
	0.79 0.17
	63.29
	9.57  0.08
	5.22

	ND0005
	CH3
	
	
CF3
	50
	0.71 0.17
	70.42
	4.11  0.07
	12.17

	ND0006
	
	
	
CH3
	50
	1.61 0.25
	31.06
	10.75  1.36
	4.65

	ND0007
	
	
	
	19.82 1.05
	0.54 0.21
	36.70
	ND
	ND

	ND0008
	
	
	
	7.45 1.10
	1.85 0.25
	4.03
	ND
	ND

	ND0009
	
	
	
	4.11 1.17
	0.61 0.15
	6.74
	ND
	ND

	ND0010
	
	
	
CF3
	50
	0.65 0.17
	76.92
	26.67  1.22
	2.11

	ND0011
	
	
	
CH3
	50
	0.59 0.22
	84.75
	3.41  1.09
	14.66

	ND0012
	
	
	
	50
	1.46 0.24
	34.25
	2.22  0.05
	22.52

	ND0013
	
	
	
	50
	1.25 0.25
	40.00
	2.93  0.06
	17.06

	ND0014
	
	
	
	50
	0.94 0.24
	53.19
	4.32  1.17
	11.57

	ND0015
	
	
	
CF3
	50
	0.59 0.18
	84.75
	1.98  0.05
	25.25

	ND0016
	
	
	
CH3
	50
	0.73 0.33
	68.49
	4.95  1.17
	10.10

	ND0017
	
	
	
	50
	1.08 0.25
	46.30
	3.99  1.17
	12.53

	ND0018
	
	
	
	50
	5.20 0.44
	9.62
	7.38  1.15
	6.78

	ND0019
	
	
	
	50
	1.24 0.33
	40.32
	115.1  1.64
	0.43

	ND0020
	
	
	
CF3
	5.49 1.12
	1.62 0.34
	3.39
	ND
	ND

	ND0021
	
	
	
CH3
	50
	9.85  2.55
	5.08
	8.98  1.17
	5.57

	ND0022
	
	
	
	50
	2.18 0.34
	22.94
	11.80  1.21
	4.24

	ND0023
	
	
	
	50
	2.91 0.30
	17.18
	11.12  1.14
	4.50

	ND0024
	
	
	
	50
	5.61  0.47
	8.91
	7.67  1.18
	6.52

	ND0025
	
	
	
CF3
	50
	1.28 0.33
	39.06
	6.42  1.23
	7.79

	ND0026
	
	Br
	
	50
	6.10 2.42
	8.20
	2.43  0.04
	20.58

	ND0027
	
	H
	
CH3
	7.99 1.15
	7.30 1.82
	1.09
	ND
	ND


Supplementary Table 3. In vitro antileishmanial activity and host-cell cytotoxicity of synthesized PTZ analogs against L. donovani amastigotes and  THP-1 macrophages. Antileishmanial activity was evaluated against L. donovani axenic amastigotes (AxAm) and intracellular amastigotes (Int Am) and is reported as the half-maximal inhibitory concentration (IC50) at 48 h post-drug addition. Cytotoxicity against THP-1 macrophages (MP) is reported as the half-maximal cytotoxic concentration (CC50) at 48 h post-drug addition. Selectivity indices (SI) were calculated as the ratio of macrophage CC50 to the corresponding parasite IC50. Miltefosine was included as a reference antileishmanial compound. Values are presented as mean  SD from the average of at least three independent experiments. ND: not determined. 

	Compound
	MP CC50 (µM)
	T. cruzi EPI IC50 (µM)
	SI

	Miltefosine
	39.16  1.29
	4.48 2.49
	8.74

	1,4-DAPP Compounds

	9279817
	50
	12.31 0.90
	4.06

	9277093
	50
	50
	1

	9227165
	50
	42.81 7.47
	1.17

	9284204
	50
	24.68  4.96
	2.03

	PTZ Compounds

	9234527
	50
	44.74  6.18
	1.12

	9284493
	50
	35.05  8.60
	1.43

	9269861
	50
	13.32  3.54
	3.75

	9234966
	50
	27.74  6.25
	1.80


Supplementary Table 4. In vitro activity and host-cell cytotoxicity of enriched scaffolds against Trypanosoma cruzi epimastigotes and  THP-1 macrophages. Compound activity was evaluated against T. cruzi epimastigotes (EPI) and is reported as the half-maximal inhibitory concentration (IC50) at 48 h post-drug addition. Cytotoxicity against THP-1 macrophages (MP) is reported as the half-maximal cytotoxic concentration (CC50) at 48 h post-drug addition. Selectivity indices (SI) were calculated as the ratio of macrophage CC50 to the corresponding parasite IC50. Miltefosine was included as a reference antileishmanial compound. Values are presented as mean  SD from at least three independent experiments. ND: not determined.
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