Exploring the Binding Mechanism of Novel T. brucei leucine tRNA Synthase Inhibitors based on QSAR Modeling, Molecular Docking, ADMET Prediction and Molecular Dynamics Simulations
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Table S1. Structures and predicted activity of the designed molecules
	No
	Structure
	Topomer CoMFA
	No
	Structure
	Topomer CoMFA

	
	
	Pred. pIC50
	
	
	Pred. pIC50

	T1
	[image: ]
	6.21
	T36
	[image: ]
	5.88

	T2
	[image: ]
	6.02
	T37
	[image: ]
	5.77

	T3
	[image: ]
	5.91
	T38
	[image: ]
	5.95

	T4
	[image: ]
	6.14
	T39
	[image: ]
	5.76

	T5
	[image: ]
	5.95
	T40
	[image: ]
	5.65

	T6
	[image: ]
	5.84
	T41
	[image: ]
	5.99

	T7
	[image: ]
	5.60
	T42
	[image: ]
	5.80

	T8
	[image: untitled]
	5.76
	T43
	[image: ]
	5.69

	T9
	[image: ]
	5.65
	T44
	[image: ]
	6.06

	T10
	[image: ]
	5.89
	T45
	[image: ]
	5.87

	T11
	[image: ]
	5.70
	T46
	[image: ]
	5.75

	T12
	[image: ]
	5.58
	T47
	[image: ]
	5.98

	T13
	[image: ]
	6.10
	T48
	[image: ]
	5.93

	T14
	[image: ]
	6.05
	T49
	[image: ]
	6.00

	T15
	[image: ]
	6.11
	T50
	[image: ]
	4.76

	T16
	[image: ]
	4.87
	T51
	[image: ]
	5.97

	T17
	[image: ]
	6.03
	T52
	[image: ]
	5.92

	T18
	[image: ]
	5.98
	T53
	[image: ]
	5.99

	T19
	[image: ]
	6.04
	T54
	[image: ]
	4.75

	T20
	[image: ]
	4.81
	T55
	[image: ]
	5.96

	T21
	[image: ]
	5.84
	T56
	[image: ]
	5.91

	T22
	[image: ]
	5.79
	T57
	[image: ]
	5.97

	T23
	[image: ]
	5.85
	T58
	[image: ]
	4.72

	T24
	[image: ]
	4.61
	T59
	[image: ]
	5.84

	T25
	[image: ]
	5.78
	T60
	[image: ]
	5.79

	T26
	[image: ]
	5.72
	T61
	[image: ]
	5.85

	T27
	[image: ]
	5.79
	T62
	[image: ]
	4.60

	T28
	[image: ]
	4.55
	T63
	[image: ]
	5.88

	T29
	[image: ]
	6.10
	T64
	[image: ]
	5.83

	T30
	[image: ]
	5.90
	T65
	[image: ]
	5.89

	T31
	[image: ]
	5.79
	T66
	[image: ]
	4.65

	T32
	[image: ]
	6.09
	T67
	[image: ]
	5.94

	T33
	[image: ]
	5.89
	T68
	[image: ]
	5.89

	T34
	[image: ]
	5.78
	T69
	[image: ]
	5.96

	T35
	[image: ]
	6.07
	T70
	[image: ]
	4.72


*predicted by Topomer CoMFA model cutting method 3, predicted activity greater than template molecule 32 (pIC50 = 5.80) were shown in bold












[bookmark: _GoBack]Table S2.  Physicochemical properties and synthetic feasibility of 70 newly designed molecules
	Molecule
	Formula
	Pred. pIC50
	MW g/mol
	TPSA/Å²
	Lipinski
#violations
	Ghose
#violations
	Veber
#violations
	Egan
#violations
	Muegge
#violations
	Bioav. Score
	Synthetic accessibility

	1
	C17H19BN4O5S
	6.21
	402.23
	157.39
	0
	1
	1
	1
	1
	0.55
	4.23

	2
	C15H16BN3O5S
	6.02
	361.18
	157.31
	0
	0
	1
	1
	1
	0.11
	4.16

	3
	C21H20BN3O6
	5.91
	421.21
	130.24
	0
	0
	0
	0
	0
	0.55
	4.39

	4
	C15H19BN4O5S
	6.14
	378.21
	159.62
	0
	1
	1
	1
	1
	0.55
	4.10

	5
	C13H16BN3O5S
	5.95
	337.16
	159.54
	0
	0
	1
	1
	1
	0.11
	4.08

	6
	C19H20BN3O6
	5.84
	397.19 
	132.47
	0
	0
	0
	1
	0
	0.55
	4.30

	7
	C12H14BN5O5S
	5.60
	351.15
	181.76
	0
	1
	1
	1
	1
	0.55
	4.22

	8
	C13H16BN5O5S
	5.76
	365.17
	181.76
	0
	0
	1
	1
	1
	0.55
	4.31

	9
	C19H20BN5O6
	5.65
	425.20
	154.69
	1
	0
	1
	1
	1
	0.55
	4.52

	10
	C18H24BNO6S
	5.89
	393.26 
	129.44
	0
	0
	0
	0
	0
	0.56
	4.13

	11
	C16H21BO6S
	5.70
	352.21
	129.36
	0
	0
	0
	0
	0
	0.56
	4.14

	12
	C22H25BO7
	5.58
	412.24
	102.29 
	0
	0
	0
	0
	0
	0.56
	4.39

	13
	C20H26BN5O4
	6.10
	411.26
	127.05
	0
	0
	0
	0
	0
	0.55
	4.34

	14
	C14H16BN5O5
	6.05
	345.12
	170.06
	0
	1
	1
	1
	1
	0.55
	3.96

	15
	C16H20BN5O5
	6.11
	373.17
	156.07
	0
	1
	1
	1
	1
	0.55
	4.16

	16
	C17H20BN3O5
	4.87
	357.17
	121.01 
	0
	0
	0
	0
	0
	0.55
	4.35

	17
	C18H26BN5O4
	6.03
	387.24
	129.28
	0
	1
	0
	0
	0
	0.55
	4.20

	18
	C12H16BN5O5
	5.98
	321.10
	172.29
	1
	1
	1
	1
	3
	0.55
	3.84

	19
	C14H20BN5O5
	6.04
	349.15
	158.30
	1
	1
	1
	1
	2
	0.55
	4.03

	20
	C15H20BN3O5
	4.81
	333.15
	123.24
	0
	0
	0
	0
	0
	0.55
	4.27

	21
	C18H27BN6O4
	5.84
	402.26
	127.65
	0
	1
	0
	0
	0
	0.55
	4.34

	22
	C12H16BN7O5
	5.79
	349.11
	194.51
	2
	1
	1
	1
	2
	0.17
	4.07

	23
	C14H20BN7O5
	5.85
	377.16
	180.52
	2
	1
	1
	1
	2
	0.17
	4.25

	24
	C15H20BN5O5
	4.61
	361.16
	145.46
	0
	0
	1
	1
	0
	0.55
	4.49

	25
	C21H31BN2O5
	5.78
	402.29
	99.10
	0
	0
	0
	0
	0
	0.56
	4.26

	26
	C15H21BN2O6
	5.72
	336.15
	142.11
	0
	1
	1
	1
	0
	0.56
	3.83

	27
	C17H25BN2O6
	5.79
	364.20
	128.12
	0
	0
	0
	0
	0
	0.56
	4.07

	28
	C18H25BO6
	4.55
	348.20
	93.06
	0
	0
	0
	0
	0
	0.56
	4.37

	29
	C17H22BN3O6S
	6.10
	407.25
	142.83 
	0
	1
	1
	1
	0
	0.55
	4.30

	30
	C15H19BN2O6S
	5.90
	366.20
	142.75
	0
	0
	1
	1
	0
	0.56
	4.25

	31
	C21H23BN2O7
	5.79
	426.23
	115.68
	0
	0
	0
	0
	0
	0.55
	4.50

	32
	C19H22BN3O4S
	6.09
	399.27
	120.29
	0
	0
	0
	0
	0
	0.55
	4.30

	33
	C17H19BN2O4S
	5.89
	358.22
	120.21
	0
	0
	0
	0
	0
	0.56
	4.24

	34
	C23H23BN2O5
	5.78
	418.25
	93.14
	0
	0
	0
	0
	0
	0.55
	4.48

	35
	C20H21BClN5O4S
	6.07
	473.74
	156.11
	0
	0
	1
	1
	1
	0.55
	4.63

	36
	C18H18BClN4O4S
	5.88
	432.69
	156.03
	0
	0
	1
	1
	1
	0.11
	4.55

	37
	C24H22BClN4O5
	5.77
	492.72
	128.96 
	0
	2
	0
	0
	0
	0.55
	4.77

	38
	C19H24BNO6S
	5.95
	405.27
	129.44
	0
	0
	0
	0
	0
	0.56
	4.34

	39
	C17H21BO6S
	5.76
	364.22
	129.36
	0
	0
	0
	0
	0
	0.56
	4.35

	40
	C23H25BO7
	5.65
	424.25
	102.29
	0
	0
	0
	0
	0
	0.56
	4.60

	41
	C21H22BFN4O5S
	5.99
	472.30
	145.63
	0
	0
	1
	1
	0
	0.55
	4.44

	42
	C19H19BFN3O5S
	5.80
	431.25
	145.55
	0
	0
	1
	1
	0
	0.56
	4.31

	43
	C25H23BFN3O6
	5.69
	491.28
	118.48
	0
	2
	0
	0
	0
	0.55
	4.58

	44
	C21H21BF2N4O5S
	6.06
	490.29
	145.63
	0
	1
	1
	1
	0
	0.55
	4.49

	45
	C19H18BF2N3O5S
	5.87
	449.24
	145.55
	0
	0
	1
	1
	0
	0.56
	4.36

	46
	C25H22BF2N3O6
	5.75
	509.27
	118.48
	1
	2
	0
	0
	0
	0.55
	4.63

	47
	C20H29BN4O5
	5.98
	416.28
	112.49
	0
	1
	0
	0
	0
	0.55
	4.42

	48
	C14H19BN4O6
	5.93
	350.13
	155.50
	0
	1
	1
	1
	1
	0.55
	4.04

	49
	C16H23BN4O6
	6.00
	378.19
	141.51
	0
	1
	1
	1
	1
	0.55
	4.23

	50
	C17H23BN2O6
	4.76
	362.19
	106.45
	0
	0
	0
	0
	0
	0.55
	4.45

	51
	C22H29BN4O3
	5.97
	408.30
	89.95
	0
	0
	0
	0
	0
	0.55
	4.52

	52
	C16H19BN4O4
	5.92
	342.16
	132.96
	0
	1
	0
	1
	0
	0.55
	4.13

	53
	C18H23BN4O4
	5.99
	370.21
	118.97
	0
	0
	0
	0
	0
	0.55
	4.33

	54
	C19H23BN2O4
	4.75
	354.21
	83.91
	0
	0
	0
	0
	0
	0.55
	4.35

	55
	C23H28BClN6O3
	5.96
	482.77
	125.77
	0
	2
	0
	0
	0
	0.55
	4.80

	56
	C17H18BClN6O4
	5.91
	416.63
	168.78
	1
	1
	1
	1
	2
	0.55
	4.39

	57
	C19H22BClN6O4
	5.97
	444.68
	154.79
	1
	0
	1
	1
	2
	0.55
	4.59

	58
	C19H21BClN5O4
	4.72
	429.67
	122.97
	0
	0
	0
	0
	0
	0.55
	4.18

	59
	C22H31BN2O5
	5.84
	414.30
	99.10
	0
	0
	0
	0
	0
	0.56
	4.56

	60
	C16H21BN2O6
	5.79
	348.16
	142.11
	0
	1
	1
	1
	0
	0.56
	4.15

	61
	C18H25BN2O6
	5.85
	376.21
	128.12
	0
	0
	0
	0
	0
	0.56
	4.37

	62
	C18H24BNO6
	4.60
	361.20
	96.30
	0
	0
	0
	0
	0
	0.56
	3.95

	63
	C24H29BFN5O4
	5.88
	481.33
	115.29
	0
	2
	0
	0
	0
	0.55
	4.65

	64
	C18H19BFN5O5
	5.83
	415.18
	158.30
	1
	1
	1
	1
	2
	0.55
	4.22

	65
	C20H23BFN5O5
	5.89
	443.24
	144.31
	1
	0
	1
	1
	1
	0.55
	4.44

	66
	C21H23BFN3O5
	4.65
	427.23
	109.25
	0
	0
	0
	0
	0
	0.55
	4.49

	67
	C24H28BF2N5O4
	5.94
	499.32
	115.29
	0
	2
	0
	0
	0
	0.55
	4.71

	68
	C18H18BF2N5O5
	5.89
	433.17
	158.30
	1
	0
	1
	1
	2
	0.55
	4.28

	69
	C20H22BF2N5O5
	5.96
	461.23
	144.31
	1
	0
	1
	1
	1
	0.55
	4.50

	70
	C21H22BF2N3O5
	4.72
	445.22
	109.25
	0
	0
	0
	0
	0
	0.55
	4.55
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