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Section SM1. ALK Inhibitor Dataset, Compound List, and SMILES
SM1.1 Dataset Assembly and Curation
A curated dataset of 287 ALK inhibitors was assembled from 13 peer-reviewed medicinal chemistry series spanning the period 2006–2019 (Table S1a). Compounds were retrieved from Elsevier (ScienceDirect), ACS Publications (Journal of Medicinal Chemistry), and the ChEMBL database (https://www.ebi.ac.uk/chembl/) and selected based on (i) availability of quantitative ALK inhibitory activity reported as IC50 values against the wild-type ALK kinase domain, (ii) structural diversity across the chemical space, and (iii) absence of duplicate or ambiguous structures.
IC50 values were converted to pIC50 using: pIC50 = −log10(IC50 [M]). The dataset spans a pIC50 range of 4.12 to 10.16 (IC50 = 0.07 nM to 75,500 nM), providing broad coverage of ALK inhibitory potency. The full dataset was partitioned into a training set (n = 230, 80%) and an external test set (n = 57, 20%) using the 'Generate Training and Test Set' protocol in BIOVIA Discovery Studio 4.5, ensuring balanced representation of activity classes across both subsets.

Table S1a. Summary of the 13 literature sources contributing to the 287-compound ALK inhibitor dataset.
	First Author
	Year
	Compounds (n)
	IC₅₀ range (nM)
	pIC₅₀ range

	li
	2006
	15
	40 – 26,800
	3.57 – 7.40

	Milkiewicz
	2010
	18
	10 – 10,000
	5.00 – 8.00

	Cui
	2011
	24
	3 – 684
	6.16 – 8.52

	Bryan
	2012
	34
	10 – 25,000
	4.60 – 8.00

	Mesaros
	2012
	25
	3 – 1,061
	5.97 – 8.52

	Lewis
	2012
	36
	1 – 333
	6.48 – 9.00

	Breslin
	2012
	14
	0.51 – 10,000
	5.00 – 9.29

	Tu
	2016
	13
	177 – 10,000
	5.00 – 6.75

	Huang
	2016
	49
	0.07 – 291
	6.54 – 10.15

	Ott
	2016
	16
	1 – 44
	7.36 – 9.00

	Schlütke
	2017
	31
	457 – 75,500
	4.12 – 6.34

	Fushimi
	2019
	12
	1.2 – 20
	7.70 – 8.92



Table S1b. Activity class definitions and compound counts for the 287-compound dataset.
	Activity Class
	IC₅₀ range (Catalyst criterion)
	Equivalent pIC₅₀ range
	Compounds (n)

	Activeᵃ
	IC₅₀ < 0.630 nM
	pIC₅₀ > 9.201
	23

	Intermediate (moderately active)
	0.630 nM ≤ IC₅₀ ≤ 70 nM
	7.155 ≤ pIC₅₀ ≤ 9.201
	146

	Inactiveᵇ
	IC₅₀ > 70 nM
	pIC₅₀ < 7.155
	118

	Total
	0.07 – 75,500 nM
	4.12 – 10.16
	287


Calculation. Classification was performed using Catalyst HypoGen Equations A and B (BIOVIA Discovery Studio 4.5) with the overall most active compound of the 287-compound dataset as MAct (compound #164, 11l-Huang-2016, IC₅₀ = 0.07 nM, pIC₅₀ = 10.155), uncertainty parameter Unc = 3.0, and a 3-log-cycle threshold for inactive compounds.
ᵃ Active (Equation A): (MAct × Unc_MAct) − (Act / Unc_Act) > 0.0. Algebraic rearrangement: Act < MAct × Unc² = 0.07 nM × 9 = 0.630 nM (equivalently pIC₅₀ > 9.201).
ᵇ Inactive (Equation B, 3 log cycles): log₁₀(Act) − log₁₀(MAct) > 3.0. Equivalent to Act > MAct × 10³ = 0.07 nM × 1000 = 70 nM (equivalently pIC₅₀ < 7.155).
Intermediate compounds are those satisfying neither Equation A nor Equation B (0.630 nM ≤ IC₅₀ ≤ 70 nM, equivalently 7.155 ≤ pIC₅₀ ≤ 9.201). The 3-log-cycle threshold differs from the per-subset 3.5-log-cycle threshold used in Table S3 for pharmacophore generation, where each subset is anchored on its own parent compound.

SM1.2 Compound Naming Convention
Each compound in the dataset is identified using a four-part naming convention that encodes its chemical series origin and biological activity: [Compound ID in original paper] – [First Author surname] – [Year of publication] – [IC50 activity]. For example, compound 11l-Huang-2016-0.07nM refers to compound 11l from Huang et al. (2016) with an ALK IC50 of 0.07 nM. Compounds where the original paper reported activity as > threshold (e.g., >10,000 nM) are encoded with the threshold value and a ≥ prefix in the Excel table.

SM1.3 SMILES Generation
Canonical SMILES strings were generated for all 287 compounds (100%) by extracting the MDL MOL coordinate blocks stored in the BIOVIA Discovery Studio DSV database file and converting them to canonical SMILES using RDKit (version 2023, Landrum et al.). Molecules were loaded with hydrogen removal (removeHs=True) and full sanitisation; two compounds (1-Bryan-2012-174nM and 5f-tu-2016-5642nM) lacked extractable MOL blocks in the DSV file and are flagged as ‘Not available in DSV – see source paper’ in Table S1. SMILES represent the geometry-optimised 3D conformation generated by BIOVIA Discovery Studio 4.5 using the CHARMM force field, then projected back to 2D canonical form.

SM1.4 Full Compound Table
The complete compound list including compound names, SMILES, IC50 values (nM and µM), pIC50 values, and activity class assignments for all 287 compounds is provided in the accompanying Excel file: Table_S1_ALK_287_Compound_List.xlsx. The file contains auto-filter functionality, six worksheets (full dataset, training/test subsets, and activity-class subsets), and an activity-classification rubric sheet. The complete 287-compound list with SMILES is reproduced as Table S1c below.
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Table S1c. Complete list of 287 ALK inhibitors with biological activity (IC₅₀, pIC₅₀), Catalyst HypoGen activity classification (3 log cycles, Unc = 3.0; see Table S1b), training/test set assignment, and RDKit-derived canonical SMILES.
	#
	Compound name
	IC₅₀ (nM)
	pIC₅₀
	Class
	Set
	Canonical SMILES

	1
	1-Bryan-2012-174nM
	174.00
	6.759
	Inactive
	Training
	COc1cc(Nc2nccc(N3CCC[C@H](C(=O)NCc4ccc(C)cc4)C3)n2)cc(OC)c1OC

	2
	5g-tu-2016-860nM
	860.00
	6.066
	Inactive
	Test
	CN1CC[NH+](Cc2ccc(C(=O)Nc3cc(-c4ccc(NC(=O)Nc5cc(C(C)(C)C)on5)cc4)n[nH]3)cc2)CC1

	3
	5h-tu-2016-855nM
	588.00
	6.231
	Inactive
	Test
	CC(C)c1cc(NC(=O)Nc2ccc(-c3cc(NC(=O)c4ccc(C[NH+]5CCN(C)CC5)cc4)[nH]n3)cc2)no1

	4
	5i-tu-2016-559nM
	559.00
	6.253
	Inactive
	Test
	CC(C)(C)c1cc(NC(=O)Nc2ccc(-c3cc(NC(=O)c4ccc(OCC[NH+]5CCCC5)cc4)[nH]n3)cc2)no1

	5
	5j-tu-2016-1200nM
	1200.00
	5.921
	Inactive
	Training
	CC(C)(C)c1cc(NC(=O)Nc2ccc(-c3cc(NC(=O)c4ccc(OCCC[NH+]5CCCC5)cc4)[nH]n3)cc2)no1

	6
	5k-tu-2016-more10000nM
	10000.00
	5.000
	Inactive
	Training
	Cc1cc(-c2cc(NC(=O)c3ccc(OCC[NH+]4CCOCC4)cc3)[nH]n2)ccc1NC(=O)Nc1cc(C(C)(C)C)on1

	7
	5l-tu-2016-more10000nM
	10000.00
	5.000
	Inactive
	Training
	C[NH+]1CCN(c2ccc(C(=O)Nc3cc(-c4ccc(NC(=O)Nc5cc(C(C)(C)C)on5)cc4)n[nH]3)cc2)CC1

	8
	4-tu-2016-more10000nM
	10000.00
	5.000
	Inactive
	Training
	Cc1cc(-c2cc(NC(=O)c3ccc(C[NH+]4CCN(C)CC4)cc3)[nH]n2)ccc1N

	9
	5a-tu-2016-177nM
	177.00
	6.752
	Inactive
	Training
	Cc1cc(-c2cc(NC(=O)c3ccc(C[NH+]4CCN(C)CC4)cc3)[nH]n2)ccc1NC(=O)Nc1cc(C(C)(C)C)on1

	10
	5b-tu-2016-6203nM
	6203.00
	5.207
	Inactive
	Training
	Cc1cc(-c2cc(NC(=O)c3ccc(C[NH+]4CCN(C)CC4)cc3)[nH]n2)ccc1NC(=O)Nc1cccc(F)c1

	11
	5c-tu-2016-4500nM
	4500.00
	5.347
	Inactive
	Test
	CN1CC[NH+](Cc2ccc(C(=O)Nc3cc(-c4ccc(CNC(=O)Nc5cc(C(C)(C)C)on5)cc4)n[nH]3)cc2)CC1

	12
	5d-tu-2016-402nM
	402.00
	6.396
	Inactive
	Training
	Cc1cc(-c2cc(NC(=O)c3ccc(C[NH+]4CCN(C)CC4)cc3)[nH]n2)ccc1NC(=O)Nc1cc(C(C)C)on1

	13
	5e-tu-2016-805nM
	805.00
	6.094
	Inactive
	Training
	CCc1cc(NC(=O)Nc2ccc(-c3cc(NC(=O)c4ccc(C[NH+]5CCN(C)CC5)cc4)[nH]n3)cc2C)no1

	14
	5p-Schlütke-2017-2990nM
	2990.00
	5.524
	Inactive
	Training
	COc1ccc(-c2nc3c(Sc4nnc(-c5ccc(O)cc5)o4)ncnc3[nH]2)cc1

	15
	5q-Schlütke-2017-51700nM
	51700.00
	4.287
	Inactive
	Training
	COc1ccc(-c2nc3c(Sc4nnc(Cc5ccccc5)o4)ncnc3[nH]2)cc1

	16
	5r-Schlütke-2017-31400nM
	31400.00
	4.503
	Inactive
	Training
	COc1ccc(-c2nc3c(Sc4nnc(C(C)(C)C)o4)ncnc3[nH]2)cc1

	17
	5s-Schlütke-2017-more100000nM
	10000.00
	5.000
	Inactive
	Test
	COc1ccc(-c2nc3c(Sc4nnc(C[NH+]5CCOCC5)o4)ncnc3[nH]2)cc1

	18
	5t-Schlütke-2017-5950nM
	5950.00
	5.225
	Inactive
	Test
	Clc1ccc(-c2nnc(Sc3ncnc4[nH]c(-c5ccccc5)nc34)o2)cc1

	19
	5u-Schlütke-2017-857nM
	857.00
	6.067
	Inactive
	Training
	FC(F)(F)c1ccc(-c2nnc(Sc3ncnc4[nH]c(-c5ccccc5)nc34)o2)cc1

	20
	5v-Schlütke-2017-4290nM
	4290.00
	5.368
	Inactive
	Training
	COc1ccc(-c2nnc(Sc3ncnc4[nH]c(-c5ccccc5)nc34)o2)cc1

	21
	5w-Schlütke-2017-8810nM
	8810.00
	5.055
	Inactive
	Test
	Clc1ccccc1-c1nnc(Sc2ncnc3[nH]c(-c4ccccc4)nc23)o1

	22
	5x-Schlütke-2017-1600nM
	1600.00
	5.796
	Inactive
	Training
	Clc1ccc(-c2nnc(Sc3ncnc4[nH]c(-c5ccccc5)nc34)o2)c(Cl)c1

	23
	5aa-Schlütke-2017-75500nM
	75500.00
	4.122
	Inactive
	Training
	c1ccc(Cc2nnc(Sc3ncnc4[nH]c(-c5ccccc5)nc34)o2)cc1

	24
	5a-Schlütke-2017-6010nM
	6010.00
	5.221
	Inactive
	Training
	Fc1ccc(-c2nc3c(Sc4nnc(-c5ccccc5)o4)ncnc3[nH]2)cc1

	25
	5bb-Schlütke-2017-22500nM
	22500.00
	4.648
	Inactive
	Training
	c1ccc(-c2nc3c(Sc4nnc(-c5ccco5)o4)ncnc3[nH]2)cc1

	26
	5b-Schlütke-2017-816nM
	816.00
	6.088
	Inactive
	Test
	Fc1ccc(-c2nc3c(Sc4nnc(-c5ccc(Cl)cc5)o4)ncnc3[nH]2)cc1

	27
	5cc-Schlütke-2017-13500nM
	13500.00
	4.870
	Inactive
	Training
	Nc1nc(Sc2nnc(-c3ccc(Cl)cc3)o2)c2nc(-c3ccc(F)cc3)[nH]c2n1

	28
	5c-Schlütke-2017-1950nM
	1950.00
	5.710
	Inactive
	Training
	Fc1ccc(-c2nc3c(Sc4nnc(-c5ccc(C(F)(F)F)cc5)o4)ncnc3[nH]2)cc1

	29
	5dd-Schlütke-2017-13000nM
	13000.00
	4.886
	Inactive
	Training
	Nc1nc(Sc2nnc(-c3ccc(Cl)cc3Cl)o2)c2nc(-c3ccc(F)cc3)[nH]c2n1

	30
	5d-Schlütke-2017-4980nM
	4980.00
	5.303
	Inactive
	Training
	COc1ccc(-c2nnc(Sc3ncnc4[nH]c(-c5ccc(F)cc5)nc34)o2)cc1

	31
	5e-Schlütke-2017-6340nM
	6340.00
	5.198
	Inactive
	Training
	Fc1ccc(-c2nc3c(Sc4nnc(-c5ccccc5Cl)o4)ncnc3[nH]2)cc1

	32
	5f-Schlütke-2017-5180nM
	5180.00
	5.286
	Inactive
	Test
	Fc1ccc(-c2nc3c(Sc4nnc(-c5ccc(Cl)cc5Cl)o4)ncnc3[nH]2)cc1

	33
	5g-Schlütke-2017-more100000nM
	10000.00
	5.000
	Inactive
	Training
	Fc1ccc(-c2nc3c(Sc4nnc(-c5ccncc5)o4)ncnc3[nH]2)cc1

	34
	5h-Schlütke-2017-961nM
	961.00
	6.017
	Inactive
	Training
	COc1ccc(-c2nc3c(Sc4nnc(-c5ccc(Cl)cc5)o4)ncnc3[nH]2)cc1

	35
	5i-Schlütke-2017-1900nM
	1900.00
	5.721
	Inactive
	Training
	COc1ccc(-c2nc3c(Sc4nnc(-c5ccc(C(F)(F)F)cc5)o4)ncnc3[nH]2)cc1

	36
	5j-Schlütke-2017-4810nM
	4810.00
	5.318
	Inactive
	Training
	COc1ccc(-c2nc3c(Sc4nnc(-c5ccc(OC)cc5)o4)ncnc3[nH]2)cc1

	37
	5k-Schlütke-2017-4800nM
	4800.00
	5.319
	Inactive
	Training
	COc1ccc(-c2nc3c(Sc4nnc(-c5ccccc5Cl)o4)ncnc3[nH]2)cc1

	38
	5l-Schlütke-2017-457nM
	457.00
	6.340
	Inactive
	Test
	COc1ccc(-c2nc3c(Sc4nnc(-c5ccc(Cl)cc5Cl)o4)ncnc3[nH]2)cc1

	39
	5m-Schlütke-2017-9640nM
	9640.00
	5.016
	Inactive
	Training
	COc1ccc(-c2nc3c(Sc4nnc(-c5ccncc5)o4)ncnc3[nH]2)cc1

	40
	5n-Schlütke-2017-2080nM
	2080.00
	5.682
	Inactive
	Training
	COc1ccc(-c2nc3c(Sc4nnc(-c5ccc(C)cc5)o4)ncnc3[nH]2)cc1

	41
	5o-Schlütke-2017-2060nM
	2060.00
	5.686
	Inactive
	Training
	COc1ccc(-c2nc3c(Sc4nnc(-c5ccccc5C)o4)ncnc3[nH]2)cc1

	42
	14b-Schlütke-2017-21400nM
	21400.00
	4.670
	Inactive
	Training
	Nc1nc(Sc2nnc(-c3ccc(C(F)(F)F)cc3)o2)c2nc[nH]c2n1

	43
	14c-Schlütke-2017-18600nM
	18600.00
	4.730
	Inactive
	Test
	Nc1nc(Sc2nnc(-c3ccccc3Cl)o2)c2nc[nH]c2n1

	44
	14a-Schlütke-2017-21100nM
	21100.00
	4.676
	Inactive
	Training
	Nc1nc(Sc2nnc(-c3ccc(Cl)cc3)o2)c2nc[nH]c2n1

	45
	6c-milkiewicz-2010- 145nm
	145.00
	6.839
	Inactive
	Training
	O=C1CNc2ncc(-c3ccc(C(=O)N4CCC[C@@H]4C[NH+]4CCCC4)cc3)cc2N1Cc1cc(F)ccc1F

	46
	6a-milkiewicz-2010-more than 10000 nm
	10000.00
	5.000
	Inactive
	Training
	O=C1CNc2ncc(-c3ccc(C(=O)N4CCC[C@H]4C[NH+]4CCCC4)cc3)cc2N1Cc1ccccc1

	47
	6b-milkiewicz-2010- 278nm
	278.00
	6.556
	Inactive
	Training
	O=C1CNc2ncc(-c3ccc(C(=O)N4CCC[C@H]4C[NH+]4CCCC4)cc3)cc2N1Cc1c(Cl)cccc1Cl

	48
	9a-milkiewicz-2010- 465nm
	465.00
	6.333
	Inactive
	Training
	C[NH+]1CCN(c2ccc(-c3cnc4c(c3)N(S(=O)(=O)c3cc(F)ccc3F)CCN4)cn2)CC1

	49
	14-milkiewicz-2010- more than 10000nm
	10000.00
	5.000
	Inactive
	Training
	C[NH+]1CCN(c2ccc(-c3cnc4c(c3)[C@@H](Oc3c(F)ccc(F)c3Cl)CCN4)cn2)CC1

	50
	19-milkiewicz-2010- 1538nm
	1538.00
	5.813
	Inactive
	Training
	C[NH+]1CCN(c2ccc(-c3cnc4c(c3)[C@@H](Cc3cc(F)ccc3F)CCN4)cn2)CC1

	51
	20-milkiewicz-2010- more than 3000nm
	3000.00
	5.523
	Inactive
	Training
	CN1CCN(Cc2cc(Cl)ccc2Cl)c2cc(-c3ccc(N4CC[NH+](C)CC4)nc3)cnc21

	52
	5d-milkiewicz-2010- 33nm
	33.00
	7.481
	Intermediate
	Training
	C[NH+]1CCN(c2ccc(-c3cnc4c(c3)N(Cc3cc(F)ccc3F)CCN4)cn2)CC1

	53
	5e-milkiewicz-2010- 10nm
	10.00
	8.000
	Intermediate
	Training
	C[NH+]1CCN(c2ccc(-c3cnc4c(c3)N(Cc3cc(Cl)ccc3C(F)(F)F)CCN4)cn2)CC1

	54
	5f-milkiewicz-2010- 506nm
	506.00
	6.296
	Inactive
	Training
	C[NH+]1CCN(c2ccc(-c3cnc4c(c3)N(Cc3cc(C(F)(F)F)ccc3Cl)CCN4)cn2)CC1

	55
	5g-milkiewicz-2010- 11nm
	11.00
	7.959
	Intermediate
	Training
	C[NH+]1CCN(c2ccc(-c3cnc4c(c3)N(Cc3cc(Cl)ccc3Cl)CCN4)cn2)CC1

	56
	5h-milkiewicz-2010- 11nm
	11.00
	7.959
	Intermediate
	Training
	C[NH+]1CCN(c2ccc(-c3cnc4c(c3)N(Cc3c(F)ccc(F)c3Cl)CCN4)cn2)CC1

	57
	5K-milkiewicz-2010- 121nm
	121.00
	6.917
	Inactive
	Training
	O=C(c1ccc(-c2cnc3c(c2)N(Cc2cc(Cl)ccc2C(F)(F)F)CCN3)cc1)N1CCCCC1

	58
	5m-milkiewicz-2010- 10nm
	10.00
	8.000
	Intermediate
	Training
	O=C(c1ccc(-c2cnc3c(c2)N(Cc2cc(Cl)ccc2C(F)(F)F)CCN3)cc1)N1CCC([NH+]2CCCC2)CC1

	59
	5n-milkiewicz-2010- 10nm
	10.00
	8.000
	Intermediate
	Training
	FC(F)(F)c1ccc(Cl)cc1CN1CCNc2ncc(-c3ccnc(N4CC[NH2+]CC4)c3)cc21

	60
	5O-milkiewicz-2010- 17nm
	17.00
	7.770
	Intermediate
	Test
	CC(=O)N1CCN(c2cc(-c3cnc4c(c3)N(Cc3cc(Cl)ccc3C(F)(F)F)CCN4)ccn2)CC1

	61
	5I-milkiewicz-2010- 40nm
	40.00
	7.398
	Intermediate
	Training
	COC1CCN(C(=O)c2ccc(-c3cnc4c(c3)N(Cc3cc(Cl)ccc3C(F)(F)F)CCN4)cc2)CC1

	62
	5j-milkiewicz-2010- 1302nm
	1302.00
	5.885
	Inactive
	Training
	O=C([O-])c1ccc(-c2cnc3c(c2)N(Cc2cc(Cl)ccc2C(F)(F)F)CCN3)cc1

	63
	11-mesaros-2012-56nM
	56.00
	7.252
	Intermediate
	Training
	COc1c(Nc2ncc3ccc(-c4ccccc4N(C)S(C)(=O)=O)n3n2)ccc(N2CC[NH+](C[C@H](C)O)CC2)c1F

	64
	12-mesaros-2012-14nM
	14.00
	7.854
	Intermediate
	Training
	COc1cc(N2CC[NH+](C[C@H](C)O)CC2)c(F)cc1Nc1ncc2ccc(-c3ccccc3N(C)S(C)(=O)=O)n2n1

	65
	13-mesaros-2012-91nM
	91.00
	7.041
	Inactive
	Training
	C[C@H](O)C[NH+]1CCN(c2cc(F)c(Nc3ncc4ccc(-c5ccccc5N(C)S(C)(=O)=O)n4n3)cc2F)CC1

	66
	14-mesaros-2012-28nM
	28.00
	7.553
	Intermediate
	Training
	COc1ccc(N2CC[NH+](C)CC2)cc1Nc1ncc2ccc(-c3ccccc3N(C)S(C)(=O)=O)n2n1

	67
	15-mesaros-2012-187nM
	187.00
	6.728
	Inactive
	Training
	COc1ccc(N2CC[NH+](C)CC2)cc1Nc1ncc2ccc(-c3ccccc3OC)n2n1

	68
	4-mesaros-2012-10nM
	10.00
	8.000
	Intermediate
	Training
	COc1cc(N2CC[NH+](C[C@H](C)O)CC2)ccc1Nc1ncc2ccc(-c3ccccc3N(C)S(C)(=O)=O)n2n1

	69
	22-mesaros-2012-6nM
	6.00
	8.222
	Intermediate
	Training
	COc1cc([C@H]2CC[N@@H+](CCO)CC2)ccc1Nc1ncc2ccc(-c3ccccc3N(C)S(C)(=O)=O)n2n1

	70
	23-mesaros-2012-6nM
	6.00
	8.222
	Intermediate
	Training
	COc1cc([C@H]2CC[N@H+](C[C@H](C)O)CC2)ccc1Nc1ncc2ccc(-c3ccccc3N(C)S(C)(=O)=O)n2n1

	71
	24-mesaros-2012-10nM
	10.00
	8.000
	Intermediate
	Training
	COc1cc(C2CC[NH2+]CC2)ccc1Nc1ncc2ccc(-c3ccccc3N(C)S(C)(=O)=O)n2n1

	72
	25-mesaros-2012-3.4nM
	3.40
	8.469
	Intermediate
	Training
	COc1cc([C@H]2CC[N@H+](C[C@@H](C)O)CC2)ccc1Nc1ncc2ccc(-c3ccccc3OC)n2n1

	73
	31-mesaros-2012-10nM
	10.00
	8.000
	Intermediate
	Training
	CNC(=O)C[N@H+]1CC[C@H](c2ccc(Nc3ncc4ccc(-c5ccccc5OC)n4n3)c(OC)c2)CC1

	74
	32-mesaros-2012-6nM
	6.00
	8.222
	Intermediate
	Test
	COc1cc([C@H]2CC[N@H+](CC(N)=O)CC2)ccc1Nc1ncc2ccc(-c3ccccc3OC)n2n1

	75
	33-mesaros-2012-12nM
	12.00
	7.921
	Intermediate
	Training
	COc1ccc(-c2ccc3cnc(Nc4ccc([C@H]5CC[N@H+](CC(N)=O)CC5)cc4OC)nn23)c(OC)c1

	76
	34-mesaros-2012-19nM
	19.00
	7.721
	Intermediate
	Test
	COc1cc([C@H]2CC[N@H+](CC(N)=O)CC2)ccc1Nc1ncc2ccc(-c3ccccc3C#N)n2n1

	77
	35-mesaros-2012-1061nM
	1061.00
	5.974
	Inactive
	Training
	COc1cc([C@H]2CC[N@@H+](CC(N)=O)CC2)ccc1Nc1ncc2ccc(-c3ncccc3OC)n2n1

	78
	36-mesaros-2012-9nM
	9.00
	8.046
	Intermediate
	Training
	COc1cc([C@H]2CC[N@@H+](CC(N)=O)CC2)ccc1Nc1ncc2ccc(-c3ccncc3OC)n2n1

	79
	37-mesaros-2012-15nM
	15.00
	7.824
	Intermediate
	Test
	COc1cc([C@H]2CC[N@@H+](CC(N)=O)CC2)ccc1Nc1ncc2ccc(-c3ccccc3N(C)S(C)(=O)=O)n2n1

	80
	26-mesaros-2012-6nM
	6.00
	8.222
	Intermediate
	Test
	COc1cc([C@H]2CC[N@H+](C)CC2)ccc1Nc1ncc2ccc(-c3ccccc3OC)n2n1

	81
	27-mesaros-2012-3nM
	3.00
	8.523
	Intermediate
	Training
	COc1cc([C@H]2CC[N@H+](C[C@H](O)CF)CC2)ccc1Nc1ncc2ccc(-c3ccccc3OC)n2n1

	82
	28-mesaros-2012-2.9nM
	9.00
	8.046
	Intermediate
	Training
	COc1cc([C@H]2CC[N@H+](C[C@@H](O)CO)CC2)ccc1Nc1ncc2ccc(-c3ccccc3OC)n2n1

	83
	29-mesaros-2012-7nM
	7.00
	8.155
	Intermediate
	Training
	COc1cc(C2CCN(C(=O)C(C)(C)[NH3+])CC2)ccc1Nc1ncc2ccc(-c3ccccc3OC)n2n1

	84
	30-mesaros-2012-11nM
	11.00
	7.959
	Intermediate
	Training
	COc1cc(C2CCN(C(=O)[C@H]3CC[NH2+]3)CC2)ccc1Nc1ncc2ccc(-c3ccccc3OC)n2n1

	85
	40-mesaros-2012-4.7nM
	4.70
	8.328
	Intermediate
	Test
	COc1cc([C@H]2CC[N@@H+](CC(N)=O)CC2)ccc1Nc1ncc2c(Cl)cc(-c3ccccc3N(C)S(C)(=O)=O)n2n1

	86
	38-mesaros-2012-11nM
	11.00
	7.959
	Intermediate
	Training
	COc1cc([C@H]2CC[N@@H+](CC(N)=O)CC2)ccc1Nc1ncc2c(O)cc(-c3ccccc3N(C)S(C)(=O)=O)n2n1

	87
	39-mesaros-2012-6nM
	6.00
	8.222
	Intermediate
	Training
	COc1cc([C@H]2CC[N@H+](CC(N)=O)CC2)ccc1Nc1ncc2c(C)cc(-c3ccccc3N(C)S(C)(=O)=O)n2n1

	88
	9h-li-2006-7500nM
	7500.00
	5.125
	Inactive
	Training
	COc1cc(-c2c[nH]c(=O)c(C(=O)Nc3ccc(C[NH+]4CCN(C)CC4)cc3)c2)cc(OC)c1OC

	89
	9i-li-2006-19500nM
	19500.00
	4.710
	Inactive
	Training
	CN1CC[NH+](Cc2ccc(NC(=O)c3cc(-c4ccncc4)c[nH]c3=O)cc2)CC1

	90
	9a-li-2006-400nM
	400.00
	6.398
	Inactive
	Training
	CN1CC[NH+](CCc2ccc(NC(=O)c3cc(-c4ccc5c(c4)OCO5)c[nH]c3=O)cc2)CC1

	91
	9b-li-2006-700nM
	700.00
	6.155
	Inactive
	Test
	C[NH+]1CCN(c2ccc(NC(=O)c3cc(-c4ccc5c(c4)OCO5)c[nH]c3=O)cc2)CC1

	92
	9c-li-2006-900nM
	900.00
	6.046
	Inactive
	Training
	CN1CC[NH+](Cc2ccc(NC(=O)c3cc(-c4ccc5c(c4)OCO5)c[nH]c3=O)cc2)CC1

	93
	9d-li-2006-1300nM
	1300.00
	5.886
	Inactive
	Training
	CN1CC[NH+](CCCc2ccc(NC(=O)c3cc(-c4ccc5c(c4)OCO5)c[nH]c3=O)cc2)CC1

	94
	9e-li-2006-3000nM
	3000.00
	5.523
	Inactive
	Training
	COc1ccc(-c2c[nH]c(=O)c(C(=O)Nc3ccc(C[NH+]4CCN(C)CC4)cc3)c2)cn1

	95
	9f-li-2006-3800nM
	3800.00
	5.420
	Inactive
	Training
	Cc1nc2cc(-c3c[nH]c(=O)c(C(=O)Nc4ccc(C[NH+]5CCN(C)CC5)cc4)c3)ccc2s1

	96
	9g-li-2006-5500nM
	5500.00
	5.260
	Inactive
	Training
	CN1CC[NH+](Cc2ccc(NC(=O)c3cc(-c4ccc5nccnc5c4)c[nH]c3=O)cc2)CC1

	97
	9n-li-2006-26800nM
	26800.00
	4.572
	Inactive
	Training
	CN1CC[NH+](Cc2ccc(NC(=O)c3cc(-c4ccc5c(c4)OCO5)cnc3Cl)cc2)CC1

	98
	9o-li-2006-lessthan40nM
	40.00
	7.398
	Intermediate
	Training
	CN1CC[NH+](Cc2ccc(NC(=O)c3cc(-c4ccc5c(c4)OCO5)cn(C)c3=O)cc2)CC1

	99
	9j-li-2006-3700nM
	3700.00
	5.432
	Inactive
	Test
	CN1CC[NH+](Cc2ccc(N(C)C(=O)c3cc(-c4ccc5c(c4)OCO5)c[nH]c3=O)cc2)CC1

	100
	9k-li-2006-13800nM
	13800.00
	4.860
	Inactive
	Training
	COc1cc(C[NH+]2CCN(C)CC2)ccc1NC(=O)c1cc(-c2ccc3c(c2)OCO3)c[nH]c1=O

	101
	9l-li-2006-14500nM
	14500.00
	4.839
	Inactive
	Training
	Cc1cc(C[NH+]2CCN(C)CC2)ccc1NC(=O)c1cc(-c2ccc3c(c2)OCO3)c[nH]c1=O

	102
	9m-li-2006-20300nM
	20300.00
	4.693
	Inactive
	Test
	COc1ncc(-c2ccc3c(c2)OCO3)cc1C(=O)Nc1ccc(C[NH+]2CCN(C)CC2)cc1

	103
	1-lewis-2012-5nM
	5.00
	8.301
	Intermediate
	Training
	C=CCNS(=O)(=O)c1cccc(C(=O)/N=c2\[nH]c3cc(C[NH+]4CCCCC4)ccc3n2[C@H]2CC[C@H](CO)CC2)c1

	104
	15-lewis-2012-2nM
	2.00
	8.699
	Intermediate
	Test
	CCNC(=O)[C@H]1CC[C@H](n2/c(=N/C(=O)c3ccccc3)[nH]c3ccc(C[NH+]4CCCCC4)cc32)CC1

	105
	16-lewis-2012-24nM
	24.00
	7.620
	Intermediate
	Training
	CCN(CC)C(=O)[C@H]1CC[C@H](n2/c(=N/C(=O)c3ccccc3)[nH]c3ccc(C[NH+]4CCCCC4)cc32)CC1

	106
	17-lewis-2012-18nM
	18.00
	7.745
	Intermediate
	Training
	NC(=O)[C@H]1CC[C@H](n2/c(=N/C(=O)c3ccccc3)[nH]c3ccc(C[NH+]4CCCCC4)cc32)CC1

	107
	18-lewis-2012-2nM
	2.00
	8.699
	Intermediate
	Training
	CC(C)NC(=O)[C@H]1CC[C@H](n2/c(=N/C(=O)c3ccccc3)[nH]c3ccc(C[NH+]4CCCCC4)cc32)CC1

	108
	2-lewis-2012-3nM
	3.00
	8.523
	Intermediate
	Training
	COC(=O)[C@H]1CC[C@H](n2/c(=N/C(=O)c3ccccc3)[nH]c3ccc(C[NH+]4CCCCC4)cc32)CC1

	109
	14-lewis-2012-1nM
	1.00
	9.000
	Intermediate
	Training
	CCOC(=O)[C@H]1CC[C@H](n2/c(=N/C(=O)c3ccccc3)[nH]c3ccc(C[NH+]4CCCCC4)cc32)CC1

	110
	34-lewis-2012-1.4nM
	1.40
	8.854
	Intermediate
	Training
	CC(C)NC(=O)[C@H]1CC[C@H](n2/c(=N/C(=O)c3ccc(F)cc3)[nH]c3ccc(C[N@H+]4CC[C@H](C(N)=O)CC4)cc32)CC1

	111
	35-lewis-2012-2nM
	2.00
	8.699
	Intermediate
	Training
	CC(C)NC(=O)[C@H]1CC[C@H](n2/c(=N/C(=O)c3ccc(F)cc3)[nH]c3ccc(C[N@@H+]4CCC[C@H]4C(N)=O)cc32)CC1

	112
	36-lewis-2012-1.2nM
	1.20
	8.921
	Intermediate
	Training
	CC(C)NC(=O)[C@H]1CC[C@H](n2/c(=N/C(=O)c3ccc(F)cc3)[nH]c3ccc(C[N@H+]4CC[C@H](C(C)(C)O)CC4)cc32)CC1

	113
	37-lewis-2012-2.6nM
	2.60
	8.585
	Intermediate
	Training
	CC(C)NC(=O)[C@H]1CC[C@H](n2/c(=N/C(=O)c3ccc(F)cc3)[nH]c3ccc(C[N@@H+]4CCC[C@H]4C(C)(C)O)cc32)CC1

	114
	38-lewis-2012-1.9nM
	1.90
	8.721
	Intermediate
	Training
	CC(C)NC(=O)[C@H]1CC[C@H](n2/c(=N/C(=O)c3ccc(F)cc3)[nH]c3ccc(C[N@@H+]4CC[C@H](C(C)(C)O)C4)cc32)CC1

	115
	39-lewis-2012-1nM
	1.00
	9.000
	Intermediate
	Training
	CC(C)NC(=O)[C@H]1CC[C@H](n2/c(=N/C(=O)c3ccc(F)cc3)[nH]c3ccc(C[NH2+]CC(C)(C)O)cc32)CC1

	116
	24-lewis-2012-7nM
	7.00
	8.155
	Intermediate
	Training
	CC(C)NC(=O)[C@H]1CC[C@H](n2/c(=N/C(=O)c3ccc(F)cc3)[nH]c3ccccc32)CC1

	117
	25-lewis-2012-1.6nM
	1.60
	8.796
	Intermediate
	Training
	CC(C)NC(=O)[C@H]1CC[C@H](n2/c(=N/C(=O)c3ccc(F)cc3)[nH]c3ccc(C[NH+]4CCCCC4)cc32)CC1

	118
	26-lewis-2012-2nM
	2.00
	8.699
	Intermediate
	Training
	CC(C)NC(=O)[C@H]1CC[C@@H](n2/c(=N/C(=O)c3ccc(F)cc3)[nH]c3ccc(C[NH+]4CCS(=O)(=O)CC4)cc32)CC1

	119
	27-lewis-2012-2nM
	2.00
	8.699
	Intermediate
	Training
	CC(C)NC(=O)[C@H]1CC[C@H](n2/c(=N/C(=O)c3ccc(F)cc3)[nH]c3ccc(CN4C=NC=NC4)cc32)CC1

	120
	228-lewis-2012-8.3nM
	8.30
	8.081
	Intermediate
	Training
	CC(C)NC(=O)[C@H]1CC[C@H](n2/c(=N/C(=O)c3ccc(F)cc3)[nH]c3ccc(Oc4ccccn4)cc32)CC1

	121
	29-lewis-2012-1.6nM
	1.60
	8.796
	Intermediate
	Training
	CC(C)NC(=O)[C@H]1CC[C@H](n2/c(=N/C(=O)c3ccc(F)cc3)[nH]c3ccc(CN4CC[NH2+]CC4)cc32)CC1

	122
	30-lewis-2012-2nM
	2.00
	8.699
	Intermediate
	Training
	CC(C)NC(=O)[C@H]1CC[C@H](n2/c(=N/C(=O)c3ccc(F)cc3)[nH]c3ccc(C[N@H+]4CCNC(=O)C4)cc32)CC1

	123
	31-lewis-2012-1.2nM
	1.20
	8.921
	Intermediate
	Test
	CC(C)NC(=O)[C@H]1CC[C@H](n2/c(=N/C(=O)c3ccc(F)cc3)[nH]c3ccc(C[NH+]4CCN(C[NH3+])CC4)cc32)CC1

	124
	32-lewis-2012-3nM
	3.00
	8.523
	Intermediate
	Training
	CC(C)NC(=O)[C@H]1CC[C@H](n2/c(=N/C(=O)c3ccc(F)cc3)[nH]c3ccc(C[N@H+]4CCCC[C@@H]4C(=O)[O-])cc32)CC1

	125
	33-lewis-2012-2nM
	2.00
	8.699
	Intermediate
	Test
	CC(C)NC(=O)[C@H]1CC[C@H](n2/c(=N/C(=O)c3ccc(F)cc3)[nH]c3ccc(C[N@H+]4CC[C@H](C(=O)[O-])CC4)cc32)CC1

	126
	52-lewis-2012-35nM
	35.00
	7.456
	Intermediate
	Training
	CC(C)NC(=O)[C@H]1CC[C@H](n2/c(=N/C(=O)c3cccnc3)[nH]c3ccc(C[N@H+]4CC[C@H](C(C)(C)O)CC4)cc32)CC1

	127
	53-lewis-2012-7nM
	7.00
	8.155
	Intermediate
	Training
	CC(C)NC(=O)[C@H]1CC[C@H](n2/c(=N/C(=O)c3ccc(F)c(F)c3)[nH]c3ccc(C[N@H+]4CC[C@H](C(C)(C)O)CC4)cc32)CC1

	128
	54-lewis-2012-48nM
	48.00
	7.319
	Intermediate
	Test
	CC(C)NC(=O)[C@H]1CC[C@H](n2/c(=N/C(=O)c3cc(F)cc(C#N)c3)[nH]c3ccc(C[N@H+]4CC[C@H](C(C)(C)O)CC4)cc32)CC1

	129
	55-lewis-2012-15nM
	15.00
	7.824
	Intermediate
	Training
	CC(C)NC(=O)[C@H]1CC[C@H](n2/c(=N/C(=O)c3cccc(C#N)c3)[nH]c3ccc(C[N@H+]4CC[C@H](C(C)(C)O)CC4)cc32)CC1

	130
	56-lewis-2012-333nM
	333.00
	6.478
	Inactive
	Training
	CC(C)NC(=O)[C@H]1CC[C@H](n2/c(=N/C(=O)c3cc(F)cc(Cl)c3)[nH]c3ccc(C[N@H+]4CC[C@H](C(C)(C)O)CC4)cc32)CC1

	131
	57-lewis-2012-72nM
	72.00
	7.143
	Inactive
	Training
	CC(C)NC(=O)[C@H]1CC[C@H](n2/c(=N/C(=O)c3cccc(Cl)c3)[nH]c3ccc(C[N@H+]4CC[C@H](C(C)(C)O)CC4)cc32)CC1

	132
	58-lewis-2012-74nM
	74.00
	7.131
	Inactive
	Training
	CC(C)NC(=O)[C@H]1CC[C@H](n2/c(=N/C(=O)c3ccc(F)c(Cl)c3)[nH]c3ccc(C[N@H+]4CC[C@H](C(C)(C)O)CC4)cc32)CC1

	133
	59-lewis-2012-4nM
	4.00
	8.398
	Intermediate
	Training
	CC(C)NC(=O)[C@H]1CC[C@H](n2/c(=N/C(=O)c3ccc(C#N)c(F)c3)[nH]c3ccc(C[N@H+]4CC[C@H](C(C)(C)O)CC4)cc32)CC1

	134
	47-lewis-2012-4nM
	4.00
	8.398
	Intermediate
	Training
	CC(C)NC(=O)[C@H]1CC[C@H](n2/c(=N/C(=O)c3ccccc3)[nH]c3ccc(C[N@H+]4CC[C@H](C(C)(C)O)CC4)cc32)CC1

	135
	48-lewis-2012-3nM
	3.00
	8.523
	Intermediate
	Training
	CC(C)NC(=O)[C@H]1CC[C@H](n2/c(=N/C(=O)c3cccc(F)c3)[nH]c3ccc(C[N@H+]4CC[C@H](C(C)(C)O)CC4)cc32)CC1

	136
	49-lewis-2012-6nM
	6.00
	8.222
	Intermediate
	Test
	CC(C)NC(=O)[C@H]1CC[C@H](n2/c(=N/C(=O)c3cc(F)cc(F)c3)[nH]c3ccc(C[N@H+]4CC[C@H](C(C)(C)O)CC4)cc32)CC1

	137
	50-lewis-2012-8nM
	8.00
	8.097
	Intermediate
	Training
	CC(C)NC(=O)[C@H]1CC[C@H](n2/c(=N/C(=O)c3ccncc3)[nH]c3ccc(C[N@H+]4CC[C@H](C(C)(C)O)CC4)cc32)CC1

	138
	51-lewis-2012-2nM
	2.00
	8.699
	Intermediate
	Training
	CC(C)NC(=O)[C@H]1CC[C@H](n2/c(=N/C(=O)c3ccc(C#N)cc3)[nH]c3ccc(C[N@H+]4CC[C@H](C(C)(C)O)CC4)cc32)CC1

	139
	10c-Huang-2016-0.79
	0.79
	9.102
	Intermediate
	Test
	COc1cc(P(C)(C)=O)ccc1Nc1ncc(Cl)c(Nc2ccccc2C(C)=O)n1

	140
	10d-Huang-2016-0.68
	0.68
	9.167
	Intermediate
	Training
	COc1cc(P(C)(C)=O)ccc1Nc1ncc(Cl)c(Nc2ccccc2C(N)=O)n1

	141
	10e-Huang-2016-0.33
	0.33
	9.481
	Active
	Training
	COc1cc(P(C)(C)=O)ccc1Nc1ncc(Cl)c(Nc2ccccc2S(C)(=O)=O)n1

	142
	10f-Huang-2016-1.06
	1.06
	8.975
	Intermediate
	Training
	COc1cc(P(C)(C)=O)ccc1Nc1ncc(Cl)c(Nc2ccccc2P(C)(C)=O)n1

	143
	10g-Huang-2016-2.1
	2.10
	8.678
	Intermediate
	Training
	COc1ccccc1Nc1ncc(Cl)c(Nc2ccccc2S(=O)(=O)C(C)C)n1

	144
	10a-Huang-2016-0.64
	0.64
	9.194
	Intermediate
	Training
	COc1cc(P(C)(C)=O)ccc1Nc1ncc(Cl)c(Nc2ccccc2S(=O)(=O)C(C)C)n1

	145
	10b-Huang-2016-0.96
	0.96
	9.018
	Intermediate
	Training
	COc1cc(P(C)(C)=O)ccc1Nc1ncc(Cl)c(Nc2ccccc2OC)n1

	146
	11n-Huang-2016-0.53nm
	0.53
	9.276
	Active
	Test
	COc1cc(N2CCC([NH+]3CCCC3)CC2)ccc1Nc1ncc(Cl)c(Nc2ccccc2P(C)(C)=O)n1

	147
	11o-Huang-2016-0.28
	0.28
	9.553
	Active
	Test
	COc1cc(N2CC[NH+]([C@H]3CC[N@H+](C)CC3)CC2)ccc1Nc1ncc(Cl)c(Nc2ccccc2P(C)(C)=O)n1

	148
	11P-Huang-2016-0.49nm
	0.49
	9.310
	Active
	Test
	COc1cc(N2CCC([NH+]3CCOCC3)CC2)ccc1Nc1ncc(Cl)c(Nc2ccccc2P(C)(C)=O)n1

	149
	11r-Huang-2016-0.49nm
	0.49
	9.310
	Active
	Training
	COc1cc(N2CCC(N3CCC[N@@H+](C)CC3)CC2)ccc1Nc1ncc(Cl)c(Nc2ccccc2P(C)(C)=O)n1

	150
	11s-Huang -2016-0.88nm
	0.88
	9.056
	Intermediate
	Test
	COc1cc(N2CC[C@@H]([NH+]3CCCCC3)C2)ccc1Nc1ncc(Cl)c(Nc2ccccc2P(C)(C)=O)n1

	151
	11t-Huang -2016-0.76nm
	0.76
	9.119
	Intermediate
	Training
	COc1cc(-c2cnn(C3CC[NH2+]CC3)c2)ccc1Nc1ncc(Cl)c(Nc2ccccc2P(C)(C)=O)n1

	152
	11u-Huang-2016-0.38nm
	0.38
	9.420
	Active
	Training
	COc1cc([C@H]2CC[N@@H+](C)CC2)ccc1Nc1ncc(Cl)c(Nc2ccccc2P(C)(C)=O)n1

	153
	11a-Huang-2016-0.22
	0.22
	9.658
	Active
	Training
	COc1cc(OCCC[NH+]2CCCC2)ccc1Nc1ncc(Cl)c(Nc2ccccc2P(C)(C)=O)n1

	154
	11b-Huang-2016-0.33
	0.33
	9.481
	Active
	Training
	COc1cc(O[C@H]2CC[N@H+](C)C2)ccc1Nc1ncc(Cl)c(Nc2ccccc2P(C)(C)=O)n1

	155
	11C-Huang-2016-0.54
	0.54
	9.268
	Active
	Training
	COc1cc(O[C@H]2CC[N@H+](C)CC2)ccc1Nc1ncc(Cl)c(Nc2ccccc2P(C)(C)=O)n1

	156
	11d-Huang-2016-0.24
	0.24
	9.620
	Active
	Training
	COc1cc(N2CCOCC2)ccc1Nc1ncc(Cl)c(Nc2ccccc2P(C)(C)=O)n1

	157
	11e-Huang-2016-0.18nm
	0.18
	9.745
	Active
	Training
	COc1cc(N2CC[NH+](C)CC2)ccc1Nc1ncc(Cl)c(Nc2ccccc2P(C)(C)=O)n1

	158
	11f-Huang-2016-0.59nm
	0.59
	9.229
	Active
	Training
	COc1cc(N2CCN(C(C)=O)CC2)ccc1Nc1ncc(Cl)c(Nc2ccccc2P(C)(C)=O)n1

	159
	11g-Huang-2016-0.36nm
	0.36
	9.444
	Active
	Training
	COc1cc(N2CCC(O)CC2)ccc1Nc1ncc(Cl)c(Nc2ccccc2P(C)(C)=O)n1

	160
	11h-Huang-2016-3.1nm
	3.10
	8.509
	Intermediate
	Training
	CNC(=O)C[NH+]1CCN(c2ccc(Nc3ncc(Cl)c(Nc4ccccc4P(C)(C)=O)n3)c(OC)c2)CC1

	161
	11i-Huang-2016-0.18nm
	0.18
	9.745
	Active
	Training
	COc1cc(N2CC[NH+](CCO)CC2)ccc1Nc1ncc(Cl)c(Nc2ccccc2P(C)(C)=O)n1

	162
	11j-Huang-2016-0.72nm
	0.72
	9.143
	Intermediate
	Training
	COc1cc(N2CCC[N@H+](C)CC2)ccc1Nc1ncc(Cl)c(Nc2ccccc2P(C)(C)=O)n1

	163
	11K-Huang-2016-0.33nm
	0.33
	9.481
	Active
	Test
	COc1cc(N2CC[C@@H]([NH+](C)C)C2)ccc1Nc1ncc(Cl)c(Nc2ccccc2P(C)(C)=O)n1

	164
	11l-Huang-2016-0.07nm
	0.07
	10.155
	Active
	Training
	COc1cc(N2CCC([NH+](C)C)CC2)ccc1Nc1ncc(Cl)c(Nc2ccccc2P(C)(C)=O)n1

	165
	11m-Huang-2016-0.88nm
	0.88
	9.056
	Intermediate
	Training
	COc1cc(N2CCC(C[NH+]3CCC3)CC2)ccc1Nc1ncc(Cl)c(Nc2ccccc2P(C)(C)=O)n1

	166
	12C-Huang-2016-0.39nm
	0.39
	9.409
	Active
	Training
	COc1cc(N2CCC(N3CC[NH+](C)CC3)CC2)ccc1Nc1ncc(F)c(Nc2ccccc2P(C)(C)=O)n1

	167
	12D-Huang-2016-0.42nm
	0.42
	9.377
	Active
	Training
	COc1cc(N2CCC(N3CC[NH+](C)CC3)CC2)ccc1Nc1ncc(C)c(Nc2ccccc2P(C)(C)=O)n1

	168
	12e-Huang-2016-291 nm
	291.00
	6.536
	Inactive
	Training
	COc1cc(N2CCC(N3CC[NH+](C)CC3)CC2)ccc1Nc1ncc(C(C)=O)c(Nc2ccccc2P(C)(C)=O)n1

	169
	12f-Huang-2016-0.12nm
	0.12
	9.921
	Active
	Test
	CCP(=O)(CC)c1ccccc1Nc1nc(Nc2ccc(N3CCC(N4CC[NH+](C)CC4)CC3)cc2OC)ncc1Cl

	170
	12g-Huang-2016-1.03nm
	1.03
	8.987
	Intermediate
	Training
	COc1cc(N2CCC(N3CC[NH+](C)CC3)CC2)c(F)cc1Nc1ncc(Cl)c(Nc2ccccc2P(C)(C)=O)n1

	171
	12h-Huang-2016-0.86nm
	0.86
	9.066
	Intermediate
	Training
	COc1cc(N2CCC(N3CC[NH+](C)CC3)CC2)c(C)cc1Nc1ncc(Cl)c(Nc2ccccc2P(C)(C)=O)n1

	172
	12i-Huang-2016-0.75nm
	0.75
	9.125
	Intermediate
	Training
	CCOc1cc(N2CCC(N3CC[NH+](C)CC3)CC2)ccc1Nc1ncc(Cl)c(Nc2ccccc2P(C)(C)=O)n1

	173
	12j-Huang-2016-0.68nm
	0.68
	9.167
	Intermediate
	Test
	CC(C)Oc1cc(N2CCC(N3CC[NH+](C)CC3)CC2)ccc1Nc1ncc(Cl)c(Nc2ccccc2P(C)(C)=O)n1

	174
	12a-Huang-2016-3.23nm
	3.23
	8.491
	Intermediate
	Test
	COc1cc(N2CCC(N3CC[NH+](C)CC3)CC2)ccc1Nc1ncc(C2CC2)c(Nc2ccccc2P(C)(C)=O)n1

	175
	12b-Huang-2016-1.19nm
	1.19
	8.924
	Intermediate
	Test
	COc1cc(N2CCC(N3CC[NH+](C)CC3)CC2)ccc1Nc1ncc(OC)c(Nc2ccccc2P(C)(C)=O)n1

	176
	13c-Huang-2016-1.86nm
	1.86
	8.730
	Intermediate
	Test
	COc1cc(N2CCC(N3CC[NH+](C)CC3)CC2)ccc1Nc1ncc(Cl)c(Nc2ccccc2C#N)n1

	177
	13d-Huang-2016-1.88nm
	1.88
	8.726
	Intermediate
	Training
	COc1cc(N2CCC(N3CC[NH+](C)CC3)CC2)ccc1Nc1ncc(Cl)c(Nc2ccccc2OC)n1

	178
	13e-Huang-2016-0.8nm
	0.80
	9.097
	Intermediate
	Training
	COc1cc(N2CCC(N3CC[NH+](C)CC3)CC2)ccc1Nc1ncc(Cl)c(Nc2ccccc2C(N)=O)n1

	179
	13f-Huang-2016-4.77nm
	4.77
	8.321
	Intermediate
	Training
	COc1cc(N2CCC(N3CC[NH+](C)CC3)CC2)ccc1Nc1ncc(Cl)c(Nc2ccccc2C(=O)N(C)C)n1

	180
	13g-Huang-2016-0.75nm
	0.75
	9.125
	Intermediate
	Test
	COc1cc(N2CCC(N3CC[NH+](C)CC3)CC2)ccc1Nc1ncc(Cl)c(Nc2ccccc2S(=O)(=O)N(C)C)n1

	181
	13h-Huang-2016-1.59nm
	1.59
	8.799
	Intermediate
	Training
	COc1cc(N2CCC(N3CC[NH+](C)CC3)CC2)ccc1Nc1ncc(Cl)c(Nc2ccccc2C(C)=O)n1

	182
	13i-Huang-2016-0.99nm
	0.99
	9.004
	Intermediate
	Training
	COc1cc(N2CCC(N3CC[NH+](C)CC3)CC2)ccc1Nc1ncc(Cl)c(Nc2ccccc2[C@@H](C)O)n1

	183
	13j-Huang-2016-0.59nm
	0.59
	9.229
	Active
	Training
	COc1cc(N2CCC(N3CC[NH+](C)CC3)CC2)ccc1Nc1ncc(Cl)c(Nc2ccccc2S(C)(=O)=O)n1

	184
	7-Huang-2016-0.15nm
	0.15
	9.824
	Active
	Training
	COc1cc(N2CCC(N3CC[NH+](C)CC3)CC2)ccc1Nc1ncc(Cl)c(Nc2ccccc2S(=O)(=O)C(C)C)n1

	185
	11q-Huang-2016-0.37nm
	0.37
	9.432
	Active
	Training
	COc1cc(N2CCC(N3CC[NH+](C)CC3)CC2)ccc1Nc1ncc(Cl)c(Nc2ccccc2P(C)(C)=O)n1

	186
	13a-Huang-2016-9.9nm
	9.90
	8.004
	Intermediate
	Training
	COc1cc(N2CCC(N3CC[NH+](C)CC3)CC2)ccc1Nc1ncc(Cl)c(Nc2ccccc2)n1

	187
	13b-Huang-2016-1.36nm
	1.36
	8.866
	Intermediate
	Training
	COc1cc(N2CCC(N3CC[NH+](C)CC3)CC2)ccc1Nc1ncc(Cl)c(Nc2ccccc2I)n1

	188
	10-fushimi-2019-6.1nM
	6.10
	8.215
	Intermediate
	Test
	Cc1cc(-n2cc(C(=O)N3CC[NH+](C)CC3)c3ccc(N[C@H](C)c4ccc(F)cn4)nc32)n[nH]1

	189
	11-fushimi-2019-1.9nM
	1.90
	8.721
	Intermediate
	Test
	Cc1cc(-n2cc(C3=CCOCC3)c3ccc(N[C@@H](C)c4ccc(F)cn4)nc32)n[nH]1

	190
	2-fushimi-2019-14nM
	14.00
	7.854
	Intermediate
	Training
	Cc1cc(-n2ccc3ccc(N[C@@H](C)c4ccc(F)cc4F)nc32)n[nH]1

	191
	3-fushimi-2019-1.2nM
	1.20
	8.921
	Intermediate
	Training
	Cc1cc(-n2cc(S(C)(=O)=O)c3ccc(N[C@@H](C)c4ccc(F)cc4F)nc32)n[nH]1

	192
	4-fushimi-2019-3.3nM
	3.30
	8.481
	Intermediate
	Test
	Cc1cc(-n2cc(S(C)(=O)=O)c3ccc(N[C@@H](C)c4ccc(F)cn4)nc32)n[nH]1

	193
	4-fushimi-2019-9.6nM
	9.60
	8.018
	Intermediate
	Training
	CCS(=O)(=O)c1cn(-c2cc(C)[nH]n2)c2nc(N[C@@H](C)c3ccc(F)cn3)ccc12

	194
	6-fushimi-2019-18nM
	18.00
	7.745
	Intermediate
	Training
	Cc1cc(-n2cc(S(=O)(=O)C(C)C)c3ccc(N[C@@H](C)c4ccc(F)cn4)nc32)n[nH]1

	195
	7-fushimi-2019-20nM
	20.00
	7.699
	Intermediate
	Training
	Cc1cc(-n2cc(S(=O)(=O)C3COC3)c3ccc(N[C@@H](C)c4ccc(F)cn4)nc32)n[nH]1

	196
	8-fushimi-2019-1.8nM
	1.80
	8.745
	Intermediate
	Training
	Cc1cc(-n2cc(C(=O)N(C)C)c3ccc(N[C@@H](C)c4ccc(F)cn4)nc32)n[nH]1

	197
	9-fushimi-2019-2.5nM
	2.50
	8.602
	Intermediate
	Training
	Cc1cc(-n2cc(C(=O)N3CCOCC3)c3ccc(N[C@@H](C)c4ccc(F)cn4)nc32)n[nH]1

	198
	13-fushimi-2019-2.9nM
	2.90
	8.538
	Intermediate
	Training
	Cc1cc(-n2cc(N3CCO[C@@H](C)C3)c3ccc(N[C@@H](C)c4ccc(F)cn4)nc32)n[nH]1

	199
	12-fushimi-2019-6.2nM
	6.20
	8.208
	Intermediate
	Test
	Cc1cc(-n2cc(N3CCOCC3)c3ccc(N[C@@H](C)c4ccc(F)cn4)nc32)n[nH]1

	200
	15-cui-2011-560
	560.00
	6.252
	Inactive
	Training
	C[NH+]1CCN(c2ccc(C(=O)Nc3n[nH]c4ccc(Cc5cc(F)cc(F)c5)cc34)c(NC3CCCCC3)c2)CC1

	201
	17-cui-2011-10nm
	10.00
	8.000
	Intermediate
	Training
	C[NH+]1CCN(c2ccc(C(=O)Nc3n[nH]c4ccc(Cc5cc(F)cc(F)c5)cc34)c(N[C@H]3CC[C@H](O)CC3)c2)CC1

	202
	20-cui-2011-15nm
	15.00
	7.824
	Intermediate
	Training
	C[NH+]1CCN(c2ccc(C(=O)Nc3n[nH]c4ccc(Cc5cc(F)cc(F)c5)cc34)c(N[C@H]3CC[N@H+](C)CC3)c2)CC1

	203
	1-cui-2011-73nm
	73.00
	7.137
	Inactive
	Training
	C[NH+]1CCN(c2ccc(C(=O)Nc3n[nH]c4ccc(Cc5cc(F)cc(F)c5)cc34)cc2)CC1

	204
	21-cui-2011-12.nm
	12.00
	7.921
	Intermediate
	Training
	C[NH+]1CCN(c2ccc(C(=O)Nc3n[nH]c4ccc(Cc5cc(F)cc(F)c5)cc34)c(NC3CCOCC3)c2)CC1

	205
	2-cui-2011-67nm
	67.00
	7.174
	Intermediate
	Training
	C[NH+]1CCN(c2ccc(C(=O)Nc3n[nH]c4ccc(Cc5cc(F)cc(F)c5)cc34)c(N)c2)CC1

	206
	3-cui-2011-210nm
	210.00
	6.678
	Inactive
	Training
	COCCNc1cc(N2CC[NH+](C)CC2)ccc1C(=O)Nc1n[nH]c2ccc(Cc3cc(F)cc(F)c3)cc12

	207
	4-cui-2011-72nm
	72.00
	7.143
	Inactive
	Test
	COC[C@@H](C)Nc1cc(N2CC[NH+](C)CC2)ccc1C(=O)Nc1n[nH]c2ccc(Cc3cc(F)cc(F)c3)cc12

	208
	7-cui-2011-135nm
	135.00
	6.870
	Inactive
	Training
	COCCCNc1cc(N2CC[NH+](C)CC2)ccc1C(=O)Nc1n[nH]c2ccc(Cc3cc(F)cc(F)c3)cc12

	209
	8-cui-2011-99nm
	99.00
	7.004
	Inactive
	Test
	COCC(COC)Nc1cc(N2CC[NH+](C)CC2)ccc1C(=O)Nc1n[nH]c2ccc(Cc3cc(F)cc(F)c3)cc12

	210
	9-cui-2011-14nm
	14.00
	7.854
	Intermediate
	Training
	C[NH+]1CCN(c2ccc(C(=O)Nc3n[nH]c4ccc(Cc5cc(F)cc(F)c5)cc34)c(NCCF)c2)CC1

	211
	10-cui-2011-26nm
	26.00
	7.585
	Intermediate
	Test
	C[NH+]1CCN(c2ccc(C(=O)Nc3n[nH]c4ccc(Cc5cc(F)cc(F)c5)cc34)c(NCCO)c2)CC1

	212
	12-cui-2011-67nm
	67.00
	7.174
	Intermediate
	Training
	C[NH+]1CCN(c2ccc(C(=O)Nc3n[nH]c4ccc(Cc5cc(F)cc(F)c5)cc34)c(NC[C@H]3C[N@@H+](C)C3)c2)CC1

	213
	13-cui-2011-378nm
	378.00
	6.423
	Inactive
	Training
	C[NH+]1CCN(c2ccc(C(=O)Nc3n[nH]c4ccc(Cc5cc(F)cc(F)c5)cc34)c(NCc3ccccc3)c2)CC1

	214
	14-cui-2011-684nm
	684.00
	6.165
	Inactive
	Training
	C[NH+]1CCN(c2ccc(C(=O)Nc3n[nH]c4ccc(Cc5cc(F)cc(F)c5)cc34)c(Nc3ccccc3)c2)CC1

	215
	26c-cui-2011-59.nm
	59.00
	7.229
	Intermediate
	Test
	C[C@@H](c1cc(F)cc(F)c1)c1ccc2[nH]nc(NC(=O)c3ccc(N4CC[NH+](C)CC4)cc3NC3CCOCC3)c2c1

	216
	30-cui-2011-38nm
	38.00
	7.420
	Intermediate
	Training
	C[NH+]1CCN(c2ccc(C(=O)Nc3n[nH]c4ccc(Cc5cc(F)ccc5F)cc34)c(NC3CCOCC3)c2)CC1

	217
	31-cui-2011-181nm
	181.00
	6.742
	Inactive
	Training
	Cc1ccc(F)cc1Cc1ccc2[nH]nc(NC(=O)c3ccc(N4CC[NH+](C)CC4)cc3NC3CCOCC3)c2c1

	218
	28-cui-2011-106.nm
	106.00
	6.975
	Inactive
	Test
	C[NH+]1CCN(c2ccc(C(=O)Nc3n[nH]c4ccc(Cc5ccccc5)cc34)c(NC3CCOCC3)c2)CC1

	219
	29-cui-2011-30.nm
	30.00
	7.523
	Intermediate
	Test
	C[NH+]1CCN(c2ccc(C(=O)Nc3n[nH]c4ccc(Cc5cccc(F)c5)cc34)c(NC3CCOCC3)c2)CC1

	220
	22-cui-2011-3.nm
	3.00
	8.523
	Intermediate
	Training
	O=C(Nc1n[nH]c2ccc(Cc3cc(F)cc(F)c3)cc12)c1ccc(N2CC[NH2+]CC2)cc1NC1CCOCC1

	221
	23-cui-2011-23nm
	23.00
	7.638
	Intermediate
	Training
	O=C(Nc1n[nH]c2ccc(Cc3cc(F)cc(F)c3)cc12)c1ccc(C[NH+]2CCCCC2)cc1NC1CCOCC1

	222
	24-cui-2011-9nm
	9.00
	8.046
	Intermediate
	Training
	C[N@H+]1CC[C@H](Oc2ccc(C(=O)Nc3n[nH]c4ccc(Cc5cc(F)cc(F)c5)cc34)c(NC3CCOCC3)c2)CC1

	223
	21-cui-2011-15nm
	15.00
	7.824
	Intermediate
	Training
	CN(CC[NH+](C)C)C(=O)c1ccc(C(=O)Nc2n[nH]c3ccc(Cc4cc(F)cc(F)c4)cc23)c(NC2CCOCC2)c1

	224
	7g-Bryan-2012-3100nM
	3100.00
	5.509
	Inactive
	Training
	COc1ccc(Nc2nccc(N3CCC[C@H](C(=O)NCc4ccc(C)cc4)C3)n2)cc1

	225
	7h-Bryan-2012-912nM
	912.00
	6.040
	Inactive
	Training
	CCc1cccc(Nc2nccc(N3CCC[C@@H](C(=O)NCc4ccc(C)cc4)C3)n2)c1

	226
	7i-Bryan-2012-more2500nM
	2500.00
	5.602
	Inactive
	Training
	CCc1ccc(Nc2nccc(N3CCC[C@@H](C(=O)NCc4ccc(C)cc4)C3)n2)cc1

	227
	7j-Bryan-2012-1730nM
	1730.00
	5.762
	Inactive
	Training
	COc1ccc(Nc2nccc(N3CCC[C@@H](C(=O)NCc4ccc(C)cc4)C3)n2)cc1OC

	228
	7k-Bryan-2012-1480nM
	1480.00
	5.830
	Inactive
	Training
	Cc1ccc(CNC(=O)[C@H]2CCCN(c3ccnc(Nc4ccc5c(c4)OCCO5)n3)C2)cc1

	229
	7a-Bryan-2012-more25000nM
	25000.00
	4.602
	Inactive
	Training
	CNc1nccc(N2CCC[C@@H](C(=O)NCc3ccc(C)cc3)C2)n1

	230
	7b-Bryan-2012-2320nM
	2320.00
	5.635
	Inactive
	Training
	Cc1ccc(CNC(=O)[C@H]2CCCN(c3ccnc(Nc4ccccc4)n3)C2)cc1

	231
	7c-Bryan-2012-more25nM
	25.00
	7.602
	Intermediate
	Training
	Cc1ccc(CNC(=O)[C@H]2CCCN(c3ccnc(NCc4ccccc4)n3)C2)cc1

	232
	7d-Bryan-2012-2010nM
	2010.00
	5.697
	Inactive
	Training
	Cc1ccc(CNC(=O)[C@H]2CCCN(c3ccnc(Nc4cccc(Cl)c4)n3)C2)cc1

	233
	7e-Bryan-2012-6300nM
	6300.00
	5.201
	Inactive
	Training
	Cc1ccc(CNC(=O)[C@H]2CCCN(c3ccnc(Nc4ccc(Cl)cc4)n3)C2)cc1

	234
	7F-Bryan-2012-1020nM
	1020.00
	5.991
	Inactive
	Training
	COc1cccc(Nc2nccc(N3CCC[C@H](C(=O)NCc4ccc(C)cc4)C3)n2)c1

	235
	14-Bryan-2012-4120nM
	4120.00
	5.385
	Inactive
	Training
	COc1cc(Nc2nccc(N3CCC[C@@H](C(=O)NCc4ccc(C)cc4)C3)n2)cc(OC)c1OC

	236
	11d-Bryan-2012-6710nM
	6710.00
	5.173
	Inactive
	Training
	COc1cc(Nc2nccc(N3CCC[C@H](C(=O)NCCCc4ccccc4)C3)n2)cc(OC)c1OC

	237
	11e-Bryan-2012-2940nM
	2940.00
	5.532
	Inactive
	Training
	COc1cc(Nc2nccc(N3CCC[C@@H](C(=O)NCC(=O)c4ccccc4)C3)n2)cc(OC)c1OC

	238
	11f-Bryan-2012-2600nM
	2600.00
	5.585
	Inactive
	Training
	COc1cc(Nc2nccc(N3CCC[C@@H](C(=O)N[C@@H](C)c4ccccc4)C3)n2)cc(OC)c1OC

	239
	11a-Bryan-2012-833nM
	833.00
	6.079
	Inactive
	Training
	COc1cc(Nc2nccc(N3CCC[C@@H](C(=O)Nc4ccccc4)C3)n2)cc(OC)c1OC

	240
	11b-Bryan-2012-346 nM
	346.00
	6.461
	Inactive
	Training
	COc1cc(Nc2nccc(N3CCC[C@@H](C(=O)NCc4ccccc4)C3)n2)cc(OC)c1OC

	241
	11c-Bryan-2012-358 nM
	358.00
	6.446
	Inactive
	Test
	COc1cc(Nc2nccc(N3CCC[C@@H](C(=O)NCCc4ccccc4)C3)n2)cc(OC)c1OC

	242
	11m-Bryan-2012-80nM
	80.00
	7.097
	Inactive
	Test
	COc1cc(Nc2nccc(N3CCC[C@@H](C(=O)NCc4cccc(Cl)c4)C3)n2)cc(OC)c1OC

	243
	11n-Bryan-2012-95nM
	95.00
	7.022
	Inactive
	Test
	COc1cc(Nc2nccc(N3CCC[C@@H](C(=O)NCc4ccc(Cl)cc4)C3)n2)cc(OC)c1OC

	244
	11o-Bryan-2012-70nM
	70.00
	7.155
	Intermediate
	Training
	COc1cc(Nc2nccc(N3CCC[C@@H](C(=O)NCc4cccc([N+](=O)[O-])c4)C3)n2)cc(OC)c1OC

	245
	11p-Bryan-2012-2930nM
	2930.00
	5.533
	Inactive
	Training
	COc1cc(Nc2nccc(N3CCC[C@@H](C(=O)NCc4ccc([N+](=O)[O-])cc4)C3)n2)cc(OC)c1OC

	246
	11q-Bryan-2012-60nM
	60.00
	7.222
	Intermediate
	Training
	COC(=O)c1cccc(CNC(=O)[C@@H]2CCCN(c3ccnc(Nc4cc(OC)c(OC)c(OC)c4)n3)C2)c1

	247
	11r-Bryan-2012-1700nM
	1700.00
	5.770
	Inactive
	Test
	COC(=O)c1ccc(CNC(=O)[C@@H]2CCCN(c3ccnc(Nc4cc(OC)c(OC)c(OC)c4)n3)C2)cc1

	248
	11s-Bryan-2012-19nM
	19.00
	7.721
	Intermediate
	Training
	COc1cc(Nc2nccc(N3CCC[C@@H](C(=O)NCc4cccc(-c5ccccc5)c4)C3)n2)cc(OC)c1OC

	249
	11t-Bryan-2012-138nM
	138.00
	6.860
	Inactive
	Training
	COc1cc(Nc2nccc(N3CCC[C@@H](C(=O)NCc4ccc(-c5ccccc5)cc4)C3)n2)cc(OC)c1OC

	250
	11u-Bryan-2012-192nM
	192.00
	6.717
	Inactive
	Training
	COc1cc(Nc2nccc(N3CCC[C@@H](C(=O)NCc4cccc(Oc5ccccc5)c4)C3)n2)cc(OC)c1OC

	251
	11h-Bryan-2012-341nM
	341.00
	6.467
	Inactive
	Training
	COc1cc(Nc2nccc(N3CCC[C@@H](C(=O)NCc4ccccc4C)C3)n2)cc(OC)c1OC

	252
	11i-Bryan-2012-83nM
	83.00
	7.081
	Inactive
	Training
	COc1cc(Nc2nccc(N3CCC[C@@H](C(=O)NCc4cccc(C)c4)C3)n2)cc(OC)c1OC

	253
	11j-Bryan-2012-16nM
	16.00
	7.796
	Intermediate
	Training
	COc1cc(Nc2nccc(N3CCC[C@@H](C(=O)NCc4cccc(OC(F)(F)F)c4)C3)n2)cc(OC)c1OC

	254
	11k-Bryan-2012-10nM
	10.00
	8.000
	Intermediate
	Training
	COc1cc(Nc2nccc(N3CCC[C@@H](C(=O)NCc4ccc(OC(F)(F)F)cc4)C3)n2)cc(OC)c1OC

	255
	11I-Bryan-2012-587nM
	587.00
	6.231
	Inactive
	Training
	COc1cc(Nc2nccc(N3CCC[C@@H](C(=O)NCc4ccccc4Cl)C3)n2)cc(OC)c1OC

	256
	11v-Bryan-2012-31 nm
	31.00
	7.509
	Intermediate
	Training
	COc1cc(Nc2nccc(N3CCC[C@H](C(=O)NCc4cccc(N5CCOCC5)c4)C3)n2)cc(OC)c1OC

	257
	8d-breslin-2012-392nM
	392.00
	6.407
	Inactive
	Training
	C[NH+]1CCN(c2ccc3cc2/C=C\c2cccc(c2)Nc2nc(ncc2Cl)N3)CC1

	258
	8g-breslin-2012-259nM
	259.00
	6.587
	Inactive
	Training
	COc1ccc2cc1Nc1nc(ncc1Cl)Nc1ccc(N3CC[NH+](C)CC3)c(c1)/C=C\2

	259
	8m-breslin-2012-7nM
	7.00
	8.155
	Intermediate
	Training
	COc1cc(N2CC[NH+](C)CC2)c2cc1Nc1ncc(Cl)c(n1)Nc1cc(ccc1N(C)S(C)(=O)=O)/C=C\2

	260
	2a-breslin-2012-lessthan10000nM
	10000.00
	5.000
	Inactive
	Training
	C[NH+]1CCN(c2ccc3cc2CCc2cccc(c2)Nc2nc(ncc2Cl)N3)CC1

	261
	2b-breslin-2012-lessthan10000nM
	10000.00
	5.000
	Inactive
	Test
	Clc1cnc2nc1Nc1cccc(c1)CCc1cc(ccc1N1CCOCC1)N2

	262
	2e-breslin-2012-360nM
	360.00
	6.444
	Inactive
	Training
	COc1ccc2cc1Nc1nc(ncc1Cl)Nc1cccc(c1)CC2

	263
	2f-breslin-2012-lessthan1000nM
	1000.00
	6.000
	Inactive
	Training
	COc1ccc2cc1Nc1nc(ncc1Cl)Nc1ccc(N3CCOCC3)c(c1)CC2

	264
	2g-breslin-2012-3.1nM
	3.10
	8.509
	Intermediate
	Training
	COc1ccc2cc1Nc1nc(ncc1Cl)Nc1ccc(N3CC[NH+](C)CC3)c(c1)CC2

	265
	2h-breslin-2012-35nM
	35.00
	7.456
	Intermediate
	Training
	CNC(=O)c1ccc2cc1Nc1nc(ncc1Cl)Nc1ccc(N3CC[NH+](C)CC3)c(c1)CC2

	266
	2i-breslin-2012-3.7nM
	3.70
	8.432
	Intermediate
	Training
	CC(C)S(=O)(=O)c1ccc2cc1Nc1nc(ncc1Cl)Nc1ccc(N3CC[NH+](C)CC3)c(c1)CCC2

	267
	2j-breslin-2012-3.4nM
	3.40
	8.469
	Intermediate
	Training
	CN(c1ccc2cc1Nc1nc(ncc1Cl)Nc1ccc(N3CC[NH+](C)CC3)c(c1)CC2)S(C)(=O)=O

	268
	2k-breslin-2012-5nM
	5.00
	8.301
	Intermediate
	Training
	COc1cc(N2CC[NH+](C)CC2)c2cc1Nc1ncc(Cl)c(n1)Nc1cccc(c1)CC2

	269
	2l-breslin-2012-1.5nM
	1.50
	8.824
	Intermediate
	Training
	COc1cc(N2CC[NH+](C)CC2)c2cc1Nc1ncc(Cl)c(n1)Nc1cc(ccc1S(=O)(=O)C(C)C)CC2

	270
	2m-breslin-2012-0.51nM
	0.51
	9.292
	Active
	Training
	COc1cc(N2CC[NH+](C)CC2)c2cc1Nc1ncc(Cl)c(n1)Nc1cc(ccc1N(C)S(C)(=O)=O)CC2

	271
	15a-ott-2016-7 nm
	7.00
	8.155
	Intermediate
	Test
	COc1c(Nc2ncc(Cl)c(N[C@@H]3[C@@H](C(N)=O)[C@H]4C=C[C@@H]3C4)n2)ccc2c1CCC[C@H]([NH+]1CCOCC1)C2

	272
	16a-ott-2016-14 nm
	14.00
	7.854
	Intermediate
	Training
	COc1c(Nc2ncc(Cl)c(N[C@H]3[C@@H](C(N)=O)[C@@H]4C=C[C@H]3C4)n2)ccc2c1CCC[C@H](N1CC[NH+](C)CC1)C2

	273
	17-ott-2016-7 nm
	7.00
	8.155
	Intermediate
	Test
	COCC[NH2+][C@@H]1CCCc2c(ccc(Nc3ncc(Cl)c(N[C@H]4[C@@H](C(N)=O)[C@@H]5C=C[C@H]4C5)n3)c2OC)C1

	274
	1-ott-2016-1
	1.00
	9.000
	Intermediate
	Training
	COc1c(Nc2ncc(Cl)c(N[C@@H]3[C@@H](C(N)=O)[C@H]4C=C[C@@H]3C4)n2)ccc2c1CC[C@H]([NH+]1CCOCC1)CC2

	275
	14-ott-2016-39 nm
	39.00
	7.409
	Intermediate
	Training
	COc1c(Nc2ncc(Cl)c(N[C@H]3[C@@H](C(N)=O)[C@@H]4C=C[C@H]3C4)n2)ccc2c1C[C@@H]([NH+]1CCOCC1)CCC2

	276
	22-ott-2016-2.3nm
	2.30
	8.638
	Intermediate
	Training
	COc1c(Nc2ncc(Cl)c(Nc3ccccc3N(C)S(C)(=O)=O)n2)ccc2c1CCC[C@H](N1CC[NH+](C)CC1)C2

	277
	23-ott-2016-2nm
	2.00
	8.699
	Intermediate
	Training
	COc1c(Nc2ncc(Cl)c(Nc3ccccc3N(C)S(C)(=O)=O)n2)ccc2c1CCC[C@H](N1CC[NH+](CCO)CC1)C2

	278
	24-ott-2016-18nm
	18.00
	7.745
	Intermediate
	Test
	COc1c(Nc2ncc(Cl)c(Nc3ccccc3NS(C)(=O)=O)n2)ccc2c1CCC[C@H](N1CC[NH+](CCO)CC1)C2

	279
	25-ott-2016-6.1nm
	6.10
	8.215
	Intermediate
	Training
	COc1c(Nc2ncc(Cl)c(Nc3ccccc3N3CCCS3(=O)=O)n2)ccc2c1CCC[C@H](N1CC[NH+](CCO)CC1)C2

	280
	26-ott-2016-4nm
	4.00
	8.398
	Intermediate
	Training
	COc1c(Nc2ncc(Cl)c(Nc3ccccc3S(=O)(=O)N(C)C)n2)ccc2c1CCC[C@H](N1CC[NH+](CCO)CC1)C2

	281
	27-ott-2016-3,4nm
	3.40
	8.469
	Intermediate
	Training
	CNC(=O)c1ccccc1Nc1nc(Nc2ccc3c(c2OC)CCC[C@@H](N2CC[NH+](CCO)CC2)C3)ncc1Cl

	282
	28-ott-2016-2.3nm
	2.30
	8.638
	Intermediate
	Training
	COc1c(Nc2ncc(Cl)c(Nc3ccccc3-n3cccn3)n2)ccc2c1CCC[C@H](N1CC[NH+](CCO)CC1)C2

	283
	29-ott-2016-5nm
	5.00
	8.301
	Intermediate
	Training
	COc1c(Nc2ncc(Cl)c(Nc3ccccc3-c3nccn3C)n2)ccc2c1CCC[C@H](N1CC[NH+](CCO)CC1)C2

	284
	30-ott-2016-44nm
	44.00
	7.357
	Intermediate
	Training
	COc1ccccc1Nc1nc(Nc2ccc3c(c2OC)CCC[C@H](N2CC[NH+](CCO)CC2)C3)ncc1Cl

	285
	1-ott-2016-1.9 nm
	1.90
	8.721
	Intermediate
	Test
	COc1c(Nc2ncc(Cl)c(N[C@@H]3[C@@H](C(N)=O)[C@H]4C=C[C@@H]3C4)n2)ccc2c1CCC[C@H](N1CC[NH2+]CC1)C2

	286
	18a-ott-2016-5.8nm
	5.80
	8.237
	Intermediate
	Test
	COc1c(Nc2ncc(Cl)c(N[C@H]3[C@@H](C(N)=O)[C@@H]4C=C[C@H]3C4)n2)ccc2c1CCC[C@H](N1CC[NH+](CCO)CC1)C2

	287
	5f-tu-2016-5642nM
	5642.00
	5.249
	Inactive
	Training
	Cc1cc(NC(=O)Nc2ccc(-c3cc(NC(=O)c4ccc(C[NH+]5CCN(C)CC5)cc4)[nH]n3)cc2C)no1


Compounds marked with an asterisk (*) and shown in bold belong to the external test set (n = 57); all other compounds belong to the training set (n = 230). Activity classification follows Table S1b: Active = IC₅₀ < 0.630 nM; Intermediate = 0.630–70 nM; Inactive = IC₅₀ > 70 nM. Compounds are numbered sequentially in the order they appear in the BIOVIA Discovery Studio DSV database. Compound naming follows the convention [compound ID in original paper]–[first author]–[year]–[IC₅₀]. Canonical SMILES were generated from MDL MOL coordinate blocks using RDKit version 2023 with hydrogen removal and full sanitisation. The complete dataset (with descriptors, set assignments, and per-class subsets) is also provided as Table_S1_ALK_287_Compound_List.xlsx.
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Note: Table_S1_ALK_287_Compound_List.xlsx contains the full compound list with complete canonical SMILES for all 285/287 compounds, sortable by all columns. The All 287 SMILES are available. SMILES were extracted from the SDF training and test set files provided as primary source data.



Section SM2. Molecular Descriptor Calculation Protocol
A total of 225 molecular descriptors were calculated for each of the 287 compounds using the Calculate Molecular Properties protocol in BIOVIA Discovery Studio 4.5. Descriptor classes computed are summarised in Table S2a below.

Table S2a. Molecular descriptor classes computed for the 287-compound ALK dataset.
	Descriptor class
	Parameters included
	n

	Physicochemical
	logP, molecular weight, molecular volume, molecular surface area, polarizability, dipole moment, molar refractivity
	22

	Quantum chemical
	HOMO energy, LUMO energy, HOMO–LUMO band gap (DMol3 DFT), electron affinity, ionisation potential
	12

	Electrotopological state (E-state)
	ES-Sum and ES-Count for all atom-type classes (aaN, aaaC, aasC, dO, ssS, etc.)
	79

	Jurs surface charge
	PPSA-1 to -3, PNSA-1 to -3, DPSA-1 to -2, FNSA-1 to -3, FPSA-1 to -3, RNCG, RPCG, WNSA, WPSA
	22

	Connectivity indices
	Simple (CHI-0 to CHI-4) and valence (CHI-V-0 to CHI-V-4), path, cluster, path/cluster
	20

	Shadow descriptors
	Shadow-XY, Shadow-XZ, Shadow-YZ, Shadow-XYfrac, Shadow-XZfrac, Shadow-YZfrac, Shadow-nu, Shadow-nl
	8

	Structural information content
	SIC (Structural Information Content index; orders 0–3)
	4

	Pharmacophoric fit values
	Fit values against 109 representative pharmacophore hypotheses (see Section SM3)
	109



Prior to model building, descriptors with zero variance and descriptor pairs with inter-correlation |r| > 0.90 were identified. Collinear descriptors were flagged but not automatically removed; instead, the GFA and GA feature selection procedures were relied upon to select informative, non-redundant subsets from the full descriptor space.



Section SM3. Pharmacophore Generation: Methods and Results
SM3.1 Compound Subset Preparation for Hypothesis Generation
Pharmacophore hypotheses were generated from activity-stratified subsets of the 230-compound training set, designated Sets A through K. Each subset comprised 8–32 compounds spanning a defined pIC50 range, with a minimum of three compounds with pIC50 ≥ 7.0 included in every subset. Conformers were generated using the Best method in BIOVIA Discovery Studio 4.5 (CHARMM force field, energy threshold 20 kcal/mol above global minimum, maximum 255 conformers per compound).

The complete activity-stratified subsets used for pharmacophore generation are listed in Table S3 below. Each subset (A–K) is anchored on a parent compound — the most potent compound within the subset — against which Catalyst HypoGen Equations A and B are applied to classify all remaining compounds. The 3.5 log cycle threshold ensures rigorous separation of inactive compounds from the actives driving hypothesis generation, consistent with Catalyst standard methodology.
Table S3. Training subsets employed in exploring the pharmacophoric space of ALK inhibitors. Compounds were classified using Catalyst HypoGen Equations A and B (uncertainty = 3.0, 3.5 log cycle threshold).
	Set
	Parent compound (IC₅₀, compound no.)
	Feature map
	Active compoundsᵃ
	Intermediate and inactive compoundsᵇ

	A
	11e-Huang-2016-0.18nm
IC50 = 0.18 nM
(compound 157)
	Map A
	110, 112, 115, 117, 121, 123, 150, 151, 152, 153, 154, 155, 157, 161, 163, 165, 171, 177, 182, 183, 274, 289†, 290†, 291†, 294†
	14, 16, 18, 20, 24, 25, 27, 28, 30, 33, 35, 36, 39, 40, 43, 44, 232

	B
	11b-Huang-2016-0.33
IC50 = 0.33 nM
(compound 154)
	Map B
	64, 71, 72, 73, 74, 75, 76, 78, 79, 80, 82, 83, 84, 86, 103, 107, 108, 113, 116, 120, 125, 129, 133, 134, 136, 137, 146, 148, 149, 150, 151, 152, 154, 155, 163, 165, 170, 171, 173, 175, 177, 178, 180, 182, 183, 185, 187, 202, 205, 207, 210, 211, 219, 221, 223, 259, 264, 267, 268, 269, 271, 277, 279, 281, 282, 283, 286, 288†, 290†, 291†, 292†, 293†, 294†
	12, 42, 44, 45, 47, 90, 208

	C
	11P-Huang-2016-0.49nm
IC50 = 0.49 nM
(compound 148)
	Map C
	69, 70, 73, 78, 85, 132, 137, 146, 148, 149, 151, 155, 162, 165, 171, 173, 178, 182, 186, 203, 205, 219, 269, 277, 283, 289†, 295†
	—

	D
	11b-Huang-2016-0.33
IC50 = 0.33 nM
(compound 154)
	Map D
	64, 68, 71, 73, 75, 76, 79, 82, 84, 85, 86, 103, 120, 124, 137, 140, 142, 143, 144, 146, 148, 150, 151, 152, 154, 155, 158, 162, 165, 170, 171, 172, 173, 179, 180, 181, 182, 183, 185, 194, 195, 211, 216, 219, 221, 231, 242, 248, 253, 271, 273, 277, 283, 286
	12, 90, 91, 208

	E
	11o-Huang-2016-0.28
IC50 = 0.28 nM
(compound 147)
	Map E
	55, 56, 60, 64, 65, 68, 69, 70, 71, 73, 75, 76, 78, 79, 82, 83, 84, 85, 86, 98, 103, 104, 106, 108, 116, 120, 124, 127, 133, 134, 136, 137, 138, 139, 142, 143, 145, 146, 147, 148, 150, 151, 152, 154, 155, 162, 167, 170, 171, 175, 176, 178, 180, 181, 182, 183, 187, 190, 193, 194, 195, 199, 202, 204, 205, 210, 211, 212, 216, 219, 221, 223, 231, 248, 253, 256, 264, 266, 267, 270, 271, 272, 273, 274, 276, 277, 279, 280, 281, 282, 283, 286
	3, 4, 12, 14, 18, 20, 27, 28, 33, 35, 38, 40, 42, 43, 44, 45, 47, 90, 91, 208

	F
	11a-Huang-2016-0.22
IC50 = 0.22 nM
(compound 153)
	Map F
	52, 55, 56, 58, 60, 61, 68, 69, 70, 71, 73, 74, 75, 76, 78, 82, 83, 84, 85, 86, 87, 103, 106, 116, 120, 124, 127, 129, 133, 134, 136, 137, 139, 142, 145, 146, 147, 148, 150, 151, 152, 153, 154, 155, 162, 163, 165, 167, 170, 171, 175, 176, 178, 180, 181, 182, 183, 187, 188, 190, 193, 194, 195, 202, 203, 205, 207, 209, 210, 211, 212, 215, 216, 219, 221, 223, 242, 243, 246, 248, 253, 256, 264, 266, 267, 269, 270, 271, 272, 273, 276, 277, 279, 280, 281, 282, 283, 285, 286
	3, 4, 12, 14, 18, 20, 24, 30, 35, 36, 38, 40, 42, 43, 44, 45, 47, 48, 90, 208, 218, 251

	G
	11b-Huang-2016-0.33
IC50 = 0.33 nM
(compound 154)
	Map G
	52, 55, 56, 58, 60, 68, 71, 75, 76, 78, 79, 82, 83, 84, 85, 86, 103, 104, 107, 108, 113, 116, 118, 119, 122, 124, 125, 127, 133, 134, 136, 137, 138, 140, 142, 143, 144, 145, 146, 148, 149, 150, 151, 152, 154, 155, 158, 159, 162, 163, 165, 170, 171, 178, 180, 182, 183, 185, 187, 193, 194, 195, 202, 205, 209, 211, 212, 215, 216, 219, 221, 231, 248, 253, 254, 264, 266, 267, 270, 276, 277, 280, 281, 282, 283, 285, 286
	3, 4, 12, 42, 44, 45, 90, 91, 208

	H
	11j-Huang-2016-0.72nm
IC50 = 0.72 nM
(compound 162)
	Map H
	55, 56, 58, 60, 64, 68, 69, 70, 71, 73, 75, 76, 79, 83, 84, 85, 87, 103, 104, 107, 111, 113, 114, 116, 118, 122, 124, 125, 133, 136, 137, 150, 151, 160, 162, 165, 171, 176, 177, 178, 180, 181, 182, 187, 190, 194, 202, 205, 209, 210, 211, 212, 216, 219, 221, 223, 231, 248, 253, 256, 264, 267, 268, 276, 277, 281, 282, 285
	4, 18, 20, 24, 27, 28, 30, 35, 36, 38, 40, 42, 43, 44, 45, 47, 90, 91, 208, 218

	I
	11C-Huang-2016-0.54
IC50 = 0.54 nM
(compound 155)
	Map I
	52, 68, 71, 75, 76, 79, 82, 84, 85, 86, 108, 134, 136, 142, 145, 150, 151, 155, 162, 165, 178, 180, 182, 183, 202, 205, 211, 219, 223, 266, 267, 281
	45, 90

	J
	11o-Huang-2016-0.28
IC50 = 0.28 nM
(compound 147)
	N.A.ᴰ
	52, 55, 56, 58, 60, 64, 68, 71, 73, 74, 75, 76, 78, 79, 80, 82, 83, 84, 85, 87, 98, 103, 106, 116, 120, 127, 133, 136, 137, 142, 146, 147, 148, 149, 150, 151, 152, 154, 155, 162, 163, 165, 167, 170, 171, 172, 173, 178, 179, 180, 181, 182, 183, 185, 186, 190, 193, 194, 195, 202, 205, 209, 211, 212, 215, 216, 219, 221, 231, 242, 246, 248, 253, 256, 264, 268, 271, 272, 273, 276, 277, 279, 281, 282, 283, 286, 290†, 291†, 292†, 293†
	3, 4, 12, 38, 44, 45, 90, 91, 208

	K
	11r-Huang-2016-0.49nm
IC50 = 0.49 nM
(compound 149)
	N.A.ᴰ
	58, 68, 69, 70, 71, 73, 74, 82, 83, 84, 85, 86, 103, 116, 149, 170, 171, 175, 176, 178, 180, 181, 182, 183, 187, 202, 205, 211, 212, 219, 221, 269, 271, 272, 273, 277, 279, 280, 281, 282, 283, 286
	3, 4, 12, 14, 15, 16, 18, 20, 21, 23, 24, 25, 27, 29, 30, 31, 32, 36, 37, 40, 41, 42, 43, 44, 45, 51, 224, 226, 229, 230, 232, 233, 235, 236, 237, 238, 245, 261


ᵃ Active compounds (Catalyst Equation A, applied per subset): (MAct × Unc_MAct) − (Act / Unc_Act) > 0.0, where MAct = IC₅₀ of the parent (most active) compound of that specific subset (not the overall most active of the 287-compound dataset). Algebraically equivalent to IC₅₀ < MAct × Unc² (Unc = 3.0). Each subset therefore has its own active-compound threshold; numerical values are given in Table S3a below.
ᵇ Intermediate and inactive compounds (Catalyst Equation B, applied per subset): log₁₀(Act) − log₁₀(MAct) > 3.5, where MAct is the parent compound IC₅₀ of that specific subset. Compounds satisfying neither Equation A nor Equation B are classified as Intermediate (moderately active). Each subset has its own inactive threshold = MAct × 10³·⁵; numerical values are given in Table S3a below. Both equations use the Catalyst default uncertainty parameter (Unc = 3.0).
ᴰ Sets J and K: N.A. = no single parent compound; subsets constructed by visual inspection of the total compound list to represent distinct pharmacophoric binding modes not captured by feature maps A–I.
† Compounds numbered 288–295 are present in the pharmacophore generation subsets but not in the main 287-compound QSAR dataset (Table S1): 288 (15b-ott-2016-1.5); 289 (16b-ott-2016-9 nm); 290 (18b-ott-2016-6.3nm); 291 (19-cui-2011-98nm); 292 (1b-breslin-2012-67nM); 293 (1c-breslin-2012-22nM); 294 (27c-cui-2011-19nm); 295 (2d-breslin-2012-92nM). These are included in the subsets to improve pharmacophoric coverage and are listed in Table S3 (Excel).
Compound numbers correspond to the sequential numbering of the 287-compound total list (Table S1). Compound names follow the format: [compound ID in original paper]–[first author]–[year of publication]–[IC₅₀]. Numbers are listed in ascending order within each category.
Table S3a. Per-subset Catalyst classification thresholds for Table S3. Each subset uses its own parent compound IC₅₀ as MAct in Equations A and B (Unc = 3.0, 3.5 log cycles).
	Set
	Parent compound
	Cpd #
	MAct (nM)
	Active threshold IC₅₀ < MAct × Unc² (nM)
	Inactive threshold IC₅₀ > MAct × 10³·⁵ (nM)
	Intermediate range (nM)

	A
	11e-Huang-2016
	157
	0.18
	< 1.620
	> 569.2
	1.620 – 569.2

	B
	11b-Huang-2016
	154
	0.33
	< 2.970
	> 1043.6
	2.970 – 1043.6

	C
	11P-Huang-2016
	148
	0.49
	< 4.410
	> 1549.5
	4.410 – 1549.5

	D
	11b-Huang-2016
	154
	0.33
	< 2.970
	> 1043.6
	2.970 – 1043.6

	E
	11o-Huang-2016
	147
	0.28
	< 2.520
	> 885.4
	2.520 – 885.4

	F
	11a-Huang-2016
	153
	0.22
	< 1.980
	> 695.7
	1.980 – 695.7

	G
	11b-Huang-2016
	154
	0.33
	< 2.970
	> 1043.6
	2.970 – 1043.6

	H
	11j-Huang-2016
	162
	0.72
	< 6.480
	> 2276.8
	6.480 – 2276.8

	I
	11C-Huang-2016
	155
	0.54
	< 4.860
	> 1707.6
	4.860 – 1707.6

	J
	11o-Huang-2016
	147
	0.28
	< 2.520
	> 885.4
	2.520 – 885.4

	K
	11r-Huang-2016
	149
	0.49
	< 4.410
	> 1549.5
	4.410 – 1549.5


Note: Sets J and K use parent compounds for threshold calculation purposes only; the subsets themselves were constructed by visual inspection rather than by HypoGen seeding. Sets B, D, and G share the same parent compound (11b-Huang-2016, IC₅₀ = 0.33 nM) but differ in feature map and constituent compounds. The overall most active compound of the 287-compound dataset (11l-Huang-2016, IC₅₀ = 0.07 nM, compound #164) is used as MAct only for the dataset-wide classification in Table S1 (IC₅₀ < 0.630 nM, IC₅₀ > 221.4 nM), not for the per-subset classifications above.
SM3.2 Pharmacophore Generation Protocol and Parameters
All hypotheses were generated using the HipHop (qualitative) and HypoGen (quantitative) algorithms in the Generate Pharmacophore Hypotheses protocol of BIOVIA Discovery Studio 4.5. Parameters are summarised in Table S2b.

Table S2b. Pharmacophore hypothesis generation parameters.
	Parameter
	Value / Setting

	Maximum hypotheses per trial
	10

	Minimum features per hypothesis
	4

	Maximum features per hypothesis
	7

	Feature types considered
	HBA, HBD, Hbic (hydrophobic), Pos (positive ionizable), Neg (negative ionizable), RingArom (aromatic ring)

	Conformer generation method
	Best (CHARMM, 20 kcal/mol threshold above global minimum)

	Maximum conformers per compound
	255

	Uncertainty parameter (HypoGen)
	3.0

	Redundancy pruning threshold
	RMSD < 0.5 Å between all feature positions

	Exclusion volume radius
	1.2 Å (auto-generated from inactives; manual addition for steric constraints)



Eleven independent trials across Sets A–K produced up to 110 candidate hypotheses. After cost-function evaluation (null cost, fixed cost, total cost, RMSD) and mapping coverage assessment (active fit ≥ 3.0), 109 non-redundant hypotheses were retained as pharmacophoric descriptor variables.

SM3.3 Pharmacophore Fit Value Computation (Equation S4)
Pharmacophore fit values were computed using Equation S4:
Fit Value = Σi  [wi × exp(−di² / toli²)]   …(Eq. S4)
where wi = feature weight, di = distance between ligand atom and ideal feature centre, toli = feature tolerance radius. Zero fit values were assigned when a ligand failed to map to a pharmacophore (conservative applicability domain assumption).

SM3.4 Summary of Pharmacophore Hypotheses
Table S4 summarises all 109 hypotheses. The 11 hypotheses selected for virtual screening are fully described in Table 6 of the main manuscript. The complete .ph4 and .rdf files for all 109 hypotheses are provided as Supplementary_Pharmacophore_Models.zip.

Table S4. Summary of pharmacophore hypothesis generation trials by compound subset. Full coordinates in Supplementary_Pharmacophore_Models.zip.
	Set
	Trial(s)
	Hyp. generated
	Compound split
	pIC₅₀ range
	Key hypotheses and notes

	A
	1
	10
	5 active, 5 inactive
	6.0–9.5
	A-T1-1 (consensus, selected for VS)

	A
	4
	10
	8 active, 4 inactive
	7.0–9.5
	A-T4-7 (GFA-MLR, selected for VS)

	B
	4
	10
	9 active, 5 inactive
	6.5–9.2
	B-T4-3 (ML only); B-T5-9 (GFA-MLR)

	C
	3
	10
	10 active, 6 inactive
	7.2–9.0
	C-T3-9 (ML, highest RF freq. n=143)

	D
	8
	10
	12 active, 6 inactive
	7.5–9.5
	D-T8-9 (Tier 3 exclusion filter)

	F
	1
	10
	13 active, 7 inactive
	6.8–9.3
	F-T1-8 (ML, AUC=0.905)

	I
	4,6
	10 each
	14 active, 8 inactive
	7.0–9.5
	I-T4-9 (ML); I-T6-4 (GFA-MLR, excluded AUC=0.539)

	J
	5
	10
	9 active, 5 inactive
	6.5–9.0
	J-T5-1 (consensus pharmacophore)

	K
	6
	10
	10 active, 6 inactive
	7.0–9.2
	K-T6-8 (Tier 3 exclusion filter)

	E,G,H
	Various
	10 each
	8–32 per subset
	Various
	Remaining hypotheses: descriptor variables only





Section SM4. GFA-MLR QSAR Model Validation Statistics
Table S2 consolidates the full statistical validation profile of Equation 1 and OECD compliance checklist.

Table S2. GFA-MLR QSAR model (Equation 1) validation statistics and OECD compliance checklist.
	Parameter / OECD criterion
	Value
	Acceptance threshold
	Pass

	Training set size (n)
	230
	—
	✓

	R² (coefficient of determination)
	0.60
	> 0.50
	✓

	R²adj (adjusted R²)
	0.58
	Close to R²; diff < 0.05
	✓

	Friedman Lack-of-Fit (LOF) score
	3.81
	Lower preferred
	✓

	Model p-value
	1.77 × 10⁻³⁸
	< 0.05
	✓

	Q² (leave-one-out cross-validated R²)
	0.58
	> 0.50
	✓

	External test set (n)
	57
	—
	✓

	r²pred (external predictive R²)
	0.56
	> 0.50
	✓

	RMSEP (root mean square error of prediction)
	0.89 log units
	< 1.0
	✓

	MAE (mean absolute error)
	0.73 log units
	Reported for transparency
	✓

	|Q² − r²pred|
	0.02
	< 0.10 (no overfitting)
	✓

	OECD Principle 1: Defined endpoint
	pIC₅₀ (ALK kinase, wild-type)
	Required
	✓

	OECD Principle 2: Unambiguous algorithm
	GFA-MLR, Equation 1
	Required
	✓

	OECD Principle 3: Applicability domain
	Defined (training descriptor space)
	Required
	✓

	OECD Principle 4: Goodness-of-fit / predictivity
	R²=0.60, Q²=0.58, r²pred=0.56
	Required
	✓

	OECD Principle 5: Mechanistic interpretability
	10 cubic descriptor triplets with SAR interpretation
	Required
	✓





Section SM5. Machine Learning Workflow Details
SM5.1 Activity Classification Thresholds
For ML classification, compounds were assigned to three classes: active (pIC₅₀ ≥ 7.0, n=89), moderately active (5.0 ≤ pIC₅₀ < 7.0, n=83), and inactive (pIC₅₀ < 5.0, n=55), based on the training set (n=230).

SM5.2 Genetic Algorithm Feature Selection Parameters

Table S5a. Genetic Algorithm feature selection parameters (KNIME 5.4.0).
	Parameter
	Value / Setting

	Population size
	500

	Number of generations
	100 (NB, XGBoost) / 10 (k-NN)

	Minimum features per subset
	3

	Maximum features per subset
	8

	Selection method
	Tournament selection

	Crossover probability
	0.6

	Mutation probability
	0.01

	Fitness function
	Cohen’s κ (stratified 10-fold cross-validation)

	Total RF model iterations evaluated
	4,366

	Mean Cohen’s κ (all RF iterations)
	0.9847 (SD = 0.0039)

	Minimum Cohen’s κ observed
	0.9602



SM5.3 Classifier Hyperparameters

Table S5b. Classifier hyperparameter configurations.
	Classifier
	Hyperparameter configuration

	Random Forest (RF)
	100 trees; Information Gain Ratio (IGR) splitting; max depth = 10; min node size = 1; fixed random seed

	XGBoost
	100 boosting rounds; Softmax (softprob) objective; base score = 0.5; learning rate = 0.3

	k-Nearest Neighbors (k-NN)
	k = 3 neighbours; Euclidean distance; distance-weighted voting enabled

	Naïve Bayes (NB)
	Gaussian probability distribution; default probability = 0.0001; minimum SD = 0.0001





Section SM6. ROC Validation of Pharmacophore Hypotheses
SM6.1 Validation Library
Decoy set: 38,756 drug-like compounds from ZINC15 (Lipinski-compliant, 3D coordinates, no kinase inhibitor features). Active set: 98 confirmed ALK inhibitors (IC₅₀ 0.07–9.9 nM) from 7 independent medicinal chemistry series (Mesaros 2012, Lewis 2012, Huang 2016, Breslin 2012, Cui 2011, Fushimi 2019, Ott 2016), structurally independent of the training/test dataset.

SM6.2 ROC Metric Definitions
AUC: area under ROC curve (1.0=perfect, 0.5=random). ACC: (TP+TN)/(P+N). SPC: TN/(TN+FP). TPR: TP/(TP+FN). BA: (TPR+SPC)/2. MCC: Matthews Correlation Coefficient. EF₁%: enrichment factor at 1% of ranked list; EF₁% >20 = strong early enrichment.

SM6.3 Deployment Tier Classification

Table S6. ROC-based pharmacophore deployment tier classification.
	Tier
	AUC threshold
	Deployment role
	Hypotheses (AUC)

	Tier 1
	AUC ≥ 0.80
	Positive VS query filters
	F-T1-8 (0.905), B-T5-9 (0.881), A-T1-1 (0.861), A-T4-7 (0.861), I-T4-9 (0.806)

	Tier 2
	AUC ≥ 0.70 and < 0.80
	Supplementary positive query filters
	B-T4-3 (0.756), C-T3-9 (0.754), J-T5-1 (0.723)

	Tier 3
	Negative GFA-MLR coefficient
	Exclusion filters only
	D-T8-9 (−0.043 term), K-T6-8 (−0.195 term)

	Excluded
	AUC < 0.70
	Excluded from VS
	I-T6-4 (0.539; partial coordinates)





Section SM7. Virtual Screening Results and Hit Prioritization
SM7.1 NCI Database Screening Protocol
The NCI Open Chemical Repository was searched using the Flexible Database Search protocol in BIOVIA Discovery Studio 4.5. Compounds were retrieved if they (i) mapped to ≥ 1 Tier 1 pharmacophore with fit ≥ 4.0, (ii) passed D-T8-9 and K-T6-8 exclusion filters, and (iii) satisfied Lipinski Rule-of-Five criteria. Hits were scored by Equation 1 (GFA-MLR), classified by the RF model, and inspected for chemical tractability, structural novelty, and absence of PAINS flags.

SM7.2 Virtual Screening Funnel

Table S7. Virtual screening funnel: compound counts at each progressive filter stage.
	Filter stage
	Compounds remaining
	Notes

	NCI library compounds
	~250,000
	—

	After 3D coordinate generation and Lipinski filter
	~180,000
	—

	After Tier 1 pharmacophore mapping (≥ 1 hypothesis; fit ≥ 4.0)
	~3,200
	—

	After Tier 3 exclusion filter (D-T8-9 and K-T6-8)
	~2,100
	—

	After RF classifier: predicted active or moderately active
	~450
	—

	After QSAR applicability domain and pIC₅₀ ranking
	~85
	—

	After visual inspection and PAINS filtering
	28
	Advanced to kinase assay

	Active at 10 µM (>50% inhibition)
	3
	Compound 1 (2.15 µM), Compound 2 (4.02 µM), Compound 3 (5.95 µM)





Section SM8. NCI-60 Anticancer Activity Data for NSC 290954 (Compound 1)
NSC 290954 (Compound 1; IC₅₀ = 2.15 µM against ALK) was previously profiled in the NCI-60 one-dose human tumour cell line anticancer screen at 10 µM (57 of 60 lines reporting; source data: NCI DTP Mean Graph, https://dtp.cancer.gov, NSC 290954). Growth inhibition was heterogeneous across the panel (mean growth = 92.7% of control, range 52.2-119.5%). The non-small cell lung cancer (NSCLC) sub-panel showed the lowest mean growth of any sub-panel (86.8%, n = 8 lines), indicating consistent panel-wide sensitivity and supporting the known role of ALK rearrangements in NSCLC. The single most sensitive cell line in the entire dataset was the renal line UO-31 (52.2% growth), a pronounced individual outlier; the renal sub-panel as a whole, however, showed only intermediate mean sensitivity (91.2%), indicating this reflects line-specific rather than panel-wide renal sensitivity. Full NCI-60 data are publicly available at https://dtp.cancer.gov (NSC 290954).

[image: ]
Figure S1. NCI-60 one-dose growth inhibition for NSC 290954 (Compound 1) at 10 µM, 57 cell lines, grouped by tumour-type sub-panel (ordered by ascending sub-panel mean growth) and highlighted for the non-small cell lung cancer (red) and renal (blue) sub-panels. Dashed line: no-inhibition reference (100% growth). Dotted line: overall panel mean (92.7%). Source: NCI DTP Mean Graph data, https://dtp.cancer.gov (NSC 290954).

Note on Compound 3 (NSC 715055): The compound designated Compound 3 was obtained from the NCI DTP open repository and confirmed by structural analysis to be distinct from gefitinib (ZD1839, an EGFR inhibitor); its ALK inhibitory activity (IC50 = 5.95 µM) was determined independently using the HotSpot™ radiometric ALK kinase assay.
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