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"H NMR spectra of compound 7a
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13C NMR spectra of compound 7b
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"H NMR spectra of compound 11a
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"H NMR spectra of compound 11b
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13C NMR spectra of compound 11¢
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"H NMR spectra of compound 11d
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"H NMR spectra of compound 11e
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13C NMR spectra of compound 11f
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"H NMR spectra of compound 11g
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"H NMR spectra of compound 11h
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F NMR spectra of compound 11h
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"H NMR spectra of compound 13a
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"H NMR spectra of compound 13b
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"H NMR spectra of compound 13¢
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Mass spectra of compound 7a

direct infusion latky VK
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Mass spectra of compound 7b
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Mass spectra of compound 11a
direct infusion latky VK
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Mass spectra of compound 11b
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Mass spectra of compound 11¢
direct infusion latky VK
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Mass spectra of compound 11d
direct infusion latky VK
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Mass spectra of compound 11e
direct infusion latky VK

DIRVK_8958 3 (0.067) AM (Cen,3, 70.00, Ar,5000.0,0.00,1.00); Cm (2:10) TOF MS ES+
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Mass spectra of compound 11f
direct infusion latky VK
DIRVK_9268 4 (0.084) AM (Cen,3, 70.00, Ar,5000.0,0.00,1.00); Cm (2:10) TOF MS ES+
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Mass spectra of compound 11g
direct infusion latky VK

DIRVK_8959 2 (0.050) AM (Cen,3, 70.00, Ar,5000.0,0.00,1.00); Cm (2:10) TOF MS ES+
100 I 4.96e6
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Mass spectra of compound 11h
direct infusion latky VK

DIRVK_8960 3 (0.067) AM (Cen,3, 70.00, Ar,5000.0,0.00,1.00); Cm (2:10) TOF MS ES+
1000 . ? 1.8266
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Mass spectra of compound 11i
direct infusion latky VK

DIRVK_8628 2 (0.050) AM (Cen,3, 70.00, Ar,5000.0,0.00,1.00); Cm (2:10) TOF MS ES+
1004 rreq o 2.50e6
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Mass spectra of compound 13a
direct infusion latky VK
DIRVK_8618 4 (0.084) AM (Cen,3, 70.00, Ar,5000.0,0.00,1.00); Cm (1:9) TOF MS ES+
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Mass spectra of compound 13b
direct infusion latky VK

DIRVK_8619 2 (0.050) AM (Cen,3, 70.00, Ar,5000.0,0.00,1.00); Cm (2:10) TOF MS ES+
100 e 4.25e6
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Mass spectra of compound 13¢
direct infusion latky VK
DIRVK_8949 1 (0.034) AM (Cen,3, 70.00, Ar,5000.0,0.00,1.00); Cm (1:9) TOF MS ES+
1001 yeq 3.53¢6
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=1
?
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Table S1. Binding affinity scores (kcal/mol) of the purine derivatives with RDOCK, XP
Score and MM-GBSA (AGying and their respective energy contributions) in the Ber-AbIWT,

Compd. ICso0 pICso RDOCK XP Score AGBind AGcoul. AGHbond AGrLipoe AGPacking AGsolv 6B AGvaw
7b 0220 6.658 -15.66 -8.51 6421 -1529 -1.16 -22.94 -0.79 2687  -56.66
7a 0.180 6.745 -14.38 -9.16 -59.92  -40.76  -1.37 -21.14 -1.48 51.6  -59.46
13c¢ 0.840 6.076 -15.31 -7.74 -50.43 -15.57 -1.69 -193  -1.05 26.14  -51.97
13b 11.050 4.957 -14.22 -7.57 5113 -4141  -176  -17.41  -1.07 471  -4527
13a 3.950 5.403 -13.94 -7.51 4857 -879  -1.3  -16.44 -0.59 1537  -47.62
11i 1.680 5.775 -15.15 -6.91 5534 -3.88  -229 2912 -0.66 1924 -51.52
11h 0.670 6.174 -15.39 -7.33 5375 -1036  -1.54 -2023 -0.75 2036 -50.32
11g 0.830 6.081 -13.19 -7.25 25236 -9.56  -1.47 -19.50 -0.70 20.50  -49.50
1f 1.760 5.754 -17.66 -8.57 -66.75 -18.34 -2.44 -24.09 -1.59 3197 -53.41
11e 0.130 6.886 -17.33 -8.40 46532 -17.65 -2.30 -2331 -1.47 3023 -52.14
11d 1240 5907 -16.84 -8.20 -60.11 -16.48 -2.01 -22.32 -1.40 28.06  -51.04
11c 0.019 7.721 -19.04 9.11 7432 2349 2.7 -2095  -0.89 2431  -54.69
11b 0.014 7.854 -20.69 9.36 7334 2439 269 -2092  -0.89 2622 -54.71
11a 0.037 7.432 -17.49 -9.23 -71.06  -2633  -3.07 216  -1.16 2925  -57.85
I 0.090 7.046 -15.19 -8.54 -57.16 -43.55 -124 -2024 -1.23 4837  -47.55
n 0.040 7.398 -16.91 -8.83 -60.04 -37.06 -0.83 -21.32 -1.53 4594  -55.10
I 0.040 7.398 -16.54 -9.57 -59.74 -39.82  -1.19 -20.50 -1.24 42,57  -49.56

Purvalanol’ — — 3145 -9.60 -69.69 -1825 -1.90 -18.51 -1.46 1506 -46.15

Dasatinib™ 000014 9.854  — -13.91 -87.55 -36.72 -2.12 2585 092 4396  -58.09

AGging = Binding free energy

AGcou = Coulomb energy

AGnpond = Hydrogen bonding correction

AGrip = Lipophilic energy

AGp,cking = Pi-pi packing correction

AGs.ly gs = Generalized Born electrostatic solvation energy

AGyqw = van der Waals energy

AGBind = Binding free energy
*Docking score calculated with RDOCK, PDB: 6BL8
**Docking score calculated with PDB 2GQG
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Figure S1. Co-crystallized ligand, purvalanol, in the Ber-Abl binding site. Its experimentally
determined binding mode is shown in blue, while the docking pose of purvalanol from our

self-docking protocol is shown in green.
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Figure S2. Correlation plot between biological activity in pICso and affinity energies

achieved with RDOCK, Glide (XP Score) and MM-GBSA of the synthesised compounds.
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T3151 (100%)

KCL22B8 GI50
Comp. (uM) SP Score MM-GBSA
1Mc 9.06 -11.14 -65.17
11d 7.83 -11.48 -69.82
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Figure S3. Correlation plot between biological activity in pGlso values on B8 cells and

affinity energies achieved with MM-GBSA of the selected compounds.
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Figure S4. Histograms of flow cytometry of selected compounds on KCL cells and their

subclones.
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