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Table S1. Results of docking compound 9 to its potential targets.

Target Pose PLP@ Z PLP®  GS©  Z GS@ CS© Z_CS® ASP® Z_ASPh) Ang-rsiiirized
1 57.3 0.81 30.87 1.26 21.98 1.43 28.65 2.02 1.38
STAT3 2 57.29 0.81 26.19 0.76 23.89 2.01 27.81 1.76 1.33
3 58.46 1.23 34.51 1.65 20.2 0.88 24.59 0.76 1.13
1 55.94 1.32 17.32 0.84 17.94 1.48 27.24 0.92 1.14
NFKB 2 57.85 1.66 14.27 0.66 15.57 0.61 30.48 1.48 1.1
3 58.24 1.72 -2.85 -0.34 18.22 1.58 29.51 1.31 1.07
1 68.92 1.96 22.79 0.36 29.78 2.31 35.11 1.97 1.65
CRM1 2 68.39 1.82 25.61 0.54 27.96 1.45 34.06 1.6 1.35
3 69.87 2.2 11.89 -0.31 27.24 1.1 34.74 1.84 1.21
1 68.72 2.12 34.86 1.79 25.67 0.96 40.61 1.8 1.67
2 67.41 1.79 12.13 -0.78 28.34 2.55 37.87 0.94 1.13
Pk 3 67.45 1.8 19.67 0.07 25.67 0.96 39.27 1.38 1.05
4 65.72 1.37 23.83 0.54 26.88 1.68 36.65 0.55 1.03
MTOR 1 69.98 1.32 13.42 0.27 2991 1.64 33.3 0.49 0.93
GSTP1 1 41.12 2.17 -231.46 0.46 0.09 1.89 11.14 2.87 1.85
2 35.28 1.08 -223.56 1.13 -0.94 1.52 4.74 1.11 1.21
1 64.38 2.69 -14.28 1.15 18.09 1.69 28.46 1.93 1.87
AHR 2 58.6 1.98 5.49 1.73 9.06 0.46 26.16 1.61 1.45
3 46.37 0.48 -42.14 0.34 21.61 2.16 28.27 191 1.22
4 53.98 1.41 -43.4 0.3 17.96 1.67 23.13 1.19 1.14
MTNR1B 1 61.17 2.38 26.62 1.06 22.84 1.93 31.37 1.42 1.7
2 54.57 0.84 29.87 1.15 22.55 1.85 30.38 1.2 1.26
RELA 1 52.18 1.48 21.35 0.63 19.11 212 24.24 0.28 1.13
1 77.9 2.88 6.34 0.68 22.18 2.46 23.78 0.72 1.69
MMP2 2 66.64 1.41 -2.93 0.21 18.74 1.48 30.88 2.01 1.28
3 62.99 0.93 9.88 0.85 20 1.84 22.76 0.53 1.04
1 58.05 1.56 20.9 0.8 24.15 1.06 27.18 1.11 1.13
RIPK2 2 58.71 1.76 12.6 0.34 25.53 1.52 25.97 0.75 1.09
3 54.81 0.54 24.24 0.99 23.09 0.71 29.8 1.88 1.03
DUSP3 1 51.3 0.55 11.86 0.77 15.38 0.89 28.74 1.23 0.86
1 68.86 243 23.09 0.65 28.91 2.63 34.06 1.5 1.8
MCL1 2 68.05 224 19.85 0.53 26.23 1.51 35.59 1.98 1.56
3 64.29 1.37 10.84 0.18 28.09 2.29 30.98 0.54 1.09

@PLP score. ® PLP Z-score. © GoldScore score. @ GoldScore Z-score. © ChemScore score. ® ChemScore Z-score.

® ASP score. ® ASP Z-score.



Table S2. Predicted free energies pf binding of compound 9 to its potential targets and their components.

Target  Pose WXKLS EEL EPB ENPOLAR EDISPER ga(‘; Sﬁg . Tigﬂ Esgﬁgied
1 4141 1040 3640  -32.01 5150 -51.82 5588  4.07 0.64
STAT3 2 4374 1363 3698  -33.14 5207  -57.37 5591  -1.46 0.58
3 4185 1024 3386 -31.40 5039  -52.00 5284 076 0.52
1 3628 -1541 3937 2639 4142 5169 5441 271 0.54
NFKB 2 3082  -12.66 3137 -21.99 3501  -4348 4439 091 0.35
3 2477 -1334 2815 1877 2979 3810 39.17  1.07 0.34
1 -39.28 234 1740  -31.78 4913 4161 3475  -6.87 0.33
CRM1 2 -38.64 310 1762  -31.50 4792 4174 3404  -7.70 0.37
3 -39.84 268 1730 -3215 4928 4252 3444  -8.08 0.32
1 3470 -13.06 2926 2597 4358  -4776 4687  -0.89 0.41
ok 2 -35.17 896 2842  -26.83 4505  -4412 4665 252 0.38
3 3523 <1227 2862 2584 297 4750 4575  -1.76 0.37
4 3301 -1471 2997  -2456 0262 4772 4804 031 0.40
MTOR 1 4347 1554 4143 -32.50 5351  -59.01 6244 343 0.65
cstpr ! -34.30 965 2710 2527 4255 4395 4438 042 0.35
2 -40.04 541 2795  -28.56 4678  -4545 4617 072 0.38
1 5141 -1176 3544  -36.66 5870  -63.17 5747  -5.70 0.43
g 2 5080  -1243 3839  -35.18 5771 -6323 6092  -2.30 0.46
3 5100 -11.61 3597  -36.49 5919  -62.61 5867 -394 0.44
4 52,12 984 3595  -36.84 5033 -61.95 5844  -351 0.41
PR 5134 2558 000  -36.59 5945 2576 2286  -2.90 0.45
2 4990 2841 000  -35.90 59.67 2149 2377 227 0.41
RELA 1 2173 <1560 2934 -17.23 2829 3733 4040  3.07 0.35
1 4866 2234 5200  -35.10 5514  -71.00 7205  1.05 0.48
MMP2 2 4344 -1186 3947  -31.20 5031  -5530 5858 328 0.56
3 4858 2677 5237 -34.93 5515 7534 7259 -2.75 0.63
1 4488 1696 4092 -32.79 53.88  -61.83 6200 017 0.50
RIPK2 2 4669  -1699 3904  -3385 5414 -6368 5933  -4.35 0.48
3 4445 1415 3441 -32.80 5311  -58.60 5471  -3.89 0.50
DUSP3 1 -27.59 470 2599  -21.23 3525  -3229 4001 772 0.56
1 37.71 536 2286  -2881 4635 4307 4040  -2.67 0.33
MCL1 2 -38.17 332 2060  -27.67 4357 4149 3650  -4.99 0.42
3 -43.63 430 2477 3226 5147  -4794 4398  -3.96 0.36
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Figure S1. Ligand RMSD vs. time for the AHR-compound 9 complex (docking pose 1).
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Figure S2. Ligand RMSD vs. time for the AHR-compound 9 complex (docking pose 2).
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Figure S3. Ligand RMSD vs. time for the AHR-compound 9 complex (docking pose 3).
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Figure S4. Ligand RMSD vs. time for the AHR-compound 9 complex (docking pose 4).
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Figure S5. Ligand RMSD vs. time for the CRM1-compound 9 complex (docking pose 1).
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Figure S6. Ligand RMSD vs. time for the CRM1-compound 9 complex (docking pose 2).
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Figure S7. Ligand RMSD vs. time for the CRM1-compound 9 complex (docking pose 3).
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Figure S8. Ligand RMSD vs. time for the DUSP3-compound 9 complex (docking pose 1).

RMSD (A)
— N
Gom oo ow

Time (ns)

—MD 1
—MD 2
—MD 3
—MD 4
—MD 5

Figure S9. Ligand RMSD vs. time for the GSTP1-compound 9 complex (docking pose 1).
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Figure S10. Ligand RMSD vs. time for the GSTP1-compound 9 complex (docking pose 2).
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Figure S11. Ligand RMSD vs. time for the MCL1-compound 9 complex (docking pose 1).
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Figure 512. Ligand RMSD vs. time for the MCL1-compound 9 complex (docking pose 2).
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Figure S13. Ligand RMSD vs. time for the MCL1-compound 9 complex (docking pose 3).
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Figure S14. Ligand RMSD vs. time for the MMP2-compound 9 complex (docking pose 1).
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Figure S15. Ligand RMSD vs. time for the MMP2-compound 9 complex (docking pose 2).
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Figure S16. Ligand RMSD vs. time for the MMP2-compound 9 complex (docking pose 3).
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Figure S17. Ligand RMSD vs. time for the MTNR1B-compound 9 complex (docking pose 1).
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Figure 5§18. Ligand RMSD vs. time for the MTNR1B-compound 9 complex (docking pose 2).
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Figure 519. Ligand RMSD vs. time for the mTOR-compound 9 complex (docking pose 1).
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Figure S20. Ligand RMSD vs. time for the NFKB-compound 9 complex (docking pose 1).
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Figure S21. Ligand RMSD vs. time for the NFKB-compound 9 complex (docking pose 2).
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Figure S22. Ligand RMSD vs. time for the NFKB-compound 9 complex (docking pose 3).
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Figure S23. Ligand RMSD vs. time for the PI3KA-compound 9 complex (docking pose 1).
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Figure S24. Ligand RMSD vs. time for the PI3KA-compound 9 complex (docking pose 2).
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Figure 525. Ligand RMSD vs. time for the PI3KA-compound 9 complex (docking pose 3).

o

RMSD (A)

¢ = !
Ul = U1 N U W

Time (ns)

—MD 1
—MD 2
—MD 3
—MD 4
—MD 5

Figure 526. Ligand RMSD vs. time for the PI3KA-compound 9 complex (docking pose 4).
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Figure 527. Ligand RMSD vs. time for the RELA-compound 9 complex (docking pose 1).
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Figure S28. Ligand RMSD vs. time for the RIPK2 -compound 9 complex (docking pose 1).
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Figure 529. Ligand RMSD vs. time for the RIPK2 -compound 9 complex (docking pose 2).
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Figure S30. Ligand RMSD vs. time for the RIPK2 -compound 9 complex (docking pose 3).
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Figure S31. Ligand RMSD vs. time for the STAT3 -compound 9 complex (docking pose 1).
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Figure S32. Ligand RMSD vs. time for the STAT3 -compound 9 complex (docking pose 2).
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Figure 533. Ligand RMSD vs. time for the STAT3 -compound 9 complex (docking pose 3).



