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Table S1. Cross-docking scores obtained with the six scoring functions tested.

Vina

4JvVC 4JVD 4JVI 6BSA 6Q7U 6Q7V 6Q7W 6TPR 6Z07 6717 6Z5K 6YZ3

4JVD NNQ | -7.20 -7.20 -7.10 -7.30 -7.70 -7.30 -7.50 -7.70 -7.50 -7.50 -7.50 -7.60
4JVI QZN | -7.50 -9.80 -7.80 -7.90 -9.90 -7.80 -8.00 -7.60 -7.30 -7.50 -7.60 -7.80

6BSA Meo4 -9.00 -9.10 -9.00 -9.90 -9.40 -8.70 -9.20 -9.30 -8.10 -7.80 -7.80 -8.10
6Q7U HLH | -6.70 -7.00 -7.20 -7.00 -8.00 -7.00 -7.30 -7.60 -7.70 -7.80 -7.40 -8.10
6Q7V HLK | -8.10 -8.20 -7.90 -8.50 -8.90 -8.60 -8.00 -8.30 -7.50 -7.50 -7.90 -7.60
6Q7W HLQ | -7.60 -7.60 -8.10 -8.10 -8.60 -7.60 -7.50 -8.10 -7.20 -7.30 -7.60 -7.40
6TPR NV5 -9.20 -9.30 -9.70 -10.40 -9.90 -8.60 -9.40 -9.80 -7.10 -7.20 -7.60 -7.90
6Z07 Q4E -4.30 -7.50 -7.70 -9.50 -7.20 -8.60 -7.80 -9.50 -7.60 -7.70 -7.90 -8.20

6717 Q4W | -4.40 -7.40 -7.90 -8.60 -6.70 -7.90 -7.60 -10.00 -7.50 -7.50 -7.90 -8.20

6Z5K QAE | -4.80 -7.00 -7.50 -9.60 -7.10 -8.50 -7.70 -9.20 -7.20 -7.20 -7.40 -7.80
6YZ3 Q25 -4.50 -7.50 -8.00 -9.70 -7.20 -8.00 -7.70 -9.80 -7.20 -7.60 -7.60 -8.00

LeDock

4JvC 4JVD 4JV1 6BSA 6Q7U 6Q7V 6Q7W 6TPR 6Z07 6717 6Z5K 6YZ3

4JVD NNQ | -5.08 -5.06 -5.15 -5.49 -5.32 -4.91 -5.23 -5.11 -5.64 -5.83 -6.04 -6.13
4JV1 QZN | -6.27 -6.19 -6.44 -6.92 -6.25 -5.97 -6.75 -5.66 -5.81 -5.97 -6.68 -6.76




6BSA Me64 -8.40 -6.90 -7.26 -7.87 -8.30 -8.07 -7.36 -7.80 -5.97 -6.44 -6.91 -6.97
6Q7U HLH -4.76 -4.77 -4.95 -5.24 -4.98 -4.73 -5.15 -4.98 -5.31 -5.94 -5.97 -6.03
6Q7V HLK | -5.69 -6.37 -5.78 -6.23 -6.15 -5.88 -6.23 -5.97 -5.42 -6.05 -6.30 -6.27
6Q7W HLQ -6.19 -6.17 -6.29 -6.44 -6.59 -6.14 -6.04 -5.89 -5.22 -5.44 -5.95 -6.12
6TPR NV5 | -6.98 -7.70 -6.39 -7.64 -7.38 -7.20 -8.03 -7.18 -5.05 -5.66 -6.10 -6.23
67207 Q4E -3.31 -4.78 -6.01 -7.64 -4.58 -6.58 -6.02 -6.45 -5.40 -5.63 -6.14 -6.05
6717 Q4W | -3.32 -5.23 -6.33 -8.38 -4.74 -6.04 -6.67 -6.96 -5.75 -6.00 -6.58 -6.26
6Z5K QAE | -3.30 -5.29 -6.40 -7.60 -4.8 -5.73 -6.16 -6.89 -5.39 -5.77 -6.25 -6.09
6YZ3 Q25 -3.28 -5.18 -6.56 -7.58 -4.77 -5.74 -5.94 -6.70 -5.33 -5.56 -6.13 -6.07
CHEMPLP
4JvVC 4JVD 4JVI 6BSA 6Q7U 6Q7V | 6Q7W | 6TPR | 6Z07 6717 6Z5K | 6YZ3
4JVD NNQ 62.09 61.31 63.41 67.70 65.77 66.06 | 6795 | 6798 | 53.17 58.96 68.64 | 7291
4JVI QZN 71.07 68.84 67.23 75.11 72.53 69.56 | 7436 | 67.83 | 58.28 57.54 69.46 | 72.89
6B8A Me64 85.59 78.33 84.79 89.29 86.21 7993 | 83.48 | 81.86 | 68.13 66.34 76.52 80.6
6Q7U HLH 54.28 53.30 54.45 59.92 64.38 60.58 | 60.26 | 59.95 | 56.46 54.85 70.67 | 68.83
6Q7V HLK 58.78 57.29 57.26 59.59 58.36 61.11 | 63.43 | 55.03 | 61.67 60.89 70.69 | 72.26
6Q7W HLQ 67.57 66.06 65.66 69.42 67.04 63.14 | 69.53 | 63.51 | 57.50 60.05 71.86 | 74.33
6TPR NV5 73.76 82.01 81.87 95.86 86.80 7995 | 84.02 | 84.78 | 54.41 59.58 70.63 | 77.16
6207 Q4E 36.35 63.76 72.26 81.83 58.04 61.02 | 66.39 | 8452 | 61.42 63.58 75.00 | 80.88
6717 Q4w 36.04 69.41 70.72 78.30 56.09 56.09 | 63.31 | 80.02 | 59.86 60.55 75.17 | 78.93
6Z5K QAE 42.04 64.79 71.27 85.47 59.02 57.86 | 6494 | 82.87 | 59.63 61.10 7484 | 77.03
6YZ3 Q25 41.35 64.08 72.96 91.05 56.69 60.03 | 6594 | 8525 | 59.44 62.19 73.16 | 77.13
GoldScore
4JVC 4JVD | 4JVI 6BSA 6Q7U 6Q7V | 6Q7W | 6TPR | 6Z07 67217 6Z5K | 6YZ3
4JVD NNQ 56.25 54.80 | 55.82 55.77 52.66 47.76 54.4 5492 | 52.60 57.29 56.43 | 60.30
4JV1 QZN 56.75 61.98 | 62.01 64.44 52.14 51.71 | 58.95 | 53.00 | 51.04 51.49 58.48 | 60.53




6BSA Mo64 73.57 69.82 72.26 76.77 68.40 70.76 70.04 71.56 56.73 53.93 61.64 | 64.94
6Q7U HLH 49.42 46.56 | 51.66 50.59 47.06 48.62 | 51.15 | 49.83 | 58.39 63.61 5459 | 59.26
6Q7V HLK 50.25 51.81 49.37 54.93 48.17 49.27 49.56 45.58 53.51 51.64 59.25 | 58.64
6Q7W HLQ 46.03 49.32 | 44.24 49.13 50.31 48.63 | 47.11 | 55.24 | 54.88 53.77 61.76 | 60.73
6TPR NV5 70.97 65.11 68.86 79.12 65.91 74.45 70.11 75.15 51.76 60.15 5756 | 57.14
6207 Q4E 30.07 54.87 | 58.81 73.51 52.89 52.89 | 51.19 | 73.58 | 53.88 56.44 59.80 | 59.98
6717 Q4w 28.74 5499 | 59.96 73.43 53.37 49.71 | 51.38 | 73.69 | 57.26 55.68 62.71 | 65.23
6Z5K QAE 31.29 54.09 | 57.26 73.50 57.35 48.69 | 52.16 | 71.04 | 54.14 59.88 65.56 | 61.80
6YZ3 Q25 31.66 53.9 58.95 73.63 58.10 50.78 | 52.37 | 73.24 | 51.61 49.26 60.29 | 59.16
ChemScore
4JvVC 4JVD | 4JVI 6BSA 6Q7U 6Q7V | 6Q7W | 6TPR | 6Z07 6717 6Z5K | 6YZ3
4JVD NNQ | 33.67 3354 | 3444 34.66 30.05 33.80 | 36.57 | 3397 | 24.18 27.72 33.92 | 34.75
4JV1 QZN | 33.99 3098 | 36.02 34.35 30.59 3091 | 34.80 | 32.23 | 23.80 27.61 34.04 | 35.11
6BSA Mo4 34.64 32.89 | 35.30 37.39 34.51 32.07 | 31.16 | 35.78 28.6 30.63 32.92 | 34.96
6Q7U HLH | 29.57 29.41 31.17 30.39 23.63 30.81 | 31.53 | 28.99 | 25.73 27.43 31.97 | 33.19
6Q7V HLK | 24.65 2441 | 2553 25.05 27.92 25.15 | 25.01 | 24.16 | 27.12 29.12 33.57 | 35.35
6Q7W HLQ | 27.58 28.04 | 28.56 29.00 25.37 2732 | 27.65 | 28.22 | 26.18 30.07 32.54 | 33.83
6TPR NV5 33.99 32.60 | 3347 39.59 31.97 37.08 | 35.67 | 34.11 | 27.03 28.48 3448 | 34.93
6207 Q4E 19.50 33.85 | 31.70 34.33 30.65 25.07 | 2792 | 3492 | 27.33 29.17 32.61 | 34.73
6Z17 Q4W | 20.95 35.89 | 3453 33.72 32.01 2531 | 28.67 | 3541 | 26.57 30.82 3453 | 353
6Z5K QAE | 20.66 3352 | 31.58 36.00 30.36 2443 | 27.38 | 35.69 | 25.56 30.32 32.65 | 35.02
6YZ3 Q25 20.19 34.03 | 32.27 38.53 30.08 2438 | 27.82 | 3648 | 26.90 29.09 32.64 | 34.24
ASP
4JVC 4JVD 4JVI 6B8A 6Q7U 6Q7V | 6Q7W | 6TPR | 6Z07 6717 6Z5K | 6YZ3
4JVD NNQ 27.04 27.14 26.91 29.53 27.6 2713 | 27.15 | 2745 | 29.94 28.46 31.59 | 32.81




4JVI QZN 30.50 30.58 33.77 33.12 31.33 29.84 | 2997 | 31.21 | 29.84 28.09 31.89 | 33.85
6BSA Meo4 41.90 40.71 41.85 47.36 46.78 39.24 | 38.05 | 40.65 | 30.92 30.51 33.43 | 34.95
6Q7U HLH 24.30 23.72 24.83 26.19 29.67 24.07 | 23.78 | 2498 | 30.56 29.10 32.40 | 33.46
6Q7V HLK 27.09 27.85 28.40 28.50 24.37 28.7 28.24 | 2647 | 29.77 29.44 31.88 | 33.34
6Q7W HLQ 31.27 32.32 31.09 32.44 30.45 31.22 | 3278 | 31.26 | 28.59 28.07 30.52 | 32.60
6TPR NV5 32.54 34.13 37.49 35.94 38.22 33.15 | 3342 | 36.23 | 30.45 28.59 32.46 | 33.47
6207 Q4E 11.47 27.48 31.00 40.65 24.87 2932 | 3223 | 3443 | 3043 29.19 3296 | 33.93
6717 Q4w 11.51 27.55 30.49 41.03 24.84 2737 | 31.22 | 33.07 | 31.89 30.01 33.33 | 33.95
6Z5K QAE 11.42 27.63 31.43 43.13 24.77 28.34 | 3196 | 35.80 | 30.02 29.08 33.11 | 33.41
6YZ3 Q25 11.48 27.69 31.57 42.74 25.40 2892 | 3212 | 3523 | 29.73 28.86 32.88 | 34.22




Table S2. Summary of the MD simulations results on the replicas performed for the top 5 MvfR-FDA complexes. Average protein RMSD values (A), average ligand RMSD (A),

Average MvfR-ligand complex SASA (A2), Percentage of SASA for the buried ligand, average number of ligand hydrogen bonds.

Percentage
Average Average of ] Average .
ID Proteigno Ligan%:l SASA (A2) Pfit;::(;ﬂ numbefH (l?cca;lt/):rr::l) Main Contributors (kcal/mol)
RMSd (A) RMSD SASA bonds
Buried (%)

2302 2.7+0.4 3448+27.0 | 704+002 | 05=0.6 701+0.3 | TYR258 (-4.9), ILE186 (-4.3), ILE236 (-2.9)
Venetoclax 2.7+02 29+0.4 307.8+423 | 7224004 | 0406 64.1+03 | TYR258 (-3.6), ILE186 (-3.3), ILE236 (-2.5)
22402 29+0.2 35284332 | 685+003 | 04+05 662+02 | TYR258 (-4.6), ILE186 (-3.2), ILE236 (-3.1)
_ 22402 23+0.2 2989+283 | 7234003 | 1.1+0.8 58.6+0.3 | ILE186 (-4.2), ILE236 (-3.1), TYR258 (-3.1)
I“dgcya“me 22+02 24402 2835+320 | 73.6+0.03 | 1.0=0.7 592403 | ILE186 (-4.1), ILE236 (-3.3), TYR258 (-3.2)
reen 2.6+ 0.4 23+03 2794+329 | 7414003 | 0.8+0.6 553+0.3 | ILE186 (-3.3), ILE236 (-3.1), TYR258 (-3.0)
20+02 1.7 +0.4 1052+232 | 86.8+0.03 | 0.1+03 481+02 | ILE186 (-2.4), LEU208 (-2.1), ILE236 (-3.4)
Nilotinib 22+02 0.9+0.1 716+186 | 91.0+002 | 03+04 533+02 | ILE186 (-2.7), LEU208 (-1.7), ILE236 (-3.8)
27405 1.0+0.2 847232 | 89.3+003 | 01+03 507+02 | ILE186 (-2.6), LEU208 (-1.5), ILE236 (-3.7)
23+03 1.6+0.4 1353+40.5 | 823+0.1 | 003+02 | -44.6+02 | ILE236(-3.2), ILE186 (-2.4), LEU208 (-2.3)
Cabozantinib | 2.3+0.3 1202 1474+463 | 807+01 | 03+04 431+02 | ILE236(-3.2), ILE186 (-2.5), LEU208 (-2.4)
23+02 14+0.1 104.6+25.0 | 86.4+0.03 | 002+0.1 | -479%02 | ILE236(-3.4), ILE186 (-1.4), LEU208 (-2.1)
22+02 22404 2288+356 | 73.8+0.04 | 00402 | -432x02 | ILE236(-2.8), LEU207 (-2.4), [LE263 (-2.0)
Montelukast 22+02 2.6+04 231.9+484 | 733+0.1 | 0204 449+03 | ILE236 (-3.1), LEU207 (-2.3), ILE263 (-2.2)
22+02 25+04 2612384 | 7024004 | 02+04 41.0+0.2 | ILE236 (-2.9), LEU207 (-2.7), ILE263 -2.0)




