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Source: Gérpon A. Hands On Machine Learning with Scikit-Learn, Keras & TensorFlow. 2nd Ed. Sebastopol: O’Reilly

Media, Inc., 2019. 819 p.

Regression model prediction

ŷ = 0 + 1 x1 + 2 x2 + … + n xn

ŷ is the predicted value

j is the jth model parameter

xi is the ith feature value

n is the number of features
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~1063 molecules

Source: Bohacek RS, McMartin C, Guida WC. The art and practice of structure-based drug design: a molecular

modeling perspective. Med Res Rev. 1996; 16(1):3–50.
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Systems approach

Source: Bohacek RS, McMartin C, Guida WC. The art and practice of structure-based drug design: a molecular

modeling perspective. Med Res Rev. 1996; 16(1):3–50.
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Definition of sub-spaces

Source: Bohacek RS, McMartin C, Guida WC. The art and practice of structure-based drug design: a molecular

modeling perspective. Med Res Rev. 1996; 16(1):3–50.
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Natural product space

Source: Bohacek RS, McMartin C, Guida WC. The art and practice of structure-based drug design: a molecular

modeling perspective. Med Res Rev. 1996; 16(1):3–50.
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Drug space

Source: Bohacek RS, McMartin C, Guida WC. The art and practice of structure-based drug design: a molecular

modeling perspective. Med Res Rev. 1996; 16(1):3–50.
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Source: Bohacek RS, McMartin C, Guida WC. The art and practice of structure-based drug design: a molecular

modeling perspective. Med Res Rev. 1996; 16(1):3–50.
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CDK2 inhibitor space
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Source: Han X, Sit A, Christoffer C, Chen S, Kihara D. A global map of the protein shape universe. PLoS Comput

Biol. 2019; 15(4):e1006969.
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Source: de Azevedo WF. Protein-Ligand Interactions: High-Resolution Structures of CDK2. Curr Drug Targets.
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Scoring Functions  p-value1 R2 p-value2
Free Energya -0.133 0.7324 0.204 0.2227
Final Intermolecular Energya 0.133 0.7324 0.204 0.2228
vdW+Hbond+desolv Energya 0.133 0.7324 0.204 0.2228
Electrostatic Energya 0.533 0.1392 0.376 0.0789
Final Total Internal Energya -0.133 0.7324 0.089 0.4365
Torsional Free Energya 0.068 0.8630 0.000 0.9792
Plants Scoreb 0.183 0.6368 0.001 0.9348
MolDock Scoreb 0.217 0.5755 0.010 0.7950
Rerank Scoreb 0.333 0.3807 0.007 0.8336
Interaction Scoreb 0.367 0.3317 0.013 0.7698
Protein Scoreb 0.367 0.3317 0.025 0.6839
Water Scoreb -0.569 0.1098 0.395 0.0699
Internal Scoreb 0.033 0.9322 0.001 0.9369
Electrostatic Scoreb 0.548 0.1269 0.204 0.2218
Electrostatic Long Scoreb -0.548 0.1269 0.204 0.2218
H-Bond Scoreb 0.650 0.0581 0.512 0.0301
Ligand Efficiency 1 Scoreb 0.150 0.7001 0.024 0.6935
Ligand Efficiency 3 Scoreb 0.283 0.4600 0.023 0.6968
Affinity Scorec -0.067 0.8647 0.117 0.3669
Gauss1 Scorec -0.367 0.3317 0.120 0.3603
Gauss2 Scorec -0.283 0.4600 0.018 0.7297
Repulsion Scorec -0.700 0.0358 0.240 0.1804
Hydrophobic Scorec 0.100 0.7980 0.002 0.9157

0.0993Hydrogen Scorec -0.583 0.0992 0.340
Taba (3 variables, d 4.5 Å) 0.783 0.01252 0.794 0.0107

Predictive performance of scoring functions (test set). aAutoDock 4, bMolegro Virtual Docker (MVD), cAutoDock Vina. p-value1 and p-value2 are related to ρ and R,

respectively.
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• Sixty-four regression methods

• AutoDock Vina 1.2.3 force field

• Open source

Available at: https://github.com/azevedolab
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Our machine learning

models generalize better

than the AutoDock Vina

scoring function, which has

an r2 = 0.00909986.

SAnDReS-Statistical Analysis of Docking Results and Scoring functions
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Final Remarks

• Taba and SAnDReS allow us to explore the 

Scoring Function Space with efficiency;

• We may use Taba and SAnDReS to generate a 

database of scoring functions – SF database;

• We believe that the Scoring Function Space could 

be a game-changer for drug development.
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