Supporting InformationRELIABILITY OF CoMFA MODELS: EFFECTSOF DATA SCALING AND VARIABLESELECTION USING A SET OF HUMANSYNOVIAL FLUID PHOSPHOLIPASE A2INHIBITORS.Angel R. Ortiz*�#, Manuel Pastor⁄#, Albert Palomer�, Gabriele Cruciani⁄, FedericoGago#, Rebecca C. Wade*�

2Table 1. Details of GRID (version 11) calculations.AlignmentCa atoms of modeled ligand-receptor complexesChargesESP/MNDOProbesCH3 and H+Electrostatic cutoff (kcal/mol)30.0Van der Waals cutoff (kcal/mol)30.0Relative dielectric constant4Grid spacing (�)2Box size26 x 28 x 22Number of variables6720

CH3 = Methyl probe (r=1.95�; q=0.0e); H+ = Proton probe (r=0.00�; q=1.0e)Table 2. Block unscaled weights for X-matrices with different dielectric modelsX-MatrixBlock unscaled weights dielectricstericelectrostaticmodelafieldfieldC1.5540.796R1.5480.795W1.0290.972H1.1060.919 aDielectric model: C: constant (e = 4); R: distance dependent; W: Warshel model; H:Hingerty model.

2Table 3. Predictive performance for the initial X-matrices without application ofvariable selectiona.MethodbLVcSDEC(%)R2SDEP(%)Q2Xseld

C-N213.240.6421.190.0774775C-A120.410.1421.960.0093803C-B212.420.6820.680.1214775R-N115.970.4720.640.1244599R-A47.460.8821.600.0414599R-B212.030.7021.120.0834599W-N210.660.7621.160.0804600W-A311.120.7421.370.0624600W-B211.060.7421.330.0654600H-N210.300.7821.030.0914600H-A47.290.8921.520.0484600H-B211.440.7321.210.0724600 aA minimum standard deviation sigma cutoff of 0.05 was used to filter out variables ofvery low variance before statistical analysis.bDielectric model: C: constant (e = 4); R: distance dependent; W: Warshel; H: Hingerty.Variable scaling procedure: N: No scaling; A: Autoscaling; B: Block scaling.cNumber of latent variablesdNumber of selected X variables in the modelTable 4. Predictive performance of regression models obtained with a cutoff value of5 kcal/mol for the computed interaction fieldsa.MethodLVSDEC(%)R2SDEP(%)Q2Xsel

N-T-C120.170.1621.79 0.02092216.490.4419.89 0.187313.950.6019.42 0.224412.220.6918.95 0.261510.940.7919.62 0.208B-T-C119.230.2421.37 0.061171216.820.4120.16 0.164315.190.5223.20-0.105412.700.6625.46-0.3315 9.820.8027.72-0.579 aKey as for Table 3 with T denoting use of the Q2-GRS variable selection method.

3Table 5. Effect of grid spacing on predictive performance for the Q2-GRS variableselection methoda.SpacingbLVSDEC(%)R2SDEP(%)Q2Xsel

1022.060.0023.10-0.09199116.730.4219.970.18212.110.7017.690.36311.080.7516.520.44410.220.7817.250.3959.150.8318.590.292022.060.0023.10-0.09133114.870.5418.910.27210.920.7515.430.5138.780.8414.260.5847.370.8913.540.6256.770.9013.440.63 a Key as for Tables 3 and 4. The N-T-C matrix was used and the Q2-cutoff was set to0.1 for selecting small boxes for the final model.bGrid spacing (in �) used in the small sub box calculations (see methods fordescription). In both cases, final PLS models were obtained with a 2 � grid spacing.