	Table 3.       Modelling the Activity (IC50) of Covid-Moonshot compounds (387) measured with the Fluorescence assay

	A.-Creation of models and evaluation of models’ performance on the Train set (388), ( 20-fold cross-validation with 3 repeats)

	Models
	R2CV
	[bookmark: _Hlk108685956]‡R2CV
	RMSECV
	Pearson correlation  (resubstitution)
	model summary & parameters 

	*RF  (rf)
	0.44
	0.49
	0.33
	0.97
	ntree=1500, mtry=9

	*XGB (xgbTree)
	0.46
	0.49
	0.33
	0.90
	nrounds = 500, max_depth = 2, eta = 0.025, gamma = 0,1
colsample_bytree = 0.4, min_child_weight = 1, subsample = 0.79

	*SVM (svmRadial)
	0.40
	0.51
	0.32
	0.91
	sigma=0.01018516, C=4

	*NN (neuralnet)
	-0.18
	0.30
	0.44
	0.94
	layer1=10 nodes, layer2=5, layer3=1

	Β.-Creation of stacked models

	Creation of the stacked model RFEnsembleX by combining the predictions of models  on the Train set with Random Forest (rf)
(20-fold cross-validation with 3 repeats)

	Stacked model 
(rf)
	R2CV
	‡R2CV
	RMSECV
	Pearson correlation
(resubstitution) 
	model summary & parameters

	RFEnsembleX
(XGB+NN)
	0.93
	0.94
	0.10
	0.99
	mtry=2

	C.-Evaluation of Models’ Performance on the Test set ( 97 compounds)

	Models
	R2
	‡R2
	RMSE
	Pearson correlation 

	RF1
	0.50
	0.73
	0.32
	0.85

	XGB
	0.55
	0.66
	0.30
	0.81

	SVM
	0.66
	0.71
	0.27
	0.84

	NN
	0.54
	0.57
	0.31
	0.76

	RFEnsembleX
	0.66
	0.70
	0.26
	0.84

	D.-Predictions on the External Validation set ( 6 compounds) with the RFEnsembleX ensemble model

	Compound
	     Observed f_avg_ IC50                                                      Predicted f_avg_IC50

		[image: Diagram
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Paxlovid
	NA
	15.14
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Molnupiravir
	NA
	96.14
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Chloroquine
	NA
	87.03
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Hydroxychloroquine
	NA
	86.86
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Remdesivir
	NA
	35.00

	[image: Diagram

Description automatically generated]
Omipalisib
	NA
	11.14
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Compound 539
	2.5
	3.72
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Compound 185
	5.66
	3.32
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