Table S5.  PremPDI performance. 
	Test set 
(# of mutations)
	Method
	R
	RMSE
(kcal mol-1)
	Slope

	
Prempdi
(219)
	PremPDI
	0.71
	0.86
	1

	
	PremPDI (CV1)
	0.68
	0.90
	0.94

	
	PremPDI (CV2)
	0.68
	0.90
	0.95

	
	PremPDI (CV3)
	0.63
	0.95
	0.90

	Alanine-scanning mutations
(179)
	PremPDI
	0.68
	0.87
	0.97

	
	PremPDI (CV1)
	0.64
	0.91
	0.90

	
	PremPDI (CV2)
	0.64
	0.91
	0.90

	
	PremPDI (CV3)
	0.58
	0.96
	0.87

	Non-Alanine- scanning mutations 
(40)
	PremPDI
	0.64
	0.81
	0.88

	
	PremPDI (CV1)
	0.60
	0.85
	0.82

	
	PremPDI (CV2)
	0.61
	0.85
	0.83

	
	PremPDI (CV3)
	0.58
	0.88
	0.72

	Interfacial mutations (134)
	PremPDI
	0.71
	0.86
	1.01

	
	PremPDI (CV1)
	0.68
	0.90
	0.96

	
	PremPDI (CV2)
	0.68
	0.90
	0.96

	
	PremPDI (CV3)
	0.64
	0.95
	0.89

	Non-interfacial mutations 
(85)
	PremPDI
	0.69
	0.85
	0.98

	
	PremPDI (CV1)
	0.64
	0.91
	0.91

	
	PremPDI (CV2)
	0.64
	0.91
	0.91

	
	PremPDI (CV3)
	0.59
	0.95
	0.91


R: Pearson correlation coefficient between experimental and predicted ΔΔG values. RMSE: root-mean square error. The last column shows the slope of the regression line between experimental and predicted ΔΔG values. All correlation coefficients are statistically significantly different from zero (P-value << 0.01).
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