Supplementary Table 1 Features and scoring threshold of webservers 
	Prediction
	Webserver
	Features
	Cut-off value

	nsSNPs
	PROVEAN
(Choi et al., 2015)
	Generates delta alignment score based on sequence homology
	-2.50*

	
	SIFT
(Vaser et al., 2016)
	Provides position specific scoring matrix based on sequence homology generated from Position Specific Iterated Blast
	0.05*


	
	PolyPhen-2
(Adzhubei et al., 2013)
	A bayesian Model based on eight sequence-based alignment via three structure-based predictive features
	0.50†


	
	SNAP2
(Bromberg et al., 2007)
	Neural network prediction based on functional and structural annotation of DNA sequences
	0†

	
	PhD-SNPg
(Capriotti & Fariselli, 2017)
	Gradient Boosting algorithm for binary classification and uses the conservation score to predict disease-mutation association

	0.50₹

	
	PANTHER
(Thomas et al., 2003)
	Construct a phylogenetic tree based on sequence conservation score, which is generated from Hidden Markov model
	0.50

	
	MutPred2
(Pejaver et al., 2017)
	A neural network prediction based on prior and posterior probabilities estimation
	0.80

	Protein stability
	CUPSAT
(Parthiban et al., 2006)
	Generate prediction model based on solvent accessibility, torsion angel and secondary structure at the mutation site
	0

	
	ProSMS
(Wang & Sauer, 2010)
	Predict based on the existing protein structure
	0

	
	MUpro
(Cheng et al., 2006)
	Predict the protein stability changes based on structural and sequence via support vector machines
	0

	
	DUET
(Pires et al., 2014)
	A supervised learning approach that combines the results of complementary approach of site directed mutator and cutoff mutation scanning matrix via support vector machine
	0

	Disease-association
	PMut
(Ferrer-Costa et al., 2005)
	Neural network-based classifier of Random Forest model

	0.50₹

	
	SNPs&GO
(Capriotti et al., 2013)
	A binary classifier based on protein functional annotation using Support Vector Machine
	0.50

	Conservation score
	Consurf-DB (Pejaver et al., 2017)

	Precompute evolutionary conservation profiles for proteins with experimentally determined structures available in the PDB
	0.0001§


*Lesser than the predefined thresholds represent deleterious, otherwise neutral; †More than the predefined thresholds indicate deleterious/have effect, otherwise neutral; ₹Scored higher than the predefined thresholds means pathogenic; otherwise benign. 
§Measured as E-value.

