Table 2: Single nucleotide variants (SNV) in the human thyroglobulin gene. Bioinformatic prediction (VarSome analysis tool). 
	Amino Acid change
	Revel
	DEOGEN2
	EIGEN



	EIGEN PC



	FATHMN



	FATHMN-MKL



	FATHMN-XF
	LIST-S2



	LRT



	M-CAP
	MVP
	Mutation assessor
	Mutation
Taster

	PROVEAN

	Polyphen2 HumDiv

	Polyphen2 HumVar

	PrimateAI
	SIFT
	SIFT4G
	EVE

	p.Gly77Ser
	Pathogenic
	Tolerated
	Pathogenic
	Pathogenic
	Damaging
	Damaging
	
Damaging
	Damaging
	Deleterious
	
Damaging
	
Pathogenic
	
High
	Disease causing
	
Damaging
	Probably damaging
	Probably damaging
	
Tolerated
	
Damaging
	
Damaging
	Pathogenic

	p.Ser734Ala 
	Benign
	Tolerated
	Benign
	
Benign
	Tolerated
	Neutral
	
Neutral
	Tolerated
	Neutral
	-
	-
	
Neutral
	Polymorphism
automatic
	
Neutral
	
Benign
	Benign
	
Tolerated
	
Tolerated
	
Tolerated
	Benign

	p.Pro777Leu
	Benign
	Tolerated
	Pathogenic
	Pathogenic
	Tolerated
	Damaging
	
Neutral
	Tolerated
	Neutral
	
Damaging
	
Pathogenic
	
Medium
	Disease causing
	
Damaging
	Possibly damaging
	Possibly damaging
	
Tolerated
	
Tolerated
	
Damaging
	Benign

	p.Gly815Arg 
	Benign
	Tolerated
	Benign
	
Benign
	Tolerated
	Neutral
	
Neutral
	Tolerated
	Neutral
	-
	-
	
Neutral
	Polymorphism
automatic
	
Neutral
	
Benign
	Benign
	
Tolerated
	
Tolerated
	
Damaging
	Benign

	p.Gln830Glu
	Benign
	Tolerated
	Pathogenic
	Pathogenic
	Tolerated
	Damaging
	
Damaging
	Tolerated
	Neutral
	
Damaging
	
Pathogenic
	
Medium
	Disease causing
	
Neutral
	Probably damaging
	Possibly damaging
	
Tolerated
	
Damaging
	
Damaging
	Benign

	p.Arg988Pro 
	Benign
	Tolerated
	Benign
	
Benign
	Tolerated
	Neutral
	
Neutral
	Tolerated
	Neutral
	-
	-
	
Medium
	Polymorphism
automatic
	
Neutral
	Possibly damaging
	Benign
	
Tolerated
	
Tolerated
	
Tolerated
	Uncertain

	p.Met1028Val
	Benign
	Tolerated
	Benign
	
Benign
	Tolerated
	Neutral
	
Neutral
	Tolerated
	Neutral
	-
	-
	
Neutral
	Polymorphism
automatic
	
Neutral
	
Benign
	Benign
	
Tolerated
	
Tolerated
	
Tolerated
	Benign

	p.Asp1312Gly 
	Benign
	Tolerated
	Benign
	
Benign
	Tolerated
	Neutral
	
Neutral
	Tolerated
	Neutral
	-
	-
	
Neutral
	Polymorphism
automatic
	
Neutral
	
Benign
	Benign
	
Tolerated
	
Tolerated
	
Tolerated
	Benign

	p.Thr1498Met
	Benign
	Tolerated
	Benign
	
Benign
	Tolerated
	Neutral
	
Neutral
	Tolerated
	Neutral
	-
	
Benign
	
Low
	
Polymorphism
	
Neutral
	Probably damaging
	Possibly damaging
	
Tolerated
	
Tolerated
	
Tolerated
	Uncertain

	p.Asp1838Asn 
	Benign
	Tolerated
	Benign
	
Benign
	Tolerated
	Neutral
	
Neutral
	Tolerated
	Neutral
	-
	-
	
Medium
	Polymorphism
automatic
	
Neutral
	
Benign
	Benign
	
Tolerated
	
Damaging
	
Tolerated
	Uncertain

	p.Arg1999Trp
	Benign
	Tolerated
	Benign
	
Benign
	Tolerated
	Neutral
	
Neutral
	Tolerated
	Neutral
	-
	-
	
Low
	Polymorphism
automatic
	
Neutral
	
Benign
	Benign
	
Tolerated
	
Tolerated
	Tolerated Damaging
	Benign

	p.Pro2232Leu
	Pathogenic
	Damaging
	Pathogenic
	Pathogenic
	Tolerated
	Damaging
	
Damaging
	Damaging
	Deleterious
	
Damaging
	
Pathogenic
	
High
	Disease causing
	
Damaging
	Probably damaging
	Probably damaging
	
Tolerated
	
Damaging
	
Damaging
	Pathogenic

	p.Trp2501Arg
	Benign
	Tolerated
	Benign
	
Benign
	Tolerated
	Neutral
	
Neutral
	Tolerated
	Neutral
	-
	-
	
Neutral
	Polymorphism
automatic
	
Neutral
	
Benign
	Benign
	
Tolerated
	
Tolerated
	
Tolerated
	Benign

	p.Arg2530Gln 
	Benign
	Tolerated
	Benign
	
Benign
	Tolerated
	Neutral
	
Neutral
	Tolerated
	Neutral
	-
	-
	
Neutral
	Polymorphism
automatic
	
Neutral
	
Benign
	Benign
	
Tolerated
	
Tolerated
	
Tolerated
	Benign


The amino acid positions are numbered including the 19 amino acids of the signal peptide, following the NCBI: NP_003226.4 and Uniprot: P01266 numbering.
VarSome, https://varsome.com; REVEL, https://sites.google.com/site/revelgenomics/; DEOGEN2,https://deogen2.mutaframe.com/; EIGEN, http://www.columbia.edu/~ii2135/eigen.html; EIGEN PC, http://www.columbia.edu/~ii2135/eigen.html; FATHMM, http://fathmm.biocompute.org.uk/; FATHMM-MKL, http://fathmm.biocompute.org.uk/fathmmMKL.htm; FATHMM-XF, http://fathmm.biocompute.org.uk/fathmm-xf/; LIST-S2, https://precomputed.list-s2.msl.ubc.ca/; LRT, http://genetics.wustl.edu/jflab/lrt_query.html; M-CAP,  http://bejerano.stanford.edu/MCAP/; MVP, https://github.com/ShenLab/missense; Mutation assessor, http://mutationassessor.org/r3/; Mutation Taster,  https://www.mutationtaster.org/; PROVEAN,  https://www.jcvi.org/research/provean; Polyphen2 HDIV, http://genetics.bwh.harvard.edu/pph2/; Polyphen2 HVAR, http://genetics.bwh.harvard.edu/pph2/; PrimateAI, https://github.com/Illumina/PrimateAI; SIFT, https://www.jcvi.org/research/provean; SIFT4G, https://sift.bii.a-star.edu.sg/sift4g/public/Homo_sapiens/; EVE, https://evemodel.org/
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