	Table S1. Presumed pathogenic RS1 variants identified in this study and analysis of the variants by predictive programs

	Exon/ intron
	Nucleotide change
	Protein effect
	allele frequency
	MT
	SIFT
	PP-2
	NetGene2
	BDGP
	HSF
	ExAC
	1000G
	MAF
	ACMG
	Source

	1
	del exon1
	
	1
	DC
	-
	-
	-
	-
	-
	-
	-
	-
	PA
	16

	1
	c.52+2_3 ins tgaaggt 
	
	1
	DC
	-
	-
	B
	SC
	SC
	-
	-
	-
	PA
	18

	1
	c.52+1g>c
	
	1
	DC
	-
	-
	SC
	SC
	SC
	-
	-
	-
	PA
	Novel

	1
	c.52+1g>t 
	
	1
	DC
	-
	-
	SC
	SC
	SC
	-
	-
	-
	PA
	9

	2
	c.78+5G>T
	
	1
	DC
	-
	-
	SC
	B
	SC
	-
	-
	-
	LP
	18

	3
	c.98G>A
	p.W33X
	1
	DC
	-
	-
	-
	-
	-
	-
	-
	-
	PA
	18

	3
	c.176G>A 
	p. C59Y 
	1
	DC
	T
	PD
	-
	-
	-
	-
	-
	-
	PA
	13

	4
	c.196C>A
	p.H66N
	1
	DC
	D
	PD
	-
	-
	-
	-
	-
	-
	PA
	Novel

	4
	c.208G>A 
	p.G70S 
	2
	DC
	D
	PD
	-
	-
	-
	-
	-
	-
	PA
	9

	4
	c.214G>A 
	p.E72K
	4
	DC
	T
	PD
	-
	-
	-
	0.00001
	-
	0.00001
	PA
	9

	4
	c.214G>C 
	p.E72Q 
	1
	DC
	D
	PD
	-
	-
	-
	0
	-
	0.00001
	PA
	15

	4
	c.242T>A
	p.I81N  
	1
	DC
	D
	PD
	-
	-
	-
	-
	-
	-
	PA
	15

	4
	c.276G>A 
	p.W92X
	1
	DC
	-
	-
	-
	-
	-
	-
	-
	-
	PA
	10

	4
	c.276G>T 
	p.W92C
	1
	DC
	D
	PD
	-
	-
	-
	-
	-
	-
	PA
	18

	4
	c.288G>C 
	p.W96C
	1
	DC
	D
	PD
	-
	-
	-
	-
	-
	-
	PA
	9

	4
	c.292_293del
	p.A98Kfs*22
	1
	DC
	-
	-
	SC
	SC
	SC
	-
	-
	-
	PA
	Novel

	4
	c.304C>T 
	p.R102W
	2
	DC
	D
	PD
	-
	-
	-
	0.0001522
	-
	0.00001
	PA
	10

	4
	c.305G>A 
	p.R102Q
	3
	DC
	D
	PD
	-
	-
	-
	-
	-
	-
	PA
	9

	4
	c.311A>G 
	p.N104S
	1
	DC
	D
	PD
	-
	-
	-
	-
	-
	-
	LP
	Novel

	4
	c.317_326+21del
	
	1
	DC
	-
	-
	SC
	SC
	SC
	-
	-
	-
	PA
	Novel

	4
	c.326+1_326+3delinsT
	
	1
	DC
	-
	-
	SC
	SC
	SC
	-
	-
	-
	PA
	Novel

	5
	c.327-2A>G
	
	1
	DC
	-
	-
	B
	SC
	SC
	-
	-
	-
	PA
	9

	5
	c.370C>T
	p.Q124X
	2
	DC
	-
	-
	-
	-
	-
	-
	-
	-
	PA
	18

	5
	c.327-14_410del
	
	1
	DC
	-
	-
	SC
	SC
	SC
	-
	-
	-
	PA
	Novel

	5
	c.330del
	p.C110Wfs*16
	1
	DC
	-
	-
	
	
	
	-
	-
	-
	PA
	18

	5
	c.334T>C 
	p.W112R
	1
	DC
	D
	PD
	-
	-
	-
	-
	-
	-
	PA
	Novel

	5
	c.375_378del 
	p.D126X
	2
	DC
	-
	-
	-
	-
	-
	-
	-
	-
	PA
	9

	5
	c.383_385del
	p.E129Ifs*139 
	1
	DC
	-
	-
	-
	-
	-
	-
	-
	-
	PA
	13

	5
	c.421C>T 
	p.R141C 
	1
	DC
	D
	PD
	-
	-
	-
	-
	-
	-
	PA
	10

	5
	c.422G>A 
	p.R141H
	3
	DC
	T
	PD
	-
	-
	-
	-
	-
	-
	PA
	9

	5
	c.425G>A 
	p.C142Y
	1
	DC
	T
	PD
	-
	-
	-
	-
	-
	-
	PA
	Novel

	5
	c.433G>C 
	p.D145H
	1
	DC
	D
	PD
	-
	-
	-
	-
	-
	-
	PA
	18

	5
	c.436G>A 
	p.E146K
	1
	DC
	T
	PD
	-
	-
	-
	-
	-
	-
	PA
	9

	5
	c.441G>A 
	p.W147X
	1
	DC
	-
	-
	-
	-
	-
	-
	-
	-
	PA
	19

	5
	c.443T>A
	p.M148K
	1
	DC
	D
	B
	-
	-
	-
	-
	-
	-
	LP
	Novel

	5
	c.451T>C
	p.Y151H
	1
	DC
	D
	PD
	-
	-
	-
	-
	-
	-
	PA
	18

	5
	c.466A>G 
	p.R156G 
	1
	DC
	D
	B
	-
	-
	-
	-
	-
	-
	PA
	20

	5
	c.467_468insG
	p.T157Dfs*3
	1
	DC
	-
	-
	SC
	SC
	SC
	-
	-
	-
	PA
	Novel

	5
	c.489del
	p.W163X 
	3
	DC
	-
	-
	-
	-
	-
	-
	-
	-
	PA
	18

	5
	c.489G>A  
	p.W163X 
	1
	DC
	-
	-
	-
	-
	-
	-
	-
	-
	PA
	13

	5
	c.491_493delinsAATC 
	p.I164Kext 38
	1
	DC
	-
	-
	-
	-
	-
	-
	-
	-
	PA
	18

	5
	c.496T>C
	p.Y166H
	1
	DC
	D
	PD
	-
	-
	-
	-
	-
	-
	PA
	15

	5
	c.499A>G 
	p.K167E 
	1
	DC
	T
	PD
	-
	-
	-
	-
	-
	-
	PA
	18

	5
	c.505C>T 
	p.Q169X
	2
	DC
	-
	-
	-
	-
	-
	-
	-
	-
	PA
	Novel

	5
	c.511 G>A
	 p.G171R 
	1
	DC
	-
	-
	-
	-
	-
	-
	-
	-
	PA
	Novel

	6
	c.545G>T 
	p.R182L
	1
	DC
	T
	PD
	-
	-
	-
	-
	-
	-
	LP;
	Novel

	6
	c.575C>T 
	p.P192L 
	1
	DC
	D
	PD
	-
	-
	-
	-
	-
	-
	PA
	12

	6
	c.578C>T
	p.P193L
	1
	DC
	D
	PD
	-
	-
	-
	-
	-
	-
	PA
	6

	6
	c.579_580insC 
	p.X225Lext 38
	1
	DC
	-
	-
	-
	-
	-
	-
	-
	-
	PA
	14

	6
	c.580A>T 
	p.I194F
	1
	DC
	T
	PD
	-
	-
	-
	-
	-
	-
	LP
	18

	6
	c.581T>A
	p.I194N
	1
	DC
	D
	PD
	-
	-
	-
	-
	-
	-
	PA
	12

	6
	c.589C>T
	p.R197C
	1
	DC
	D
	PD
	-
	-
	-
	-
	-
	-
	PA
	18

	6
	c.590G>A
	p.R197H
	2
	DC
	D
	PD
	-
	-
	-
	0.00001
	-
	-
	PA
	9

	6
	c.598C>T 
	p.R200C
	3
	DC
	D
	PD
	-
	-
	-
	-
	-
	0.000008
	PA
	11

	6
	c.599G>A
	p.R200H
	1
	DC
	D
	PD
	-
	-
	-
	-
	-
	-
	PA
	9

	6
	c.607C>T 
	p.P203S
	1
	DC
	D
	PD
	-
	-
	-
	-
	-
	-
	LP
	Novel

	6
	c.608C>A 
	p.P203Q
	2
	DC
	D
	PD
	-
	-
	-
	-
	-
	-
	LP
	Novel

	6
	c.608C>T 
	p.P203L 
	1
	DC
	D
	PD
	-
	-
	-
	-
	-
	-
	PA
	18

	6
	c.623T>C
	p.V208A
	1
	DC
	T
	PD
	-
	-
	-
	-
	-
	-
	LP
	Novel

	6
	c.625C>T
	p.R209C
	1
	DC
	D
	PD
	-
	-
	-
	-
	-
	-
	PA
	11

	6
	c.626G>A 
	p.R209H
	3
	DC
	T
	PD
	-
	-
	-
	-
	-
	-
	PA
	6

	6
	c.631G>A 
	p.A211T
	1
	DC
	T
	PD
	-
	-
	-
	-
	-
	-
	PA
	13

	6
	c.637C>T 
	p.R213W 
	4
	DC
	D
	PD
	-
	-
	-
	-
	-
	-
	PA
	15

	6
	c.638G>A
	p.R213Q
	1
	DC
	D
	PD
	-
	-
	-
	-
	-
	-
	PA
	12

	6
	c.652G>A 
	p.E218K
	1
	DC
	D
	B
	-
	-
	-
	-
	-
	-
	PA
	19

	6
	c.656G>A
	p.C219Y
	1
	DC
	D
	PD
	-
	-
	-
	-
	-
	-
	PA
	Novel


	6
	c.667T>C 
	p.C223R
	1
	DC
	D
	PD
	-
	-
	-
	-
	-
	-
	PA
	13

	 4-6
	del exon4-6
	　
	1
	-
	-
	-
	-
	-
	-
	-
	-
	-
	PA
	19

	Abbreviations: ACMG, classification of variants according to American College of Medical Genetics; B, Benign; D, Damaging; DC, Disease causing; LP, Likely pathogenic;; P, Polymorphism; PA, Pathogenic; PD, Probably or possibly damaging; SC, Splice site changed; T, Tolerated; MAF, Minor allele frequency.


