Table 3 Pathogenicity prediction and classification of novel variant 
	
No.
	Gene
	Nucleotiide change
	Protein change
	Polyphen-2
	SIFT
	PROVEAN
	MutationTaster
	[bookmark: OLE_LINK13]Allele frequencies
	ACGM classification

	F1
	ABCA4
	C.3323G>A
	p.Arg1108His
	D
	D
	D
	D
	0.0000
	Pathogenic（PVS1,PS3,PM1,PP1,PP3）

	
	
	C.1561delG
	p.Val521fs
	-
	-
	-
	D
	0.0000
	Pathogenic​（PVS1,PS3,PM1,PP1,PP3）

	F2
	CRB1
	c.T307C
	p.Cys103Arg
	D
	D
	D
	D
	0.0000
	Likely Pathogenic​（PM1,PM2,PP1,PP3,PP4）

	
	
	c.G2642A
	p.Arg881Gln
	B
	T
	N
	D
	0.00023
	Likely Pathogenic​（PM5,PM2,PP1,PP4）

	F3
	USH2A
	c.T11053C
	p.Trp3685Arg
	D
	D
	D
	D
	0.0000
	Likely Pathogenic（PS1,PM5,PP3,PP4）

	F4
	USH2A
	C.8559_2A>G
	p.Tyr2854Metfs*4
	-
	-
	-
	D
	0.00003
	Pathogenic（PVS1,PS3,PM4,PP1,PP3）

	F5
	RHO
	c.T70G
	p.Phe24Val
	P
	D
	D
	D
	0.0000
	Likely Pathogenic​（PM1,PM2,PP1,PP3,PP4）

	F6
	CNGA1
	C.472delC
	*p.Leu158Phe*4
	-
	-
	-
	D
	0.0000
	Pathogenic​（PVS1,PS3,PM1,PP1,PP3）

	F7
	BBS7
	C.1002delT
	*p.Lle334llefs*15
	-
	-
	-
	D
	0.0000
	Pathogenic​（PVS1,,PS3,PM1,PP1,PP3）

	F8
	CYP4V2
	c.789delT
	p.Phe264Leufs*13
	D
	D
	D
	D
	0.0000
	Pathogenic​（PVS1,PM2,PP1,PP2,PP3）

	
	
	c.802_810del
	p.Thr265fs
	-
	-
	-
	D
	0.0000
	Likely Pathogenic​（PS1,PM2,PP1,PP3）

	F9
	EYS
	c.T9477G
	p.Asp3159Glu
	P
	D
	N
	D
	0.0002
	Likely Pathogenic（PS4,PM5,PP1,PP4）

	
	
	c.A586C
	p.Lys196Gln
	D
	T
	N
	N
	0.0023
	Likely Pathogenic（PS4,PM5,PP1,PP4）

	F10
	EYS
	c.8309T>C
	p.Leu2770Pro
	D
	D
	N
	D
	0.0000
	[bookmark: OLE_LINK2]Likely Pathogenic​（PS1,PS2,PM1,PP1,PP2,PP3）​

	
	
	c.6557G>A
	p.Gly2186Glu
	P
	D
	D
	N
	0.0000
	Pathogenic（PS2,PM2,PP1,PP2,PP3）​​

	F11
	RP1
	C.2285_2289delTAAAT
	*p.Leu762Tyrfs*17
	-
	-
	- 
	D
	0.0000
	Pathogenic（PVS1,PS1,PS3,PP1,PP3）

	F12
	RPGR
	 c.3031G>T
	*p.Gly1011*
	D
	D
	D
	D
	0.0000
	Pathogenic（PVS1,PM1,PM2,PP1,PP3）

	F13
	RPGR
	C.A307G
	p.Thr103Ala
	D
	D
	D
	D
	0.0000
	Pathogenic​（PS2,PM1,PM5,PP1,PP3）

	F14
	RPGR
	C.A2308T
	p.Lys770*
	D
	D
	D
	D
	0.0000
	Pathogenic（PVS1,PM1,PM2,PP1,PP3）

	F16
	RPGR
	C.29_113del
	*p.Asp10Alafs*7
	-
	-
	-
	D
	0.0000
	Pathogenic（PVS1,PM1,PM2,PP1,PP3）

	F17
	RPGR
	C.154G>A
	p.Gly52Arg
	P
	D
	D
	D
	0.0000
	Pathogenic（PVS1,PS1,PP1,PP3）​

	F18
	RP2
	C.26_29del
	*p.Arg9fs
	-
	-
	-
	D
	0.0000
	Pathogenic（PVS1,PM1,PM2,PP1,PP3）

	F19
	RP2
	C.513G>A
	*p.Trp171*
	-
	-
	-
	D
	0.0000
	Pathogenic（PVS1,PM1,PM2,PP1,PP3）

	F20
	CACNA1F
	C.2455G>T
	*p.Giu164*
	-
	-
	-
	D
	0.0000
	Pathogenic（PVS1,PM1,PM2,PP1,PP3）


[bookmark: OLE_LINK1]※ Allele frequencies from East Asian populations Allele frequencies available with 1000 Genomes Project (1000G, http://browser.1000genomes.org).  The Polyphen-2  prediction is “C(onserved)”and“N(on-conserved).”SIFT scores is predicted as “D(Damaging)”; otherwise it is predicted as“T(Tolerated)”; Polyphen2 scores predict as“P”(possibly damaging)“B”(benign ) we regard “D” (deleterious).MutationTater has four types of predictions: “disease_causing_automatic,” “disease_causing,” “polymorphism,” and “polymorphism_automatic,” which we coded as “A,” “D,” “N,” and “P,” respectively. According to the ACGM guideline,PVS1 ：Null variant (e.g., nonsense, frameshift, canonical ±1 or 2 splice sites, initiation codon, single exon or multiexon deletion);PS1：Same amino acid changes as a previously established pathogenic variant regardless of nycleotide change;PS3: Well-established in vitro or in vivo functional studies supporting of a damaging effect on the gene or gene product;PM1: Located in a mutational hot spot and/or critica and well-established functional domain (e.g. active site of enayme) without benign variation;PM2: Absent from controls (or at extremely low frequency if recessive) in Exome Sequencing Project,1000 Genormes Project,or Exome Aggregation Consortium;PM5:Novel missense changes at an amino acid residue where a different missense change determined to be pathogenic has been seen before;PP1:Cosegregation with disease in family members; PP3:Multiple lines of computational evidence support a deleterious effect on the gene or gene product; PP4:Patient’s phenotype or family history is highly specific for a disease with a single genetic etiology.
[bookmark: _GoBack]


