Additional Table 1 Sequences of PCR primers used in this study

	
	Sequence (5'->3')
	Template strand
	Length (bp)
	Start

Position
	Stop Position
	Tm 

(°C)
	GC%
	Self complementarity
	Self 3' complementarity

	KDM6A-F/R (for verifying KDM6A c.3521G>A variant)

	Forward primer
	CTG GGA GGA GGA GGA AAG GA
	Plus
	20
	3589
	3608
	59.96
	60.00
	2.00
	0.00

	Reverse primer
	CAG CCA ATA GCC TGA ACC CA
	Minus
	20
	4075
	4056
	60.03
	55.00
	6.00
	0.00

	Product length
	487
	
	
	
	
	
	
	
	

	KDM6A-RT-3F/3R (for RT-PCR)

	Forward primer
	TGG GAG GAG GAG GAA AGG AC
	Plus
	20
	3590
	3609
	60.25
	60.00
	1.00
	1.00

	Reverse primer
	CTT CTT TTG TCC GCC CAT GC
	Minus
	20
	4353
	4334
	60.11
	55.00
	4.00
	2.00

	Product length
	764
	
	
	
	
	
	
	
	


PCR=polymerase chain reaction, Tm=melting temperature, KDM6A=lysine-specific demethylase 6A, F=forward, R=reward, RT=reverse transcription, GC%=the percent of G or C bases.

Additional Table 2 Short tandem repeat typing results of the family members

	Marker
	I-1
	
	I-2
	
	II-1

	
	Allele 1
	Allele 2
	
	Allele 1
	Allele 2
	
	Allele 1
	Allele 2

	Amelo
	X
	Y
	
	X
	X
	
	X
	X

	D13S317
	10
	11
	
	9
	10
	
	11
	9

	D7S820
	11
	12
	
	8
	10
	
	11
	10

	G4S0001
	12
	17
	
	11
	16
	
	17
	11

	G2S0002
	20
	24
	
	19
	22
	
	20
	22

	D18S51
	13
	21
	
	13
	15
	
	21
	15

	D8S1179
	10
	13
	
	10
	12
	
	10
	10

	D2S1338
	21
	24
	
	18
	21
	
	21
	21

	G15S0001
	9
	10
	
	12
	12
	
	9
	12

	D16S539
	9
	10
	
	10
	13
	
	9
	10

	VWA
	14
	17
	
	14
	16
	
	17
	14

	G7S0005
	9
	10
	
	8
	9
	
	9
	9

	G10S0001
	19
	20
	
	18
	18
	
	19
	18

	TH01
	7
	9
	
	7
	7
	
	9
	7

	D8S588
	8
	11
	
	8
	8
	
	8
	8

	G5S0001
	7
	11
	
	7
	11
	
	7
	11

	D5S818
	11
	11
	
	12
	14
	
	11
	12


The analysis was based on the 16 short tandem repeat loci and amelogenin with a human identification kit. Values in the chart represent the numbers of detected short tandem repeats at each locus. II-1, I-1 and I-2 were respectively indicated the woman, her father and her mother as mentioned in Figure 1A. VWA means von Willebrand factor A. TH01 is a tetrameric short tandem repeat locus located in intron 01 of the tyrosine hydroxylase gene.

Additional Table 3 Published variants in KDM6A (NM_021140.2)
	Exon/intron
	Nucleotide change 
	Amino acid change
	Publications
	Variant Classification
	Gender‡
	Nationality
	De novo/inherited

	Exon
	KDM6A nonsense
	　
	　
	　

	6
	c.514C>T
	p.(Arg172*)
	Banka et al[5]
	Pathogenic
	F
	UK
	De novo

	10
	c.752G>A 
	p.(Trp251*)
	Van Laarhoven[4]
	Pathogenic
	F
	USA
	n.a.

	16
	c.1555C>T
	p.(Arg519*)
	Miyake et al[15,16]
	Pathogenic
	M
	Japan
	n.a.

	25
	c.3717G>A
	p.(Try1239*)
	Miyake et al[15,16]
	Pathogenic
	M
	Japan
	n.a.

	28
	c.4051C>T
	p.(Arg1351*)
	Miyake et al[15]
	Pathogenic
	F
	Japan
	n.a.

	2
	c.190G>T
	p.(Glu64*)
	Bögershausen et al[12]
	Pathogenic
	F
	Germany
	De novo

	6
	c.514C>T
	p.(Arg172*)
	Bögershausen et al[12]
	Pathogenic
	F
	France
	De novo

	20
	c.3109C>T
	p.(Gln1037*)
	Bögershausen et al[12]
	Pathogenic
	F
	Turkey
	De novo

	6
	c.493C>T
	p.(Arg165*)
	Gole et al[3]
	Pathogenic
	F
	Australia
	n.a.

	Exon
	KDM6A small deletions§
	　
	　
	　
	　
	　

	16
	c.1846_1849delACTC
	p.(Thr616Tyrfs*8)
	Micale et al[19]
	Pathogenic
	n.a.
	Italy
	n.a.

	18
	c.1909_1912delTCTA
	p.(Ser637Thrfs*53)
	Miyake et al[15]
	Pathogenic
	F
	Japan
	De novo

	17
	c.2515_2518delAACA
	p.(Asn839Valfs*27)
	Lederer et al[14]
	Pathogenic
	M
	UK
	Inherited

	17
	c.2515_2518delAACA
	p.(Asn839Valfs*27)
	Lederer et al[14]
	Pathogenic
	M
	UK
	Inherited

	17
	c.2515_2518delAACA
	p.(Asn839Valfs*27)
	Lederer et al[14]
	Pathogenic
	F
	UK
	Inherited

	17
	c.2515_2518delAACA
	p.(Asn839Valfs*27)
	Lederer et al[14]
	Pathogenic
	F
	UK
	n.a.

	23
	c.3354_3356delTCT
	p.(Leu1119del)
	Miyake et al[15,16]
	Pathogenic
	F
	Japan
	De novo

	24
	c.3501delT
	p.(Phe1167Leufs*11)
	Banka et al[5]
	Pathogenic
	F
	UK
	De novo

	Exon
	KDM6A missense
	　
	　
	　
	　
	　

	6
	c.563A>G
	p.(Lys188Arg)
	Banka et al[5]
	Pathogenic
	M
	UK
	De novo

	19
	c.2939A>T
	p.(Asp980Val)
	Micale et al[19]
	VUS
	n.a.
	Italy
	n.a.

	18
	c.2729A>G
	p.(Asn910Ser)
	Bögershausen et al[12]
	VUS
	M
	Turkey
	Inherited

	20
	c.3073A>G
	p.(Ser1025Gly)
	Bögershausen et al[12]
	Pathogenic
	M
	France
	Inherited

	26
	c.3763C>T
	p.(Arg1255Trp)
	Bögershausen et al[12]
	Pathogenic
	F
	Turkey
	De novo

	Exon
	Small insertion
	　
	　
	　
	　
	　
	　

	2
	c.171dupT
	p.(Gly58Trpfs∗7)
	Bögershausen et al[12]
	Pathogenic
	F
	Turkey
	De novo

	17
	c.2226_2227dupCA
	p.(Ser743Thrfs∗13)
	Bögershausen et al[12]
	Pathogenic
	M
	France
	n.a.

	Intron
	KDM6A splice site deletions/insertions/indels
	　
	　
	　

	22
	c.3284+3_3284+6delAAGT
	p.?
	Micale et al[19]
	Pathogenic
	n.a.
	Italy
	De novo

	26
	c.3876_3878+1delTAAG
	p.?
	Cheon et al[18]
	Pathogenic
	F
	South Korea
	De novo

	26
	c.3878+3_3878+6delAAGT
	p.?
	Banka et al[5]
	Pathogenic
	F
	UK
	De novo

	Intron
	KDM6A splice site point variants
	　
	　
	　
	　

	22
	c.3284+1G>T
	p.?
	Banka et al[5] and Morgan et al[20]
	Pathogenic
	F
	Belgium
	De novo

	24
	c.3548+2T>C
	p.?
	Banka et al[5]
	Pathogenic
	M
	Belgium
	De novo

	25
	c.3736+2T>C
	p.?
	Van Laarhoven et al[4]
	Pathogenic
	M
	USA
	n.a.

	5
	c.443+5G>C
	p.?
	Bögershausen et al[12]
	Pathogenic
	F
	France
	De novo

	7
	c.619+6T>C
	p.?
	Bögershausen et al[12]
	Pathogenic
	M
	France
	De novo

	7
	c.620-2A>G
	p.?
	Bögershausen et al[12]
	Pathogenic
	M
	France
	De novo

	18
	c.2832+1G>A
	p.?
	Bögershausen et al[12]
	Pathogenic
	F
	Turkey
	De novo

	Exon
	KDM6A gross deletions¶
	　
	　
	　
	　
	　

	1-2
	227 kb 
	p.?
	Yang et al[21]
	Pathogenic
	F
	China
	De novo

	6
	c.444-?_564+?del
	p.?
	Banka et al[5]
	Pathogenic
	M
	Belgium
	De novo

	5-9
	45.4 kb, ex. 5-9
	p.?
	Lederer et al[6]
	Pathogenic
	F
	Belgium
	De novo

	21-29
	283.5 kb, ex. 21-29 + CXorf36
	p.?
	Lederer et al[6]
	Pathogenic
	F
	Belgium
	De novo

	All
	3.52 Mb incl. entire gene + part CASK
	p.?
	Lindgren et al[17]
	Pathogenic
	F
	n.a.
	n.a.

	All
	3.72 Mb incl. entire gene
	p.?
	Lindgren et al[17]
	Pathogenic
	F
	n.a.
	n.a.

	All
	815.7 kb, entire gene + CXorf36, DUSP21 and FUNDC1
	p.?
	Lederer et al[6]
	Pathogenic
	M
	Italy
	De novo

	All
	3.2Mb  deletion
	p.?
	Van Laarhoven et al[4]
	Pathogenic
	F
	USA
	n.a.

	All
	2Mb deletion
	p.?
	Van Laarhoven et al[4]
	Pathogenic
	F
	USA
	n.a.

	Exon
	KDM6A gross duplications¶
	　
	　
	　
	　

	n.a.
	210 kb incl. partial gene 
	p.?
	Lindgren et al[17]
	VUS
	n.a.
	n.a.
	n.a.

	n.a.
	6.03 Mb incl. partial gene + CASK, DDX3X
	p.?
	Lindgren et al[17]
	VUS
	M
	n.a.
	n.a.

	All
	6.4 Mb incl. entire gene + WAS, ARAF, ELK1, PIM2
	p.?
	Lindgren et al[17]
	Pathogenic
	F
	n.a.
	n.a.

	All
	7.2 Mb incl. entire gene + CASK, DX3X
	p.?
	Lindgren et al[17]
	VUS
	M
	n.a.
	n.a.

	All
	7.6 Mb incl. entire gene + CASK, WAS, ARAF, ELK1, PIM2
	p.?
	Lindgren et al[17]
	Pathogenic
	F
	n.a.
	n.a.

	All
	7.9 Mb incl. entire gene + CASK, DDX3X, ARAF, ELK1
	p.?
	Lindgren et al[17]
	Pathogenic
	F
	n.a.
	n.a.

	All
	713 kb incl. entire gene 
	p.?
	Lindgren et al[17]
	VUS
	n.a.
	n.a.
	n.a.

	　
	KDM6A complex genomic rearrangement
	　
	　
	　
	　

	n.a.
	t(X;5)(p11.3;q35.3)inv(5)(q35.3q35.1)dn
	p.?
	Lindgren et al[17]
	Pathogenic
	F
	USA
	De novo


KDM6A=lysine-specific demethylase 6A, VUS=variant of unknown significance, F=female, M=male, n.a.= not applicable. §: Lesions affecting less than 20 bp. ¶: Lesions affecting more than 20 bp.
