Supplementary Table 1: List of primers used for variants validation and testing the inheritance of partial DAAM2 gene duplication in the proband family
	Gene
	Forward
	Reverse

	DAAM2, beginning of Exon 2
	5’ TCCTCTTGTCCAGATCACAATG 3’
	5’ CCATGGTGGCTCCTCTTG 3’

	DAAM2, Exon 2
	5’ GTGACATCCCCGAAATCAAC 3’
	5’ AAGCGGATGTTGAGCTCCT 3’

	DAAM2, Exon 3
	5’ ATGAATTGGATCTCACTGACAAAA 3’
	5’ GCTGCAGTAGATCTGCCATTT 3’

	DAAM2, Exon 4
	5’ TGCTGTCCTTTTTCTTGTTTCA 3’
	5’ GAATTGATGCGGTCGATGTA 3’

	DAAM2, Exon 5
	5’ TGCAGAGTCTGTACGCGTTT 3’
	5’ GTCCGGAGGGCTGTCTTC 3’

	DAAM2, Exon 6
	5’ AGGGCTTGACCTGTCTGCTA 3’
	5’ CAGCCAATGAGTGAGGTGTG 3’

	DAAM2, Exon 14
	5’ CAGTGACGTCCCACTCAGG 3’
	5’ CATTCAGCTTCACCCAGTTG 3’

	DAAM2, Exon 25
	5’ ATTGACCTGGGGAACTAGCC 3’
	5’ ATCACCACCTCCTCCACTCA 3’

	MLL, c.6379 C>T
	5’ GGGAAAAGTCATTTACTTGGG 3’
	5’ AGTCACCAAGATAAAGTTGCC 3’

	LRRC33, c.1796 G>A
	5’ TTGGACTTCTCTGGGTTTGG 3’
	5’ TTTCGAGTCTTGGCACACAG 3’

	B2M – beta-2-microglobulin
	5’ AAAGTGGAGCATTCAGACTTGTC 3’
	5’ CCACTTAACTATCTTGGGCTGTG 3’


Supplementary Table 2: Number of reads, coverage and variants identified per individual. SNV: Single Nucleotide Variant. The target is the total protein coding sequence of the human genes according to RefSeq (v58).
	
	Father
	Mother
	Brother
	Patient

	Total reads
	155 262 918
	160 219 662
	175 556 510
	161 734 596

	Reads on target*
	62 553 137
	54 094 701
	59 758 586
	69 878 338

	Coverage 8x*
	93.9%
	95.1%
	94.1%
	95.1%

	Coverage 20x*
	87.4%
	88.3%
	87.5%
	88.3%

	synonymous SNV
	10629
	10676
	10709
	10644

	synonymous SNV (%)
	48.6%
	48.2%
	48.4%
	48.2%

	synonymous SNV in dbSNP (%)
	97.9%
	97.7%
	97.8%
	97.9%

	non synonymous SNV
	9632
	9816
	9762
	9753

	non synonymous SNV (%)
	44.1%
	44.3%
	44.1%
	44.2%

	non synonymous SNV  in dbSNP (%)
	95.3%
	94.8%
	95.2%
	94.8%

	total exonic
	21828
	22138
	22117
	22059

	total exonic in dbSNP (%)
	93.2%
	92.6%
	92.9%
	92.8%

	splicing (±10bp)
	4051
	3991
	4007
	4019

	splicing (±10bp) + in exonic (%)
	18.5%
	18.1%
	18.1%
	18.2%

	total (exonic + splicing)
	25879
	26129
	26124
	26078


 


 
Supplementary Table 3: List of candidate pathogenic variants identified for the different models tested
	Chr
	Position
	Gene
	NCBI
	DNA change
	Protein Change
	QS
	Cov
	dbSNP
	MAF
	SIFT
	PP2
	MT
	GERP++

	Recessive

	11
	113269792
	ANKK1
	NM_178510.1
	c.1101C>A
	p.(His367Gln)
	222
	42
	rs34298987
	0.01
	NT
	NT
	NT
	NT

	20
	60882747
	ADRM1
	NM_007002.3
	c.719C>A
	p.(Thr240Asn)
	222
	44
	rs79836754
	0.01
	NT
	0.519
	0.794
	1.6

	9
	79117770
	GCNT1
	NM_001097636.1
	c.473C>G
	p.(Ser158Cys)
	222
	85
	rs11546569
	0.01
	NT
	0.961
	0.941
	5.72

	De Novo

	11
	118372446
	MLL/KMT2A
	NM_001197104.1
	c.6379C>T
	p.(Arg2127*)
	225
	178
	-
	-
	NA
	NA
	NA
	-0.418

	3
	196388310
	LRRC33
	NM_198565.1
	c.1796G>A
	p.(Cys599Tyr)
	225
	69
	-
	-
	NT
	0.999
	0.998
	5.51

	X-linked

	X
	46360423
	ZNF674
	NM_001039891.2
	c.C601T
	p.(Arg201*)
	222
	101
	rs182004761
	0.0012
	NA
	NA
	NA
	NT


