Supplementary Table 1 Summary of the 109 damaging variants identified in our cohort. 

	Gene
	Nucleotide change
	Exon position
	Amino acid change
	dbSNP number


	ACMG classification


	Status


	TG (NM_003235.4)
	c.1117T>C
	9
	p.S373P
	NA
	Uncertain (PM2)
	Novel

	
	c.3040G>C
	12
	p.D1014H
	rs114772213
	Uncertain (PM3_Strong, BP4)
	Reported


	
	c.2281C>T
	10
	p.P761S
	rs184309049
	Uncertain (PM2)
	Reported


	
	c.2983C>T
	11
	p.R995C
	rs114091109
	Uncertain (PM2, BP4)
	Novel

	
	c.145G>A
	2
	p.V49M
	rs371271403
	Uncertain (PM2, BP4)
	Novel

	
	c.3572T>C
	16
	p.V1191A
	rs199858037
	Uncertain (BP4)
	Novel

	
	c.3808C>T
	17
	p.R1270C
	rs754517497
	Uncertain (BP4)
	Reported


	
	c.3022C>T
	12
	p.R1008C
	rs115856143
	Likely pathogenic (PM3_Strong, PM2)
	Reported


	
	c.7372C>T
	42
	p.P2458S
	rs201280992
	Uncertain (BP4)
	Novel

	
	c.3704C>G
	17
	p.S1235W
	NA
	Uncertain(PM2, BP4)
	Novel

	
	c.1835C>G
	9
	p.P612R
	rs772505924
	Uncertain(PM2, BP4)
	Novel



	
	c.7364G>A
	42
	p.R2455H
	rs2272707
	Uncertain
	Reported


	
	c.1862C>T
	9
	p.T621M
	rs144254329
	Uncertain (PM2, BP4)
	Novel

	
	c.1911G>A
	9
	p.W637X
	rs745548824
	Pathogenic (PVS1, PM3_Strong, PM2)
	Reported

	
	c.7376C>G
	42
	p.A2459G
	NA
	Uncertain (PM2)
	Novel

	
	c.113G>A
	2
	p.R38K
	NA
	Likely pathogenic (PM3_Strong, PM2)
	Reported


	
	c.400C>T
	4
	p.Q134X
	NA
	Likely pathogenic (PVS1, PM2)
	Novel



	
	c.875C>T
	7
	p.S292F
	NA
	Uncertain (PM2, BP4)
	Novel

	
	c.7604G>T
	44
	p.S2535I
	NA
	Uncertain (PM2)
	Novel



	
	c.8144G>C
	47
	p.C2715S
	rs774585616
	Uncertain (PM2)
	Novel



	
	c.223G>A
	3
	p.A75T
	NA
	Uncertain (PM2, BP4)
	Novel



	
	c.5176C>G
	26
	p.L1726V
	NA
	Uncertain (PM2, BP4)
	Novel



	
	c.7451A>G
	43
	p.D2484G
	rs139123826
	Uncertain (PM2)
	Novel



	
	c.961C>T
	8
	p.R321X
	rs779043995
	Pathogenic (PVS1, PM3_Strong, PM2)
	Reported


	
	c.509G>A
	5
	p.R170H
	rs115793379
	Uncertain (PM2)
	Novel



	
	c.3850C>T
	18
	p.P1284S
	rs745433860
	Uncertain (PM2, BP4)
	Novel



	
	c.4978C>T
	25
	p.L1660F
	NA
	Uncertain (PM2, BP4)
	Novel



	
	c.5447A>G
	28
	p.Q1816R
	rs761047115
	Likely pathogenic (PM3_Strong, PM2)
	Reported


	
	c.4267C>T
	20
	p.R1423C
	rs200236155
	Uncertain (PM2, BP4)
	Novel



	
	c.7177A>G
	41
	p.S2393G
	NA
	Uncertain (PM2, BP4)
	Novel



	
	c.7150G>A
	41
	p.A2384T
	NA
	Uncertain (PM2, BP4)

	Novel



	
	c.6892G>A
	40
	p.V2298M
	NA
	Uncertain (PM2)
	Novel



	
	c.1351C>T
	9
	p.R451X
	rs773142559
	Pathogenic (PVS1, PM3_Strong, PM2)
	Reported


	
	c.3197G>A
	13
	p.R1066H
	rs116119508
	Uncertain
	Novel

	
	c.2560C>T
	10
	p.R854W
	rs202196940
	Uncertain (PM2, BP4)
	Novel



	TPO (NM_000547.5)
	c.2513G>A
	14
	p.C838Y
	NA
	Uncertain (PM2, PM5)
	Novel



	
	c.835C>T
	8
	p.R279W
	rs762810333
	Uncertain (BP4)
	Novel



	
	c.2536C>T
	15
	p.R846W
	rs28913014
	Uncertain (BP4)
	Novel



	
	c.571T>C
	6
	p.W191R
	NA
	Uncertain (PM2, PP3)
	Novel



	
	c.1949G>A
	11
	p.G650E
	rs200122184
	Uncertain (PM2, PP3)
	Novel



	
	c.2305C>T
	13
	p.R769W
	rs114406277
	Uncertain (PM3_Strong, BP4)
	Reported


	
	c.1082G>T
	8
	p.R361L
	rs201781919
	Uncertain (BP4)
	Reported


	
	c.595G>A
	6
	p.G199R
	rs539215580
	Uncertain (PM2)
	Novel



	
	c.1672G>A
	10
	p.E558K
	rs575622093
	Uncertain (PM2, BP4)
	Novel



	
	c.328C>T
	4
	p.Q110X
	NA
	Likely pathogenic (PVS1, PM2)
	Novel



	
	c.2665G>A
	16
	p.G889R
	rs546683738
	Likely pathogenic (PM3_Strong, PM2, BP4)
	Reported


	
	c.2329C>T
	13
	p.R777W
	rs745501383
	Uncertain (PM2, BP4)
	Novel



	TSHR (NM_000369.2)
	c.332C>T
	4
	p.T111I
	NA
	Uncertain (PM2, BP4)
	Novel



	
	c.394G>C
	5
	p.G132R
	rs760874290
	Uncertain (PM3_Strong, PP3)
	Reported


	
	c.1490C>A
	10
	p.A497D
	NA
	Uncertain (PM2, PP3)
	Novel



	
	c.512C>T
	6
	p.A171V
	NA
	Uncertain (PM2, PP3)
	Novel



	
	c.1454C>A
	10
	p.A485D
	NA
	Likely pathogenic (PM1, PM2, PM5, PP3)
	Novel



	
	c.1453G>A
	10
	p.A485T
	NA
	Likely pathogenic (PM1, PM2, PM5, PP3)
	Novel

	
	c.1574T>C
	10
	p.F525S
	rs200138601
	Likely pathogenic (PM3_Strong, PM1, PM5, BS2)
	Reported


	
	c.1349G>A
	10
	p.R450H
	rs189261858
	Likely pathogenic (PM3_Strong, PM1, PM5, PP3, BS2)
	Reported


	
	c.491T>A
	6
	p.M164K
	NA
	Uncertain (PM1, PM2)
	Reported


	
	c.1576G>A
	10
	p.A526T
	rs777308150
	Likely pathogenic (PM3_Strong, PM1, PM2)
	Reported


	
	c.758T>A
	9
	p.I253K
	NA
	Uncertain (PM2, BP4)
	Novel

	
	c.1268T>C
	10
	p.F423S
	NA
	Uncertain (PM2, PP3)
	Novel

	
	c.463A>G
	5
	p.I155V
	rs141293178
	Uncertain (PM2, BP4)
	Novel



	
	c.1516G>A
	10
	p.E506K
	rs762048531
	Uncertain (PM1, PM2, PP3)
	Novel



	
	c.823G>A
	9
	p.A275T
	rs180762551
	Likely pathogenic (PM3_Strong, PM2, PP3, BS2)
	Reported


	
	c.1270G>T
	10
	p.V424F
	rs587778742
	Likely pathogenic (PM3_Strong, PM2, PM5, PP3)
	Reported


	
	c.1591C>T
	10
	p.R531W
	rs139892516
	Pathogenic (PM3_Strong, PM1, PM2, PM5, BS2)
	Reported


	
	c.1803T>A
	10
	p.Y601X
	rs759300253
	Likely pathogenic (PVS1, PM2)
	Novel



	
	c.1538C>T
	10
	p.T513M
	rs142814218
	Uncertain (PM2, PP3, BS2)
	Novel



	
	c.1376C>T
	10
	p.A459V
	rs762578626
	Uncertain (PM2, PP3)
	Novel



	
	c.2066T>G
	10
	p.V689G
	rs761341933
	Likely pathogenic (PM3_Strong, PM2, PP3)
	Reported


	GLIS3 (NM_001042413.1)
	c.814T>C
	4
	p.Y272H
	NA
	Uncertain (PM2, BP4)
	Novel



	
	c.1199A>G
	4
	p.H400R
	rs376031632
	Uncertain (PM2, BP4)
	Novel



	
	c.2471A>G
	9
	p.H824R
	rs140981222
	Uncertain (BP4)
	Novel



	
	c.2518G>A
	10
	p.D840N
	rs201704428
	Uncertain (PM2, BP4)
	Novel



	
	c.764C>T
	4
	p.P255L
	rs777945478
	Uncertain (PM2, BP4)
	Novel


	
	c.1389T>A
	4
	p.H463Q
	NA
	Uncertain (PM2, BP4)
	Novel


	
	c.125C>T
	2
	p.P42L
	rs199506457
	Uncertain (PM2, BP4)
	Novel


	
	c.2567C>T
	10
	p.S856L
	rs780172059
	Uncertain (PM2, BP4)
	Novel


	
	c.728A>C
	4
	p.Q243P
	rs776981283
	Uncertain (PM2, BP4)
	Novel


	
	c.2678C>T
	11
	p.S893F
	rs201132217
	Uncertain (BP4)
	Novel


	
	c.844C>A
	4
	p.P282T
	rs143051164
	Uncertain (PM2, BP4)
	Novel



	
	c.2420C>A
	9
	p.S807Y
	NA
	Uncertain (PM2, BP4)
	Novel



	
	c.2645C>T
	10
	p.S882L
	rs144761410
	Uncertain (PM2, BP4)
	Novel



	CDCA8 (NM_001256875.1)
	c.489-1G>A
	7
	
	rs759570876
	Likely pathogenic (PVS1, PM2)
	Novel



	
	c.400C>T
	5
	p.R134C
	rs201050786
	Likely benign (BS1, BP4)
	Novel



	NTN1 (NM_004822.2)
	c.251G>A
	2
	p.G84D
	NA
	Uncertain (PM2)
	Novel



	
	c.1373C>T
	5
	p.P458L
	rs149166851
	Uncertain (BP4)
	Novel



	
	c.1711G>A
	7
	p.V571M
	rs199592596
	Likely benign (BS1, BP4)
	Novel



	
	c.269C>G
	2
	p.S90W
	NA
	Uncertain (BS1)
	Novel



	
	c.1376C>T
	5
	p.P459L
	rs370320158
	Uncertain (BP4)
	Novel



	
	c.520T>C
	2
	p.F174L
	rs757792325
	Uncertain (BS1)
	Novel



	
	c.1312G>A
	4
	p.A438T
	rs779408192
	Uncertain
	Novel



	
	c.1318G>A
	4
	p.G440S
	NA
	Uncertain (PM2, PP3)
	Novel



	
	c.985C>A
	2
	p.R329S
	NA
	Uncertain (PM2, BP4)
	Novel



	
	c.1414T>A
	6
	p.C472S
	NA
	Uncertain (PM2, BP4)
	Novel



	JAG1 (NM_000214.2)
	c.133G>T
	2
	p.V45L
	rs183974372
	Benign (PP2, BS1, BS2)
	Reported


	
	c.3521C>T
	26
	p.P1174L
	rs775363555
	Uncertain (PP2, BS1)
	Novel



	
	c.3391G>A
	26
	p.A1131T
	rs769242977
	Uncertain (PP2)
	Reported


	
	c.1655C>T
	13
	p.P552L
	rs201785359
	Benign (PP2, BS1, BS2)
	Novel



	
	c.1829G>A
	14
	p.G610E
	NA
	Uncertain (PP2)
	Reported



	
	c.3032A>C
	24
	p.E1011A
	NA
	Uncertain (PM2,PP2)
	Novel



	
	c.3088G>A
	25
	p.E1030K
	NA
	Uncertain (PM2, PP2, BP4)
	Novel


	
	c.2555G>A
	21
	p.G852D
	NA
	Uncertain (PM2, PP2, PP3)
	Novel



	
	c.2671G>A
	22
	p.A891T
	NA
	Uncertain (PM2, PP2, BP4)
	Novel



	
	c.814G>A
	6
	p.V272I
	rs148990028
	Uncertain (PM1, PP2, BS2)
	Novel



	TUBB1 (NM_030773.3)
	c.112G>A
	2
	p.G38R
	rs144337011
	Benign (BS1, BS2)
	Novel



	
	c.916C>T
	4
	p.R306C
	rs192115302
	Benign (PP3, BS1, BS2)
	Novel



	
	c.952C>T
	4
	p.R318W
	rs121918555
	Uncertain (PP3, BS2)
	Reported


	
	c.4C>T
	1
	p.R2C
	rs754294863
	Uncertain (PP3)
	Novel



	
	c.653C>T
	4
	p.T218M
	rs539171911
	Uncertain (BP4)
	Novel

	
	c.703G>T
	4
	p.G235C
	NA
	Uncertain (PM2, PP3)
	Novel




