Supplementary Table S1. Quality metrics of variants detected by whole-exome sequencing
	Case number
	Variant
	Quality score
	Read depth (×)
	Variant read frequency

	#667 II1
	c.2078C>T
	275.77
	25
	0.560

	#825 II1
	c.1060-3T>C
	497.77
	66
	0.409

	#825 I1
	c.1060-3T>C
	851.77
	65
	0.554





Supplementary Table S2. Genes previously implicated in human tooth agenesis
	Gene symbol
	OMIM
	Associated phenotype(s)
	References
	PMID

	ADAMTS2
	604539
	Ehlers-Danlos syndrome
	Colige et al, 2004.
	15373769

	ANTXR1
	606410
	Isolated tooth agenesis; 
Growth retardation, alopecia, pseudoanodontia, and optic atrophy (GAPO) syndrome
	Dinckan et al, 2018.
	29436111

	AXIN2
	604025
	Isolated tooth agenesis; 
Oligodontia-colorectal cancer syndrome
	Lammi et al, 2004.
	15042511

	BCOR
	300485
	Microphthalmia, syndromic; 
Oculo-facio-cardio-dental (OFCD) syndrome
	Batkova et al, 2024.
	39438869

	BMP4
	112262
	Microphthalmia, syndromic; 
Orofacial cleft
	Yu et al, 2019.
	31128441

	BMPR2
	600799
	Isolated tooth agenesis
	Zheng et al, 2023.
	36675162

	CDH1
	192090
	Blepharocheilodontic syndrome 
	Korula et al, 1995.
	8588591

	COL1A1
	120150
	Isolated tooth agenesis;
Osteogenesis imperfecta
	Malmgren et al, 2017.
	27510842

	COL1A2
	120160
	Osteogenesis imperfecta;
Ehlers-Danlos syndrome
	Malmgren et al, 2017.
	27510842

	CREBBP
	600140
	Rubinstein-Taybi syndrome
	Bloch-Zupan et al, 2007.
	17318847

	DKK1
	605189
	Isolated tooth agenesis
	Liu et al, 2014.
	24737523

	DLX3
	600525
	Amelogenesis imperfecta;
Trichodontoosseous syndrome
	Liu et al, 2022.
	35714441

	DSP
	125647
	Dilated cardiomyopathy 
with woolly hair, keratoderma, and tooth agenesis
	Norgett et al, 2006.
	16628197

	EDA
	300451
	Isolated tooth agenesis;
Ectodermal dysplasia, hypohidrotic
	Vincent et al, 2001.
	11378824

	EDAR
	604095
	Isolated tooth agenesis; 
Ectodermal dysplasia, hypohidrotic/hair/tooth type
	Zhao et al, 2023.
	36470092

	EDARADD
	606603
	Isolated tooth agenesis; 
Ectodermal dysplasia, hypohidrotic/hair/tooth type
	Bergendal et al, 2011.
	 21626677

	EVC
	604831
	Ellis-van Creveld syndrome;
Weyers acrofacial dysostosis
	Ruiz-Perez et al, 2022.
	10700184

	EVC2
	607261
	Ellis-van Creveld syndrome; 
Weyers acrofacial dysostosis
	D’Asdia et al, 2011.
	23220543

	FGF10
	602115
	Lacrimoauriculodentodigital (LADD) syndrome
	Milunsky et al, 2006.
	16620169

	FGFR1
	136350
	Isolated tooth agenesis; 
Kallmann syndrome
	Vieira et al, 2007.
	17318851

	FGFR2
	176943
	Lacrimoauriculodentodigital (LADD) syndrome; 
Apert syndrome
	Rohmann et al, 2006.
	16501574

	FGFR3
	134934
	Crouzon syndrome with acanthosis nigricans
	Zhao et al, 2018.
	30417976

	FLNB
	603381
	Larsen syndrome
	Tsang et al, 1986.
	3793859

	FOXC1
	601090
	Axenfeld-Rieger syndrome
	Berenstein-Aizman et al, 2011.
	22104715

	GJA1
	121014
	Oculodentodigital dysplasia
	Kjaer et al, 2004.
	15108203

	GLI3
	165240
	Isolated tooth agenesis;
Greig cephalopolysyndactyly syndrome;
Pallister-Hall syndrome
	Liu et al, 2013.
	24278334

	GLI2
	165230
	Isolated tooth agenesis;
Culler-Jones syndrome;
Holoprosencephaly
	Vieira et al, 2013.
	23549991

	GREM2
	608832
	Isolated tooth agenesis
	Kantaputra et al, 2015.
	26416033

	GRHL2
	608576
	Ectodermal dysplasia/short stature syndrome
	Petrof et al, 2014.
	 25152456

	IKBKG (IKKY, NEMO)
	300248
	Ectodermal dysplasia and immunodeficiency; 
Incontinentia pigmenti
	Aradhya et al, 2001.
	11590134

	IRF6
	607199
	Isolated tooth agenesis; 
Van der Woude syndrome
	Vieira et al, 2008.
	18452891

	JAG1
	601920
	Alagille Syndrome
	Ho et al, 2000.
	10925392

	KDF1
	616758
	Isolated tooth agenesis;
Ectodermal dysplasia
	Zeng et al, 2019.
	30384154

	KDM6A
	300128
	Kabuki syndrome
	Lederer et al, 2014.
	24664873

	KMT2D
	602113
	Kabuki syndrome
	Lerone et al, 1997.
	9415681

	KREMEN1
	609898
	Ectodermal dysplasia, hair/tooth type
	Issa et al, 2016.
	27049303

	LAMA3
	600805
	Isolated tooth agenesis
	Dickan et al, 2018.
	 28813618

	LEF1
	153245
	Ectodermal dysplasia
	Biedziak et al, 2022.
	36294409

	LRP6
	603507
	Isolated tooth agenesis
	Ockeloen et al, 2016.
	26963285

	LTBP3
	602090
	Isolated tooth agenesis
	Dugan et al, 2015.
	25899461

	MKKS
	604896
	Bardet-Biedl syndrome
	Forsythe et al, 2018.
	29487844

	MSX1
	142983
	Isolated tooth agenesis; 
Witkop syndrome
	Van den Boogaard et al, 2000.
	19876911

	NSD1
	606681
	Sotos syndrome
	Kotilainen et al, 2009.
	19876911

	NFKBIA (IKBQ)
	164008
	Ectodermal dysplasia and immunodeficiency
	Hu et al, 2019.
	31890031

	OFD1
	300170
	Orofaciodigital syndrome
	Shotelersuk et al, 1999.
	10482878

	OPN3
	606695
	Isolated tooth agenesis
	Inagaki et al, 2021.
	33611338

	PAX9
	167416
	Isolated tooth agenesis
	Wang et al, 2009.
	19429910

	PITX2
	601542
	Axenfeld-Rieger syndrome
	O’Dwyer et al, 2005.
	16238657

	PVRL1
	600644
	Cleft lip/palate-ectodermal dysplasia
	Bustos et al, 1991.
	1776626

	RECQL4
	603780
	Rothmund-Thomson syndrome
	Starr et al, 1985.
	3856492

	RSK2
	300075
	Coffin-Lowry syndrome
	Hunter et al, 2002.
	12210291

	RUNX2
	600211
	Cleidocranial dysplasia
	Živković et al, 2022.
	36250548

	SHH
	600725
	Holoprosencephaly
	Nanni et al, 2001.
	 11471164

	SMOC2
	607223
	Isolated tooth agenesis
	Alfawaz et al, 2013.
	23317772

	TBX3
	601621
	Ulnar-mammary syndrome
	Bamshad et al, 1999.
	10330342

	TFAP2B
	601601
	Char syndrome
	Mani et al, 2005.
	15684060

	TP63
	603273
	Orofacial cleft;
Rapp-Hodgkin syndrome; 
Ectrodactyly, ectodermal dysplasia, and cleft lip/palate syndrome
	Brunner et al, 2002.
	12357472

	TSPEAR
	612920
	Ectodermal dysplasia
	Peled et al, 2016.
	27736875

	UBR1
	605981
	Johanson-Blizzard syndrome
	Almashraki et al, 2011.
	22072859

	WNT10A
	606268
	Isolated tooth agenesis; 
Odontoonychodermal dysplasia; 
Schopf-Schulz-Passarge syndrome
	Bohring et al, 2009.
	19559398

	WNT10B
	601906
	Isolated tooth agenesis
	Yu et al, 2016.
	27321946



