Supplementary Table 2: Clinical features of the 95 patients with Peters' Anomaly and the different genetic exploratory methods used for each of them.
Of note, 4 patients were immediately explored by whole exome sequencing (WES, P25 and P29) or whole genome sequencing (WGS, P28 and P34).

Caption: ACC: abnormal corpus callosum, aCGH: array Comparative genomic hybridization, ADHD: attention deficit hyperactivity disorder, ASD: anterior segment dysgenesis, DD: developmental delay, GR: growth retardation, ID: intellectual disability,
L: left, PA: Peters' Anomaly, R: right, WG: weeks of gestation,* Direct Sanger sequencing or Multiplex Ligation-dependent Probe Amplification (MLPA) of one or more of the following genes: B3GLCT, PAX6, FOXE3, PITX3, CYP1B1, PITX2, FOXCI.

Age at Sanger 24 119
Patient | Reference | Sex | diagnosis Ocular phenotype Extra-ocular features Family history or aCGH | genes | genes Result
(years) MLPA* panel | panel
L: PA
P1 ADNO60045 | F 0.5 Yes No No Yes
R: sclerocornea
Father: juvenile glaucoma and
P2 ADNO070018 | M 0.4 Bilateral PA embryotoxon Yes Yes No Yes PAX6 deletion
Mother: embryotoxon
P3 | SG070150 | M 10 Bilateral PA GR, DD, atrial Sii’;i'o‘iifea' pulmonary Yes | No | No | No | B3GLCT:c.[660+1G>A];[1178G>A]
| thrombocyt ia and
P4 | sG070674 | M 06 Bilateral PA (corneal graft) mmune thrombocytopenia an Yes | Yes | No | Yes 22q11.2 deletion
neutropenia, psoriasis
P5 SG070868 F 28 Bilateral PA with congenital glaucoma Yes No Yes No CYP1B1: ¢.317C>A(;)1200_1209dup
. - . Death at 4 months caused by
L: microphthalmia with optic nerve noncompaction cardiomyopathy, GR, ACC
P6 | ADNO70099 | F 0.4 hypoplasia pa yopathy, far, ALL, Yes No | No | No HCCS: c.[589C>T];[=]
R: PA hypoplasia of the cerebral white matter,
) absent septum pellucidum
Autism spectrum disorder, hypoplasia of
P7 ADNO070114 | F 0.1 Bilateral PA depressor anguli oris, fifth fingers Mother: isolated bilateral PA Yes No No No PAX6: c.[38G>C];[=]
clinodactyly
P8 ADNO070201 | M 0.6 Bilateral PA Yes No No Yes
P9 FIBO80001 | M 0.1 Bilateral PA and congenital glaucoma Neonatal.d.eéth caused by necrotmr.\g Yes Yes No Yes
enterocolitis in context of prematurity
P10 | ADNO80046 | F 2 L: PA Sudden infant death Yes No No Yes
P11 SG080595 | M 1.5 Bilateral PA Yes No No Yes
P12 SG080937 | M 1 R: PA Mother: R posterior embryotoxon Yes No No Yes
P13 SG080947 F 0 R: PA Yes Yes No Yes
Son: Bilateral PA (R: corneal graft),
P14 SG081010 F 37 Bilateral PA optic disc pallor and hypoplasia. Yes No No No PITX3: c.[38G>A];[=]
Mother: late-onset cataract
P15 5G081438 F 0.1 Bilateral PA Ventriculomegaly Yes No No No B3GLCT: c.[459+1G>A];[459+1G>A]
P16 | ADNO80190 | M 8 Bilateral PA Yes Yes No Yes
P17 ADNO080229 | M 0.7 R: PA Yes No No Yes
P18 ADNO090062 | M 3 Bilateral PA Yes No Yes Yes
P19 | SG090560 | F 0.4 Bilateral PA Mother: Bilateral PA Yes | No | No | Yes

Sister: ASD (unspecified)
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Patient | Reference | Sex | diagnosis Ocular phenotype Extra-ocular features Family history or aCGH | genes | genes Result

(years) MLPA* panel | panel

P20 | ADN090118 | M 13 L PA Left renal agenesis No Yes No Yes
R: sclerocornea, retinal detachment
P21 | ADN0O90187 | M 3.4 R:PA Yes No No Yes
’ L: PA, glaucoma, microphthalmia
P22 SG091974 F 0.4 R: PA Yes No No Yes
P23 S$G092345 F 0.1 Bilateral PA Yes Yes No Yes
P24 | ADN090346 | F 7 Bilateral PA Yes No No Yes
P25 | ADNG90369 | M 17 R: PA, mlcrophthalmle.l (AL 15,5mm, corneal GR, cranlofac!al dysmorphy, partial Yes Yes Yes WES
graft, blindness) cutaneous finger 3-4 syndactyly
P26 SG100144 F 0 Bilateral PA Mother: homocystinuria Yes No No Yes
P27 ADN100006 | F 2 Bilateral PA Mother: bilateral PA Yes Yes No Yes COL4A1: c.[615+1G>A];[=]
P28 ADN100011 | F 2 R: PA Yes Yes No WGS
P29 ADN130086 | F 17 Bilateral PA Learning difficulties, epilepsy Yes Yes No WES
L: PA
P30 S$SG101082 M 0.5 R: colobomatous microphthalmia, Yes No No Yes
microcornea
P31 | SG101667 | F 33 L: PA, g'a”mm?{f"gt: globe rupture Yes | Yes | Yes | Yes
P32 | ADN110013 | M 3 Bilateral PA Yes Yes No Yes
P33 ADN110088 | M 0.5 Bilateral m|croph§2:;rr1;|cat)\mth ASD (PAand Prenatal diagnosis recurrence Yes No No No PAX6: c.[52G>C];[=]
P34 SG111587 | M 1 Bilateral PA Hypospadias, hyperechogenic kidneys Yes Yes No WGS
P35 ADN110127 | M 3 L: PA Cochlear malformation Yes Yes Yes Yes
P36 | SG112112 | F 13 Bilat: PA, glaucoma, Yes | Yes | No | Yes CYP1B1: c.[868dupCl;[171G>A]
R: cataract
L: PA
P37 ADN120017 | M 6 Yes No No Yes
R: Axenfeld anomaly
P38 | ADN120118 | F 41 Bilateral PA Yes Yes No Yes | CYP1B1:c.1064_1076del(;)1310C>T
P39 SG121137 | M 0 L: PA Yes No No Yes
pa0 | ADN120161 | M 0.7 Bilateral: PA, congenital glaucoma, iris Yes No No Yes
coloboma
Father: embryotoxon, congenital

P41 | ADN120192 | M 43 Bilateral PA cataract Yes | No | No | No PITX3: c.[640_656dupl:[=]

1 Brother and 1 Sister: congenital
cataract
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Patient | Reference | Sex | diagnosis Ocular phenotype Extra-ocular features Family history or aCGH | genes | genes Result
(years) MLPA* panel | panel
1 Nephew: bilateral PA
P42 ADN120214 | M 5 Bilateral PA Yes No No Yes
P43 | ADN130150 | M 1 o LPA gla.ucoma Yes No No | Yes
R: iridochorioretinal coloboma
P44 ADN130166 | F 1.3 L: PA Yes No No Yes
R: mi hthalmia (AL: 16 tl th
P45 | ADN130192 | F 11 microphthaimia (PA mm at 1 month), ID Yes | No | Yes | No SOX2: ¢.[22G>T];[=]
P46 | SG132217 | M 2 Bilateral PA Father and 8 other father's relatives: | .. | o | no | No PAX6: ¢.[622C5T];[=]
PA or ASD
GR, ADHD, craniofacial dysmorphy
P47 SG140641 M 0.5 R: PA (epicanthus, smooth philtrum, bifid uvula), Yes Yes No Yes
single transverse palmar crease
L: PA
P48 SG142017 F 23 . Mother: cataract, glaucoma Yes Yes Yes Yes
R: PA, glaucoma (enucleation)
P49 ADN140267 | M 4 Bilateral PA Yes No No Yes
R, DD, rhi lia, short h Moth h Itipl her'
P50 | ADN140272 | M 16 Bilateral PA GR, DD, rhizomelia, short hands, other and other multiple mother's |y | yoo | Ny | o PITX3: c.[640_656dup];[=]
exaggerated cupid's bow relatives: juvenile cataract
P51 ADN150004 | M 0.9 Bilateral PA (predominant on the right eye) Yes No No Yes
P52 ADN150121 | M 4 L: aniridia Autism spectrum disorder, hypodontia Yes Yes No No PITX2: c.[311T>C];[=]
R: microphthalmia, PA P »"YP e e
P53 SG151995 F 35 Bilateral PA Yes No Yes Yes
L: PA
P54 SG152054 | M 0.4 R: microphthalmia (corneal diameter Hypospadias Yes Yes Yes Yes
10mm)
P55 SG152291 | M 1.9 Bilateral PA (rotational autokeratoplasty) Father: optic nerve coloboma Yes No No Yes
P56 | ADN150217 | F 1.6 Bilateral PA (corneal graft) DD, GR, blepharophimosis, ptosis Yes No No No B3GLCT: c.[660+1G>A];[660+1G>A]
. . e Father: glaucoma
P57 | ADN150224 | F 1.1 L: PA (type |, amblyopia) GR, ventricular defect, feeding difficulties Paternal grandfather : severe visual Yes Yes Yes Yes
(gastrostomy) . . e
impairment (unspecified)
Related parents
R . Brother: ASD, papillar coloboma,
P58 SG141525 F 0.1 Bilateral PA Prominent forehead, GR . . Yes No No No rsa[GRCh38] 13q12.3(B3GLCT)x0
intrauterine GR (normal growth
after), pelvic kidney, no ID
P59 SG160375 | M 13 Bilateral PA (predominant on the right eye) Mother: bilateral PA and glaucoma Yes Yes Yes No FOXC1 duplication
L: iris and chorio-retinal coloboma . o .
P60 ADN160035 | F 0.6 R: PA DD, axial hypotonia, disorders of gyration Yes Yes Yes Yes
P61 | ADN160040 | F 0.9 Bilateral PA Father: ASD Yes No No Yes
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Patient | Reference | Sex | diagnosis Ocular phenotype Extra-ocular features Family history or aCGH | genes | genes Result
(years) MLPA* panel | panel
P62 | ADN160061 | M 45 L: corneal oy?auty, ocular hypotonla. Dysplastic ears, hearing loss Yes Yes Yes Yes
R: corneal opacity, glaucoma (enucleation)
P63 SG161451 | M 11 R: PA, cataract, glaucoma (enucleation) Atypical inferior cleft lip, ADHD Yes Yes Yes Yes
. . Sister (foetus): unilateral
P64 ADN160112 | F 4 L: PA and microphthalmia . X Yes No No No FOXE3: c.[232G>A];[232G>A]
microphthalmia and ASD
Bilateral complex microphthalmia (AL: L
P65 5SG161828 F 10 20mm, R 21mm) Spastic tetraparesis, dystonia Related parents Yes No Yes No RARB: c.[1151G>A];[=]
and PA with cataract
P66 | ADN160227 | F 25 L: PA, papillary coloboma No | Yes | Yes | Yes
R: cataract (diagnosis at 21 years of age)
P67 | SG163051 | F 20 R: PA ID (16p11.2 deletion), GR, brachydactyly, No | Yes | Yes | Yes
polycystic ovary, Hirschsprung's disease
P68 | ADN170049 | M 3 Bilateral PA (rotational autokeratoplasty) No No Yes Yes
ACC, craniosynostosis, pathogenic variant in Mother: parietal foramina without
P69 | ADN170084 | M 1.2 Bilateral PA ALX4 (¢.793C>T) inherited from his mother craniosynostosis and without ocular No No Yes Yes
anomaly
Mother: bilateral microphthalmia
Maternal aunt: unilateral
P70 SG170739 F 3 Bilateral complex microphthalmia with PA microphthalmia Yes No No No FOXE3: c.[960A>C];[=]
Maternal grandmother: bilateral
ocular anomaly
Bilateral nephromegaly, craniofacial
P71 | ADN170087 | F 0.3 Bilateral PA dysmorphis (thin lips, long philtrum, sparse Yes No No No B3GLCT: c.[660+1G>A];[660+1G>A]
or absent eyebrows)
ACC, feeding difficulties craniofacial
P72 SG170859 F 1 R: PA dysmorphism (malar hypoplasia, thin No Yes Yes No 8021.11g21.2 deletion
eyebrows)
Autism spectrum disorder, congenital Two brothers: congenital
P73 | ADN170184 | M 10 Bilateral PA hypotyroidism (homozygous deleterious . ) & No Yes Yes Yes
L hypothyroidism, no ocular anomaly
variant in TPO)
P74 | SG172018 | F 7 R: PA Mother: bilateral cataract, foveal Yes | Yes | Yes | No PAX6: c.[786G>C];[=]
hypoplasia
P75 SG172505 | M 0.6 Bilateral PA Mother: embryotoxon No Yes Yes Yes
P76 SG180529 F 0.7 Bilateral PA No No Yes Yes
P77 SG180624 F 0.1 Bilateral congenital corenal opacity No No Yes Yes
P78 SG181731 F 1.5 Bilateral PA No No Yes Yes
P79 $G182436 | M 1 R: microphthalmia, PA (corneal graft), Dystrophic tooth ena.mel, midface No Yes Yes Yes
cataract hypoplasia
Wiedemann-Steiner syndrome (mild ID,
P80 | ADN190039 | F 11 R: PA ACC, hypertrychosis) caused by pathogenic No No | Yes | Yes

variant in KMT2A c.1520del
(p.(Pro507Leufs*60)
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Patient | Reference | Sex | diagnosis Ocular phenotype Extra-ocular features Family history or aCGH | genes | genes Result
(years) MLPA* panel | panel
Bilateral PA, congenital glaucoma, optic .
P81 SG190475 M 7 . Precocious puberty, stereotypy No No Yes Yes
nerve hypoplasia
Father: bilateral PA and ital
P82 SG190480 | M 6 Bilateral PA and congenital glaucoma ather: bilatera and congentta No No Yes Yes
glaucoma
P83 | ADN190056 | F 40 Bilateral PA Di George syndrome No Yes No Yes 22911.2 deletion
ACC, pulmonary stenosis, muscular
ventricular septal defect, umbilical hernia,
P84 | SG191033 | F 0.1 L: PA craniofacial dysmorphism (square face, No | Yes | Yes | Yes
frontal bossing, blepharophimosis,
anteverted nares), fift finger clinodactyly
with brachymesophalangy
Abortion at 16 WG, myelomeningocele
P85 | ADN190182 | M 0 Bilateral PA caused by SOX3 duplication inherited from Mother: PA No Yes Yes Yes
his mother
DD, bilateral profound deafness,
i hal iofacial hi
P86 | $SG192062 | M 0.4 L: PA microcephaly, craniofacial dysmorphism No | Yes | Yes | No 13¢31.1933.2 deletion
(telecanthus, low-set ears), micropenis,
rhizomelia, delayed talus ossification
GR, short and large hands and feet, atrial
P87 | ADN190211 | F 22 Bilateral PA septal defect, pes cavus, anus anteposition, Yes No Yes No | B3GLCT: c.[660+1G>A];[1184+3A>G]
learning difficulties
P88 S$G192509 M 19 R: PA, glaucoma No No No Yes
L: PA Right renal hypoplasia, pulmonary artery
P89 | ADN200027 | F 0.6 R: PA, microphthalmia, optic nerve stenosis , anus anteposition, brachydactyly, No Yes No Yes
hypoplasia microcephaly
P90 SG200734 F 0.4 Bilateral complex microphthalmia with PA Mother: unilateral high myopia Yes No No Yes FOXE3: c.[232G>A];[253dupG]
L: anophthalmia
P91 | ADN200107 | F 0.1 R: PA No No No Yes SOX2: c.[70_89del];[=]
P92 | ADN200092 | M 5.5 L: PA (corneal opacity), embryotoxon DD, labio-palatal cleft, complex cardiopathy No Yes No Yes
Bilateral labiopalatal cleft, ACC, short long
P93 | ADN200114 | M 0.2 Bilateral PA bones, short and large hands and feet, Related parents Yes | Yes | No | Yes | B3GLCT: c.[660+1G>AL;[660+1G>A]
sagital craniosynostosis, craniofacial
dysmorphism
. . . . DD, cerebral atrophy (MRI), microcephaly, Mother: hypogonadotropic
P94 SG172769 | M 2 R:PA, m|cr(?phthalm|a (enucl.eatlon) craniofacial dysmorphism (epicanthal folds, hypogonadism, No Yes Yes No SOX2: c.[103A>T];[=]
L: optic nerve hypoplasia R
wide mouth) no ocular defect
R: anobhthalmia ID, GR, microcephaly, bilateral
P95 | ADN140224 | M 21 ’ P cryptorchidism, micropenis, No Yes No No SOX2: c.[70_89dup];[=]

L: PA

hypogonadotropic hypogonadism




