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Abstract: Stickler Syndrome is typically characterized by ophthalmic manifestations including vit-
reous degeneration and axial lengthening that predispose to retinal detachment. Systemic findings
consist of micrognathia, cleft palate, sensorineural hearing loss, and joint abnormalities. COL2A1
mutations are the most common, however, there is a lack of genotype-phenotype correlations. Retro-
spective, single-center case series of a three-generation family. Clinical features, surgical requirements,
systemic manifestations, and genetic evaluations were collected. Eight individuals clinically dis-
played Stickler Syndrome, seven of whom had genetic confirmation, and two different COL2A1
mutations (c.3641delC and ¢.3853G>T) were identified. Both mutations affect exon 51, but display
distinct phenotypes. The ¢.3641delC frameshift mutation resulted in high myopia and associated
vitreous and retinal findings. Individuals with the ¢.3853G>T missense mutation exhibited joint
abnormalities, but mild ocular manifestations. One individual in the third generation was biallelic
heterozygous for both COL2A1 mutations and showed ocular and joint findings in addition to autism
and severe developmental delay. These COL2A1 mutations exhibited distinct eye vs. joint manifesta-
tions. The molecular basis for these phenotypic differences remains unknown and demonstrates the
need for deep phenotyping in patients with Stickler syndrome to correlate COL2A1 gene function
and expression with ocular and systemic findings.

Keywords: COL2A1; Stickler syndrome; vitreoretinal degeneration

1. Introduction

Stickler Syndrome is a collagenopathy affecting numerous organ systems, most com-
monly ocular, auditory, and musculoskeletal [1-3]. It is categorized into types I-V, based on
the collagen gene that is mutated. Stickler Syndrome type I (STL1, OMIM 108300) is most
common, responsible for 70-90% of cases, and is due to autosomal dominant mutations
in the COL2A1 gene located on chromosome 12 [1,3]. Patients with Stickler Syndrome
type I typically present with high myopia with vitreoretinal degeneration, hypermobility
with osteoarthritis, and hearing impairment. Furthermore, patients often present with
the Pierre Robin sequence, which is characterized by micrognathia, glossoptosis, and cleft
palate [1-3].

Stickler Syndrome as one of many syndromes associated with COL2A1 mutations,
presents with a broad range of anatomical findings and ophthalmological complications,
often leading to difficulty with diagnosis, treatment, and genetic counseling [4]. Recent
reviews have begun to detail these varied presentations with genotype-phenotype correla-
tions as technology continues to progress [5].

Autosomal dominant and recessive inheritance patterns associated with different
target genes (COL2A1, COL11A1, COL11A2, COL9A1, and COL9A3) have been identi-
fied [1,3,5-7]. Most patients with autosomal dominant Stickler Syndrome carry one mutated
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collagen allele, however, there has been one reported case of biallelic heterozygosity of
COL11A1 mutations which resulted in retinal atrophy and severe hearing loss [8].

The COL2A1 gene encodes for x-1 procollagen type II, which is the integral protein for
type II collagen. Following trimerization and cleavage of the pro-peptides, mature type II
collagen forms a necessary fibrillar network within the extracellular matrix of cartilage, the
vitreous, and intervertebral discs [9-13]. While there are many diseases that are associated
with mutations in COL2A1, Stickler syndrome, an arthro-ophthalmopathy, is most com-
mon [3-5,12,13]. Predominantly characterized by the ocular findings, namely vitreoretinal
degeneration and pathologic myopia often complicated by retinal tears and detachments,
systemic findings vary but include micrognathia, cleft palate, early osteoarthritis and joint
problems, and deafness [2-5,12,13].

The pathogenesis of eye findings in Stickler syndrome is not well defined. In adults,
COL2AL1 is expressed in the vitreous [14]. This likely accounts for the characteristic vitreous
degeneration seen in Stickler syndrome, which can cause traction leading to retinal tears
and detachments. However, the basis for axial lengthening and high myopia, which
predisposes to retinal pathologies, remains unknown. Unlike the majority of newborns
who are hyperopic, individuals with Stickler syndrome typically show moderate to high
myopia at birth [15]. Furthermore, the association between Stickler syndrome and infantile-
onset glaucoma suggests that type II collagen is important in the development of the sclera
and aqueous humor outflow system [14-16]. Infantile onset glaucoma associated with
Stickler syndrome is a likely underreported disease process with few case reports [14].
Like the complex retinal detachments often seen in association with Stickler syndrome,
the associated secondary glaucoma is often difficult to treat. In the largest case report of
pediatric patients with STL1 and secondary infantile-onset glaucoma, all patients required
multiple intraocular pressure lowering surgeries and three eyes became phthisical in the
presence of a retinal detachment [14].

A mouse model confirmed Col2al expression in the vitreous, but also showed weaker
expression in the post-natal cornea, ciliary body, iris, lens, retina, choroid, and sclera. [17]
Col2al was down-regulated in Col2al +/— adult mice in all of these tissues, although the
function of type II collagen especially within the developing sclera and anterior segment has
yet to be defined. Additional studies are required to provide insight into the pathogenesis
of the ocular findings associated with COL2A1 mutations.

We present a three-generation pedigree of patients with Stickler Syndrome type I with
two different COL2A1 mutations (Figure 1). The third generation includes a sibling group of
seven, four of whom have Stickler Syndrome type I and display a combination of maternally
inherited and paternally inherited COL2A1 mutations. This pedigree allows us to better
analyze phenotypes associated with these COL2A1 mutations (Table 1), and to the best of
our knowledge, we report the first patient with biallelic COL2A1 heterozygous mutations.

[] unaffected B c.3641delC
[ stickler Syndrome [l c.3853G>T

Figure 1. Three-generation pedigree. A pedigree showing affected and non-affected family members,
along with specific mutations within COL2A1. Of note, Patient III-7 carries both maternally and
paternally inherited mutation.
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Table 1. Ocular and systemic characteristics in family members with Stickler syndrome type I Clinical
findings of the eight patients with Stickler syndrome show the phenotypic variability with the family
of interest, including ocular, systemic, and genetic findings.

Patient Mutation Myopia Retina Ocul;fr Systemic Problems Systen.uc
Surgeries Surgeries
1-2 c.3641delC unknown RD x 2 unknown unknown unknown
(presumed)
I-4 €.3853G>T unknown RD x 1 unknown unknown unknown
(presumed)
OD:
chorioretinal
scarring, lattice,
CEIOL OD .
1I-1 c.3641delC unknown HRT 1>z<1)5 » VH, Laser OD %ﬁp Trteniilgn Cholecystectomy
PPV /EL OD Olecyshhis
OS:
chorioretinal
scarring
Right closed hip
OD: —6.00 Joint pain reduction
1I-2 ¢.3853G>T +2.75 OU: normal CEIOL OS Osteoarthritis Total right hip
0OS: —3.00 Tooth ab arthroplasty x 2
+0.75 ooth abscess Total left hip
arthroplasty
II-1 None - - - - -
1I1-2 None - - - - -
OD: —14.00 OD: myopic Joint pain
1-3 c.3641delC +2.00 nerve, CHRPE, Laser OU Patellar instability None
0OS: —11.25 lattice Strabismus Tachveardia
+1.00 OS: lattice y
111-4 None - - - - -
OD: —0.25 OD: normal Hip joint stiffness
I-5 ¢.3853G>T +0.50 OS" CHRPE None Multiple epiphyseal None
0S: —0.75 +1.25 ' dysplasia
OD: —11.50 OD: myopic
+2.00 nerve
1I-6 c.3641delC 0S: _13.75 0S: myopic None None None
+2.50 nerve
Pierre Robin
sequence
Cleft palate
Micrognathia
Femoral head
Poor foveal dvsplasia
OD: —13.50 reflex cysp .
c.3641delC +2.00 Mild vessel Bilateral hip
I-7 < 3853G>T 0S: —15.50 tortuosity Laser OU dysplasm Cholecystectomy
. Sensorineural
+3.00 Peripheral .
. . hearing loss
pigmentation

Eustachian tube
dysfunction
Autism
Non-verbal
Developmental delay

RD: retinal detachment; Laser: prophylactic indirect laser photocoagulation; CHRPE: congenital hypertrophy of
the retinal pigment epithelium; Lattice: lattice degeneration; OD: right eye; OS: left eye; OU: both eyes; CEIOL:
cataract extraction with intraocular lens implant; HRT: horseshoe retinal tear; VH: vitreous hemorrhage; PPV: pars
plana vitrectomy; EL: endolaser.
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2. Case Description

This study was approved by the University of Michigan Institutional Review Board
and the research was performed in accordance with the Declaration of Helsinki. A ret-
rospective chart review was performed on members of the family of interest. Date of
birth, ophthalmic and systemic diagnoses, ophthalmic history, medical history, and surgical
history were recorded. Clinical findings were collected, including best corrected visual
acuity (BCVA), intraocular pressure (IOP), manifest and/or cycloplegic refraction, axial
length, slit lamp exam, dilated fundus exam, and surgical requirements and outcomes.

Visual acuity was determined by Snellen optotype acuity when possible. In one non-
verbal patient, non-optotype acuity was documented as “fix and follow” and the presence
of a fixation preference was determined by an induced tropia test. Manifest refraction at a
phoropter was performed on all adult patients, and cycloplegic retinoscopy was performed
on all pediatric patients. Axial length was determined by immersion A-scan on all patients,
under general anesthesia if necessary. Intraocular pressure was measured by Icare (Revenio,
Vantaa, Finland), Tono-pen (Reichert, Depew, NY, USA), or Goldmann applanation. All
patients underwent genetic testing with targeted COL2A1 sequencing by CLIA-certified
Connective Tissue Gene Tests (Allentown, PA, USA) protocol via Sanger sequencing on
ABI3730 sequencers (Thermofisher, Waltham, MA, USA).

2.1. Patient II-1

Patient II-1 was a 48-year-old man who had previously been diagnosed with Stickler
Syndrome type I both clinically and genetically. He had a history of retinal detachment
of the right eye, which required surgical repair at an outside institution. Genetic testing
revealed a frameshift mutation in COL2A1 (NM_001844.5, c.3641delC) that was also carried
by his mother (Patient I-2). By report, Patient II-1’s mother had a history of multiple retinal
detachments, but additional information was unavailable. Patient II-1 had a history of
essential hypertension and acute cholecystitis, which required cholecystectomy. On initial
examination, Patient II-1 had hand motion vision in the right eye and best corrected visual
acuity of 20/40 in the left. He was moderately myopic in both eyes and axial lengths were
25.38 mm and 25.45 mm in the right and left eyes, respectively. Intraocular pressures and
anterior segment slit lamp exam were unremarkable other than nuclear sclerotic cataracts.
Fundus examination of the right eye showed chorioretinal scarring superiorly, numerous
foci of radially oriented lattice degeneration, five peripheral horseshoe tears, and old vitre-
ous hemorrhage inferiorly. The left eye showed areas of chorioretinal scarring superiorly
and inferiorly without breaks or tears. Patient II-1 underwent combined cataract extraction
with an intraocular lens implant (CEIOL) and laser retinopexy in his right eye. His best
corrected visual acuity immediately improved to 20/100 until five weeks post-operatively
when he presented with a macula-off rhegmatogenous retinal detachment. He underwent
a pars plana vitrectomy with endolaser, and gas tamponade with perfluoropropane. His
right eye eventually improved to a best-corrected visual acuity of 20/60 and he has not
required surgery in his left eye.

2.2. Patient II-2

Patient II-2 was a 49-year-old woman with a known diagnosis of Stickler Syndrome
type I who had not required previous ocular surgery. Genetic testing showed a missense
mutation in COL2A1 (NM_001844.5, c.3853G>T) that was notably different from her hus-
band’s (Patient II-1). By history, her mother (Patient I-4) had Stickler Syndrome with a
history of retinal detachment, but no genetic information or additional clinical details were
available. Patient II-2 had a history of multiple tooth abscesses and polyarticular early-
onset osteoarthritis requiring bilateral total hip arthroplasties. Initial examination showed
20/25 best corrected visual acuity in the right eye and count fingers acuity in the left eye.
Her manifest refraction was —6.00 + 2.50 x 078 in the right eye and —5.50 + 1.25 x 073 in
the left eye. Axial lengths were 24.82 mm and 25.39 mm in the right and left eyes, respec-
tively. Intraocular pressure and pupil exam were normal. Anterior and posterior exam in
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the right eye was unremarkable. The left eye showed a mature cataract with no view to the
posterior segment. B scan ultrasonography in the left eye showed vitreous opacities with a
posterior vitreous detachment without signs of a retinal detachment. Following cataract
extraction with an intraocular lens implant, the patient’s best corrected visual acuity in the
left eye was 20/50 and to date, neither eye has required retinal interventions.

2.3. Patient I1I-3

Patient III-3 was a 18-year-old girl with high myopia and bilateral patellar instability.
Genetic evaluation showed a heterozygous frameshift mutation in COL2A1 (c.3641delC)
inherited from her father (Patient II-1). The patient also had generalized joint pain and tachy-
cardia. At her initial examination, her best corrected visual acuity was 20/30 in the right eye
and 20/40 in the left eye. Her cycloplegic refraction at that time was —14.00 + 2.00 x 105
in the right eye and —11.25 + 1.00 x 135 in the left eye. The slit lamp exam was unre-
markable and her intraocular pressure was normal. Her fundus exam showed myopic
appearing optic nerves with two isolated congenital hypertrophy of the retinal pigment
epithelium (CHRPE) lesions in the right eye and scattered lattice degeneration in both eyes.
Furthermore, she had a longstanding 30-prism diopter esotropia without diplopia.

After the initial visit, Patient III-1 underwent prophylactic indirect laser photoco-
agulation in both eyes in addition to bilateral medial rectus recessions for the esotropia.
Four months following the strabismus surgery, her acuity decreased in the left eye to
20/125 along with a reported increase in floaters. Her examination was normal, and these
changes were thought to be due to an impending posterior vitreous detachment. She was
seen two months later and was noted to have a complete return of vision in the affected eye.

2.4. Patient I1I-4

Patient III-4 was a 17-year-old boy who presented due to his family history of Stickler
Syndrome and a history of stiffness of both hip joints and multiple epiphyseal dysplasia.
A genetic evaluation showed a frameshift mutation in COL2A1 (c.3853G>T), that was
inherited from his mother (Patient II-2). At his initial examination, the best corrected visual
acuity was 20/20 in both eyes. Cycloplegic refraction was —0.25 + 0.50 x 180 in the right
eye and —0.75 + 1.25 x 180 in the left eye. The anterior segment exam and intraocular
pressures were normal. Dilated fundoscopic examination showed mild vitreous syneresis
and a small CHRPE in the left eye (Figure 2). He had not undergone any eye surgeries at
the time of data collection.

(A) (B)

Figure 2. Fundus photos of Patient III-4. Fundus photos of Patient IlI-4 showing a normal posterior
pole in the right eye (A) with a small CHRPE at 3:00 in the left eye (B).
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2.5. Patient II1I-6

Patient III-6 was a 9-year-old girl who presented due to her family history of Stickler
Syndrome and high myopia. A genetic evaluation showed a frameshift mutation in COL2A1
(c.3641delC), which had been inherited from her father. At her initial examination, her best
corrected visual acuity was 20/30 in the right eye and 20/40 in the left eye. Cycloplegic
refraction was —11.50 + 2.00 x 85 in the right eye and —13.75 + 2.50 x 95 in the left eye. Her
anterior segment and intraocular pressure were normal. Dilated fundoscopic examination
showed vitreous syneresis and myopic and tilted optic nerves, but no evidence of retinal
holes or detachments. Anterior and posterior exams were normal, other than vitreous
syneresis and myopic appearing optic nerves (Figure 3). She had not undergone any eye
surgeries at the time of data collection.

Figure 3. Fundus photos of Patient III-6. Fundus photos showing a tilted, myopic-appearing optic
nerves and a myopic-appearing fundus.

2.6. Patient III-7

Patient III-7 was a 4-month-old boy who presented for an eye examination due to
facial characteristics consistent with the Pierre Robin sequence and the family history of
Stickler Syndrome. His genetic testing showed biallelic, heterozygous COL2A1 mutations,
inherited from his mother (c.3853G>T) and father (c.3641delC). For his micrognathia and
cleft palate, he underwent several rounds of mandibular and palate repair. He also had
sensorineural hearing loss and Eustachian tube dysfunction and was status post bilateral
cochlear implants and multiple myringotomies with tubes. The patient also had bilateral
hip and femoral dysplasia, severe non-verbal autism, and global developmental delay.

At his initial eye examination, the patient was able to fix and follow with each eye
and showed no preference for induced tropia test. Cycloplegic refraction was —9.50 in the
right eye and —8.50 in the left eye. Anterior segment examination and intraocular pressures
were normal. Dilated fundus examination showed poor foveal reflex, mild vessel tortuosity,
and peripheral pigmentation bilaterally (Figure 4). At 3 years of age, his myopia had
progressed to —13.50 + 2.00 x 090 in the right eye and —15.50 + 3.00 x 090 in the left eye,
and he underwent prophylactic peripheral laser treatment in both eyes. Axial lengths at
that time were 28.69 mm and 29.13 mm in the right and left eyes, respectively. At the time
of data collection, he has not developed retinal complications and has not required other
eye surgeries.
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Wildtype

c.3641delC

1208
Pro

CcCcT

1208
Pro

cCcT

1209
Gly
GGT
1209
Gly
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1210
Pro
CCT
1210
Pro
CCT

121 1212
Pro Gly
CCA GGT
121 1212
Pro Gly
CCA GGT

1213
Pro
ccce
1213
Pro
cce

Figure 4. Fundus photos of Patient III-7. Fundus photos of Patient III-7 showing poor foveal reflex,
mild vessel tortuosity, and peripheral pigmentation in the right (Figure 2A) and left (Figure 2B).

3. Discussion

We present a three generation family with genotypic and phenotypic descriptions of
two different COL2A1 mutations. Furthermore, we present an individual with biallelic,
autosomal dominant, heterozygous Stickler Syndrome type I, resulting in severe ocular
and systemic findings (Patient II1-7).

The COL2A1 gene has 54 exons and the majority of the coding region (4464 base
pairs) comprises the triple-helical domain that consists of approximately 300 Gly-X-Y
repeats [4,11]. Mutations associated with Stickler Syndrome type I have been documented
throughout the gene and vary in severity and phenotype [3-5,12]. Both mutations found
in this family affected exon 51 with a single nucleotide deletion at 3641 and a missense
mutation at 3853. Exon 51 is at the end of the triple helical domain and has commonly
been associated with mild Stickler Syndrome type I. These mutations being close to the
C terminus are likely less severe compared to mutations near the N terminus or at the
beginning of the triple helix as the majority of the protein is intact [4,5].

The ¢.3641delC mutation causes a frameshift that affects the last portion of the triple
helix domain and the C terminus (Figure 5) [4]. The c.3641 locus had previously been
reported in a disease-causing frameshift duplication, however, little phenotype information
is included except for a binary logistic regression analysis score which is consistent with a
moderate phenotype. [13] Of the two mutations in this report, the c.3641delC had more
severe ocular phenotypes with the three affected monoallelic individuals (patients II-1, III-3,
and III-6) having high myopia (higher than —11.00) and associated retinal findings such as
retinal tears and lattice degeneration. In addition, patient II-1 was the only member in the
second or third generations to develop a retinal detachment.

1 51 52 53 54

c.3641delC ¢.3853G>T

\

1215 1216 1217 1218 1218 1220 1221 1222 1223 1224 1225 1226 200/ 120 1ppIat2 putets gz 11225 o =T s
Cys Arg | Asp| Leu Lys Leu

i Ala Arg Thr
Gly Pro Gly Iso Asp Met Ser Ala Phe Ala Gly Leu Wildtype
GGC CCT GGC ATC GAC ATG TCC GCC TTT GCT GGC TTA GCT CGC ACC TGC AGA|GAC|CTG AAA CTC
1215 1216 1217 1218 1219 1220 1221 1222 1223 1224 1225 1280 1281 1282 1283 1284 | 1285 | 1286 1287 1288
Aa Leu Ala Ser Thr Cys Pro Pro Leu Leu Ala STOP €.3853G>T Ala Arg Thr Cys Arg | Tyr [Leu Lys Leu
GCC CTG GCA TCG ACA TGT CCG CCT TTG CTG GCT TAG GCT CGC ACC TGC AGA|TAC |CTG AAA CTC

Figure 5. Effects of COL2A1 mutations in Exon 51 on protein sequence. Both the c3641delC and
¢.3853G>T mutations affect exon 51 in the COL2A1 gene. The ¢.3641 deletion from the wildtype
sequence leads to a frameshift resulting in the change in sequence after Proline 1213 and a premature
stop codon after Alanine 1225. The ¢.3853G>T mutation changes Aspartic Acid 1285 to a Tyrosine.

The 3853G>T missense mutation resulted in a p.Asp1285Tyr amino acid change within
the triple helix domain (Figure 5). We had included this mutation in a prior report that
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included only patient III-7 as the rest of the family had not been examined at that time [15].
Otherwise, there have been no other reports of this locus, and our previous report included
little specific phenotype information on this mutation. In contrast to the ¢.3641delC mu-
tation, the 2 affected monoallelic individuals (patients II-2 and I1I-4) showed mild ocular
phenotypes. On the other hand, both of these patients had joint abnormalities such that
patient II-2 required bilateral hip arthroplasty for early onset osteoarthritis in her 40s and
patient I1I-4 had multiple epiphyseal dysplasia. Isolated early-onset osteoarthritis has been
considered its own COL2A1 entity and in the few reported cases is associated with a spe-
cific missense mutation much earlier in the coding region (c.823C>T) [18-20]. Additional
COL2A1 mutations (c.2503C>T and ¢.2032G>A) have been identified in multiple epiphy-
seal dysplasia, with one family also having myopia and deafness [21,22]. Since multiple
epiphyseal dysplasia is typically diagnosed radiologically and is clinically characterized by
joint pain, stiffness, and early onset osteoarthritis, this may be under-diagnosed in Stickler
Syndrome type L

The joint and bone abnormalities associated with COL2A1 mutations vary from mild
to severe. In the milder forms, as typically seen in Stickler Syndrome type I, joints are
more affected than bones [4,5]. In these cases, the mutant type II collagen seems to be
able to form fibrils, albeit abnormal, which leads to progressive degeneration [23]. In
more severe forms, leading to skeletal dysplasia, the mutant type II collagen is unable to
assemble into fibrils, resulting in endoplasmic reticulum-mediated chondrocyte apoptosis
and extracellular matrix loss [24,25]. Furthermore, the paucity of type II collagen fibrils
within the extracellular matrix inhibits chondrocyte differentiation which is necessary for
bone formation [26].

Although both of these mutations affect exon 51, they display different Stickler Syn-
drome type I phenotypes, which is highlighted by their juxtaposition within this family.
With the identification of disease-causing loci, Stickler Syndrome type I has been associ-
ated with missense and nonsense mutations as well as nucleotide deletions and duplica-
tions [4,12]. Furthermore, mutations affecting the N terminus, triple helix domain, and C
terminus have all been reported [4,12]. Traditionally nonsense mutations and frameshift
deletions and duplications have more deleterious effects than single nucleotide missense
mutations due to the activation of nonsense-mediated mRNA decay and greater capacity
for altering the protein sequence. However, a prior study by Zhang et al. found that
phenotype severity is similar between nonsense, frameshift, and missense mutations. The
phenotypes were graded as mild, severe, and lethal, but did not include specific information
regarding ocular vs. joint manifestations [4]. Some phenotypic differences may also be due
to differential expression of the two COL2A1 isoforms that result from alternative splicing
near exon 2, which is in the N terminus [27]. The longer form (type IIA) is expressed during
embryogenesis and in the adult vitreous. In contrast, the shorter form (type IIB) is found in
adult chondrocytes [28]. However, as this family’s mutations are much further downstream
in the COL2A1 gene, this is unlikely the reason for their phenotypic differences. Overall,
there is a need for deep phenotyping in Stickler Syndrome type I to specifically correlate
mutation types and loci to specific ocular and systemic findings.

As a result of distinct paternal and maternal mutations, one individual in the third gen-
eration had biallelic heterozygous COL2A1 mutations. One individual with two COL11A1
mutations in trans has been reported and exhibited retinal atrophy and severe hearing
loss [8]. Furthermore, autosomal recessive COL9A3 mutations are also associated with
Stickler syndrome [3,7]. However, to the best of our knowledge, we present the first
documented case involving COL2A1.

This patient displayed pathologic myopia and vitreoretinal degeneration like his father
and two sisters who carry the c.3641delC mutation, previously described as a mutation
resulting in such ophthalmic abnormalities [13,15]. Furthermore, he had dysplastic joints
similar to his mother and brother who had the ¢.3853G>T mutation. He also had other
systemic findings that are commonly associated with Stickler syndrome, but were not
found in his other family members including micrognathia, cleft palate, and hearing
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loss. Additionally, this patient had neurological diagnoses (non-verbal autism and severe
developmental delay) that are not typically seen in Stickler syndrome. While children with
Stickler syndrome can have learning disabilities and behavior issues, these are typically
attributed to their vision and hearing impairments. There is an unclear role for COL2A1
in brain development, thus it is unknown whether these atypical findings are due to his
biallelic heterozygous COL2A1 mutations or other etiologies.

4. Conclusions

In summary, we present a three-generation pedigree with Stickler Syndrome type I
that highlights ocular vs. joint phenotypes associated with COL2A1 mutations. While both
of the COL2A1 mutations that affect family members are located in the same exon, one is
a frameshift nucleotide deletion and one is a missense mutation. The molecular basis for
these phenotypic differences is unknown. More studies with deep phenotyping are needed
to fully understand the phenotype-genotype correlations in Stickler syndrome.
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