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Autosomal dominant optic atrophy with OPA/ gene mutations
accompanied by auditory neuropathy and other systemic
complications in a Japanese cohort
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Purpose: ly four.

ic atrophy (DOA) by pathy and DOA-plus
disease).
Methods: Four p examina-

from four phthalmic and auditory
tions and were diagnosed with DOA-plus disease. The disease-causing gene variants in the OPAJ gene were identified
by direct sequencing. The genetic and clinical data of 48 DOA patients without systemic complications—that is, with
simple DOA—were compared to those of DOA-plus patients.
Results: DOA

téand 31013y
Two patient: had ves-

it
‘The DO/

13.3% (4/30) of gene
mutations. Each DOA- in the OPAJ gene: c.1334G>A, pR445H,
¢1618A>C, pTS40P, and ¢.892A>C, p.S298R. Missense mutations accounted for 100% (4/4) of the DOA-plus families
and only 11.5% (3126) of the families with simple DOA.

Conclusions: All the patients with the DOA-plus p! in the OPA! gene.
They all had typical ocular symptomns and sigas of DOA in this first o secoad decade, and other systemio complica-

tions—such as auditory neuropathy, vestibular dysfunction, and ataxia—followed the ocular symptoms. We should
consider the occurrence of extraocular complications in cases with DOA, especially when they carry the missense
mutations in the OPAZ gene.

B3 SERYK—b

Autosomal dominant optic atrophy (DOA:; OMIM
165500) is one of the major causes of inherited optic nerve
disorders and is characterized by a slow. progressive reduc-
tion of visual acuity, by central visual field defects, and by

dynamin-related GTPase that is located in the mitochondrial
intermembrane space, and it plays a key role in controlling
the balance of mitochondrial fusion and fission. To date,
more than 200 OPA! variants have been reported to cause

the temporal pallor of the optic disc. in the
‘OPAl gene (Gene ID: 165500; OMIM 605290) are a major
cause of DOA [1-4]. and mutations in the OPA! gene account
for 32.1-89.5% of all DOA cases [3.5-10). OPAI encodes a
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DOA [11], including , nonsense mutations,
insertion/deletion, splice site mutations, and large-scale OPAI
rearrangements [5-9,12,13].

The severity of DOA varies considerably, and the visual
acuity ranges from normal to hand motion [10,14). This vari-
ability is observed both within and among families. It should
be noted that there is a subset of patients with DOA who
have extraocular symptoms, such as, auditory neuropathy,
ataxia, myopathy. neuropathy, and progressive external
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INTRODUCTION
Accurate interpretation of genomic variants is critical for
diagnostic utlty. According to OMIM, approximately 1738
ne-discae reltionships were discovered between 2010 and
2016 Variant in a gene cannot b dlincally inerpreed i 3
gene has not been previously implicated in discase.” Thus,
variant_interpretation relcs on an_understanding of the
dlinical validity of the affected gene. The Clinical Genome
Resource (ClinGen),” a National Institutes of Health
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(NIH)-funded _initative building an_ authoritative central
resource to define the clinical relevance of genes and variants

ision medicine and rescarch, has developed a
semiquantitative framework to_assign clnical validity to
gene-discase relationships.’ This framework involves. the
curation of primary published lterature to score genetic and
experimental evidence, which supports the assignment of a
dlinical valdity classification (Definitive, Strong, Moderate,
Limited, Disputed, Refuted, or No Evidence). Conditions
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