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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

Correspondence to: Kazushige Tsunoda, Division of Vision

Research, National Institute of Sensory Organs, National Hospital
i fedical C

ku, Tokyo 152-8902, Japan; Phone S350 0111; FAX: +§1-

33411-0185; email: tsunodakazushige@kankakuki.go jp

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

559

17



10

OEA3 Y R—TOPEIE (— kD7 - ER Q@EA53YR—hTOP2EIE (— AR D7 - ERE %
BiRE HEE@E) & BEE@E)

HRBR_BREOER

RERBE_BREDER o weommmwinsn

1 2 3 4 5

BESEMYKR—bA—

. e >t Gumny s -ROBI2E ERREEOWIE
ARERRCCERL. ML LT, /"ﬁ;\ 5595 émi’-; TB5m5

WS 2019/12/13 BETZ I PARNEERRURLILR,

YIRS | TIANSAIS~
9Lrey

7152-6902 MRBARERIFE2-5-1
MOARARRRER 5~

sergss- | perees BAWRE>S— WS- FEAARES

QFRE@E (—HkDF - ERER ORFER-EEE (—ROF - ERER
& HEE@E) & HEE@)

REMB_BREDER it o mmasincnrsn REME_BREDER  iiemms v wmasincamsn

A-LERE  AR-AR-TEOWT  MMKIWT

w2IRMTA-
A-LKRE  AR-AA-VKOWT  MERIWT BEY=a7A | WRIRETR-N

WESAAOYA— MBETERLTVET

ozeE

i, o] fotrer o crzeoLTCREN.
ozas  omes omes
a5 O mnus oass
AR O REIS O omem
5 WEZRAANLT WRESSTS (v RZOANEET
>hon7o 5
Ossen Oxam  Owan  Own  Owasy

omomn Oozmn

sxear DO veeww 5 enzsomn 4/ _

nameL: RFEESETS (©
)

Syt wars

SEEENRAY % WRIEWESI ETE-TEMN  ANEEEMT
s 5

PTONNS WA EEZENES ETE-STENN  RERSTS 0O
os =

ansnaLcs WEEmAANLL STEESETS @
o wneauy

- MER ‘:_ju: - ‘& Lae é? ez -
e T

Bonwn § = v st ATEESAT
e T —

OFMERR—2 (—RDFA) @#ﬂﬁ%’*—’)(&?ﬁﬂﬁ%%‘fﬁ)
- . RERE_BREOER

BASENOZRES AR B AA-LA=PITIUT  HEIZD0C BHTZaTL EASEMMR—h

BE35EAOXEGH BR
G o e

5 i
EATSAN WE ROYE E
wsn [ ——— P —— & [ — ]
o wame: wrEsSTe T r—
nen L - DORNERLU S~ REETR
aann s
= FEENRTEN 11
s - 0 (o0 MESARS (HBH) NRENBATE (€ h5LT5Y)
xA7HLA - [——— aen 03.3235.2963
L e ——————
- =uen o3-3a11.0111 raxnn 03-3235-2959
LSRR BISESRREN S SATEERLE 5. TRAEER
socustme
ey nine os3a11.011 xenrrua
ovmzness
7 ammemies- netpuss
e oas e X COT000CMmAcle e woew. fukushihoken.metro. tokyo.jp/
. shinsho/a_techouindex el
KLz http://www.ntme.go.jp/
AA7HUR socusomam  Mrn amomsemess.
O AR NREESNTE (021 SATSY) 12se [y m_— —es—.
ooy 5
S o o-sw Frrary —
. nan
s o oo (-3 b
prvrey o=
A-AFFUR | 00K (8- %) an w1
S R SSEmma (2h3737) 1115
e 2ERRC - (FERE
. mvwe  mmemess- emane)
R 0359372917 000k (8-®) 72307
Pt bt s
o ———
AAPUR  Souocaromcion mero v o BT ———
wssn

18



11

12

ACMG

© A Cotegn o e Gereis s G

Genetil
ARTICLE = inMed

Correcied: Correction

ity curation of 164 hearing

loss gene-disease pairs

Marina T. DiStefano, PhD'~, Sarah E. Hemphill, BA', Andrea M. Oza, MS, CGC',
Rebecca K. Siegert, s,‘ \ndrew R. Grant, BA?, Madeline Y. Hughes, BA?, Brandon J. Cushman, BA',

Sami S. Amr, PhD &

Purpose: Proper interpretation of genomic variants s critical 1o

“diical valdity of

ips.
ClnenHeuring o Gene urtion Exper P
ety e o perform
genes from

(=L tive (0%), 12
Soone (0. 25 idere 158,33 Libed 300 10 Dpued

INTRODUCTION
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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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