Table S1 Reported Variations of OPA1-Related Patients with Hearing Loss
	Nation
	Nucleic acid change
(NM_ 015560.3)
	Amino acid change
	Main clinical features
	Reference

	1
	England
	c.113_130del
	p.Arg38_Ser43del
	SNHL, myopathy, PEO
	[1]

	2
	Japan
	c.154C>T
	p.Arg52*
	OA, SNHL
	[2]

	3
	China
	c.356T>C
	p.Phe119Ser
	OA, AN, nystagmus, strabismus, retarded development
	This Study

	4
	England
	c.635_636del
	p.Lys212fs*4
	OA, SNHL
	[1]

	5
	England, France
	c.728T>A
	p.Leu243*
	OA, SNHL, ataxia, neuropathy, paraparesis, posterior cord syndrome
	[1, 3]

	6
	China
	c.805T>C
	p.Ser269Pro
	OA, AN, nystagmus, gait instability
	This Study

	7
	Australian
	c.888T>A
	p.Asp296Glu
	OA, SNHL, ataxic, ptosis, ophthalmoplegia, proximal myopathy, neuropathy and ataxia
	[4]

	8
	Japan
	c.892A>C
	p.Ser298Arg
	OA, AN
	[5]

	9
	England
	c.970_978del
	p.Arg324_Pro326del
	OA, SNHL
	[1]

	10
	France
	c.983A>G
	p.Val291_Phe328del
	OA, SNHL
	[3]

	11
	England
	c.1065+1G>A
	-
	OA, SNHL, multiple sclerosis-like
	[6]

	12
	France
	c.1067_1068dup
	p.Ala357Leufs*4
	OA, SNHL
	[3]

	13
	France
	c.1069G>A
	p.Ala357Thr
	OA, SNHL, ptosis, ophthalmoplegia, ataxia, myopathy, sensory-motor axonal neuropathy
	[7]

	14
	England
	c.1198C>T
	p.Pro400Ser
	OA, SNHL, PEO
	[1]

	15
	China
	c.1201G>C
	p.Gly401Arg
	OA, AN
	This Study

	16
	China, England, France
	c.1202G>A
	p.Gly401Asp
	OA, SNHL, ataxia, paraesthesia, nystagmus, peripheral neuropathy
	[1, 3, 8]

	17
	China
	c.1208T>C
	p.Ile403Thr
	OA, AN, trichiasis, gait instability 
	This Study

	18
	England
	c.1212+3A>T
	-
	OA, SNHL
	[1]

	19
	Japan
	c.1240A>C
	p.Thr414Pro
	OA, AN
	[9]

	20
	China
	c.1303T>C
	p.Cys435Arg
	OA (poor vision and optic-disk pallor), SNHL, nystagmus
	[10]

	21
	China
	c.1304G>A
	p.Cys435Tyr
	OA (optic disc pallor and diffused RNFL defects), SNHL
	[11]

	22
	France
	c.1310A>G
	p.Gln437Arg
	OA, SNHL, ataxia, paraesthesia, nystagmus
	[3]

	continued

	23
	England
	c.1313A>T
	p.Asp438Val
	OA, SNHL
	[1]

	24
	Italy, England
	c.1316G>T
	p.Gly439Val
	OA, SNHL, ataxic, ophthalmoplegia, sensory-motor axonal neuropathy, myopathy, PEO, neuropathy
	[1, 7, 12]

	25
	England
	c.1327G>A
	p.Ala443Thr
	OA, SNHL, ataxia, CAPOS
	[1]

	26
	China
	c.1333C>G
	p.Arg445Gly
	OA, AN
	This Study

	27
	France, Japan, USA, France, Spain, China
	c.1334G>A
	p.Arg445His
	OA (temporal pallor of the disc, with parapapillary RNFL defect), AN, ptosis, ophthalmoplegia, myopathy, neuropathy, PEO, Dementia, sensorimotor neuropathy, muscle pain and fatigue in both lower limbs after long walks, vestibular dysfunction
	[1, 3, 5, 7, 11, 13-17]

	28
	Czech Republic
	c.1345A>C
	p.Thr449Pro
	OA, SNHL, ataxia, neuropathy, migraine, tachycardia, intention tremor, nystagmus, cervical dystonia
	[18]

	29
	France
	c.1387_1392dup
	p.Ile463_Phe464dup
	OA, SNHL, nystagmus, ophthalmoplegia, axonal sensorimotor neuropathy
	[3]

	30
	England
	c.1462A>G
	p.Gly488Arg
	OA, SNHL, ataxia, myopathy, neuropathy, PEO, Migraine, epilepsy, Dementia
	[1]

	31
	England
	c.1484C>T
	p.Ala495Val
	OA, SNHL, myopathy, neuropathy, PEO
	[1]

	32
	China
	c.1555G>A
	p.Glu519Lys
	OA, AN
	This Study

	33
	Japan
	c.1618A>C
	p.Thr540Pro
	OA, AN
	[5, 9]

	34
	France, England
	c.1635C>G
	p.Ser545Arg
	OA, SNHL, ptosis, ataxia, ophthalmoplegia, ataxia, myopathy, sensory motor axonal neuropathy, PEO
	[1, 7, 19]

	35
	England
	c.1642G>A
	p.Val548Ile
	OA, SNHL, ataxia
	[1]

	36
	England
	c.1745A>G
	p.Tyr582Cys
	OA, SNHL, ataxia, PEO
	[1]

	37
	China
	c.2013+5G>C
	-
	OA, AN, nystagmus, strabismus, retarded development
	This Study

	continued

	38
	China
	c.2635_2639del
	p.Leu879Leufs*22
	OA, AN
	This Study

	39
	England
	c.2800dup
	p.Gln934Profs*10
	OA, SNHL, peripheral sensitive axonal neuropathy
	[6]

	40
	China
	c.2844dup
	p.Leu949Thrfs*2
	OA (poor vision and optic-disk pallor), SNHL
	[10]

	41
	China, England
	c.2848_2849del
	p.Asp950Cysfs*4
	OA (progressive decrease in visual acuity, color vision abnormalities, thinned optic nerves, and moderate to severe temporal optic nerve pallor), SNHL, high myopia, ataxia
	[1, 2]


Note: AN: auditory neuropathy; OA: optic atrophy; SNHL: sensorineural hearing loss; PEO: progressive external ophthalmoplegia

Table S2 Summary of Clinical Characteristics of Genetic Auditory Neuropathy
	AN gene
	Onset age
	Major clinical features
	Clinical progression
	Reference

	OPA1
	20 months – 24 years
	AN, OA
	progression
	This Study

	OTOF
	Congenital
	AN
	stable
	[20]

	AIFM1
	5 years – 20 years
	AN, peripheral neuropathy
	progression
	[21]

	FDXR
	10 years and 16 years
	AN, peripheral neuropathy
	progression
	[22]

	TWNK
	2 years – 25 years
	AN, peripheral neuropathy
	progression
	[22]

	ATP1A3
	2 years – 25 years
	AN, CAPOS
	progression
	[23]

	TIMM8A
	first decade of life
	AN, MTS
	progression
	[24]

	DIAPH1
	8 years – 49 years
	AN
	progression
	[25]


[bookmark: _Hlk205665307]Note: AN: auditory neuropathy; OA: optic atrophy; CAPOS: Cerebellar ataxia, areflexia, pes cavus, optic atrophy, and sensorineural hearing loss; MTS: Mohr-Tranebjaerg syndrome.
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