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	       Supplementary Table 1
	Supplementary Table 1  Other variants of unknown significance detected in the patient’s whole-exome sequencing
	

	Gene 
	Chromosome
	Variant
	Variant type
	Variant loci 
	Genotype
	dbSNP/
dbVar ID
	Inheritance
	Variant 
classification

	OPA1
	3
	c.2348A>G, p.Asn783Ser
	Missense
	Exon 24
	Het
	rs749143995
	Maternal
	VUS

	AFF2
	X
	c.1084C>T, p.Arg362Trp
	Missense
	Exon 4
	Het
	rs782691184
	Maternal
	VUS

	KIF5A
	12
	c.65C>T,
 p.Ala22Val
	Missense
	Exon 1
	Het
	N/A
	Maternal
	VUS

	ADCY6
	12
	c.2783T>A, p.Leu928Gln
	Missense
	Exon 17
	Het
	N/A
	Maternal
	VUS

	Abbreviations: Het = heterozygous; N/A = not applicable; VUS = variant of uncertain significance
	













        Supplementary Table 2
        
[bookmark: OLE_LINK11][bookmark: OLE_LINK12]Supplementary Table 2  Variable Clinical Characteristics in Children With DNM1L Variants

	Patients 
(sex)
	Age at onset
	Clinical features and relevant biochemical findings
	Clinical course and age at assessment
	Variant
	Variant loci 
and domain
	Inheritance
	Reference

	[bookmark: OLE_LINK34]P.e 1,
(1M, 4F)
	N/A
	[bookmark: OLE_LINK42]Isolated optic atrophy
	N/A
	c.5A>C,
p.Glu2Ala
	Exon 1,
GTPase
	Heterozygous
	[15]

	P.e 2,
(6M, 2F)
	N/A
	[bookmark: OLE_LINK41]Isolated optic atrophy
	N/A
	c.5A>C,
p.Glu2Ala
	Exon 1,
GTPase
	Heterozygous
	[15]

	P.t 3
(F)
	1.2 years
	[bookmark: OLE_LINK35]DD, hypotonia, ataxia, dysarthria, microcephaly, nystagmus, scoliosis, optic atrophy, increased lactate, increased very-long-chain fatty acids
	Alive, 
7 years
	c.95G>C,
p.Gly32Ala
	Exon 1,
GTPase
	De novo
	[18]

	P.t 4
(M)
	1 year
	DD, strabismus, ataxia, progressive infantile encephalopathy, dysarthria, brain MRI abnormal, increased lactate
	Alive, 
16 years
	c.106A>G,
p.Ser36Gly &c.346_347delGA,
p.Glu116Lysfs*6
	Exon 2 & 4,
GTPase
	Compound heterozygous 
	[19]

	P.t 5
(M) 
	1 year
	DD, strabismus, dysmetria, dysarthria, progressive infantile encephalopathy, diffuse hyper-reflexia
	Alive, 
3 years
	c.106A>G,
p.Ser36Gly &c.346_347delGA,
p.Glu116Lysfs*6
	Exon 2 & 4,
GTPase
	Compound heterozygous 
	[19]

	P.t 6
(M)
	5 months
	DD, dystonia, GTCS, peripheral neuropathy, 
EEG abnormal
	Alive, 
10 years
	c.115A>G,
p.Ser39Gly
	Exon 2,
GTPase
	De novo
	[20]

	P.t 7
(M)
	1 month
	[bookmark: OLE_LINK37]Psychomotor retardation, dystonia, microcephaly, brain MRI abnormal, hyperlactacidemia
	Alive, 
3 years
	c.116G>A,
p.Ser39Asn
	Exon 2,
GTPase
	De novo
	[21]

	P.t 8
(F)
	1 month
	DD, GTCS, optic atrophy, ataxia, dysarthria, dystonia, nystagmus, scoliosis, pain insensitivity, peripheral neuropathy, increased lactate
	Alive, 
32 years
	c.176C>A,
p.Thr59Asn
	Exon 2,
GTPase
	De novo
	[22]

	P.t 9
(F)
	Birth
	Hypotonia, low birth weight,
peripheral neuropathy
	Died,
3 weeks
	c.261dup,
p.Trp88Metfs*
&c.385_386del,
p.Glu129Lys*6
	Exon 3 & 5,
GTPase
	Compound
heterozygous
	[23]

	P.t 10
(M)
	Birth
	Hypotonia, low birth weight, brain MRI abnormal, peripheral neuropathy
	Died,
8 days
	c.261dup,
p.Trp88Metfs*
&c.385_386del,
p.Glu129Lys*6
	Exon 3 & 5,
GTPase
	Compound
heterozygous
	[23]

	P.t 11
(F)
	Infant
	DD, dystonia, pain insensitivity,
brain MRI abnormal, increased lactate
	Alive, 
4 years
	c.305C>T,
p.Thr115Met
	Exon 4, 
GTPase
	[bookmark: OLE_LINK40]Homozygous
	[5]

	P.t 12
(F)
	1 week
	DD, hypotonia, ataxia, peripheral neuropathy, absent deep tendon reflexes, increased lactate
	Alive, 
5 years
	c.436G>A,
p.Asp146Asn
	Exon 5, 
GTPase
	De novo
	[24]

	P.t 13
(M)
	3 months
	DD, ataxia, dysarthria, absent deep tendon reflexes, peripheral neuropathy
	Alive, 
4.5 years
	c.445G>A, 
p.Gly149Arg
	Exon 5, 
GTPase
	De novo
	[25]

	P.e 14,
(2M, 1F)
	N/A
	Isolated optic atrophy
	N/A
	c.575C>A,
p.Ala192Glu
	Exon 6,
GTPase
	Heterozygous
	[15]

	P.t 15
(F)
	2.5 years
	[bookmark: _GoBack]GTCS, SRSE, ataxic, brain MRI abnormal, 
EEG abnormal
	Alive, 
6 years
	c.668G>T,
p.Gly223Val
	Exon 7, 
GTPase
	De novo
	[9]

	P.t 16
(F)
	6 years
	Epilepsy, ataxia, dystonia,
peripheral neuropathy
	Died,
20 years
	c.687_689dupATT,
p.Leu230dup
	Exon 7,
GTPase
	De novo
	[8]

	P.t 17
(M)
	5 months
	DD, epilepsy, nystagmus, hypotonia, 
brain MRI abnormal, increased lactate
	Died,
5 years
	c.1048G>A,
p.Gly350Arg
	Exon 9,
Middle
	Heterozygous 
	[26]

	P.t 18
(M)
	Birth
	DD, pain insensitivity, dystonia, microcephaly, brain MRI abnormal, increased lactate
	Alive, 
2 years
	c.1084G>A,
p.Gly362Ser
	Exon 10,
Middle
	De novo
	[27]

	P.t 19
(M)
	4 months
	DD, GTCS, RSE, dystonia, scoliosis,
pain insensitivity, brain MRI abnormal,
EEG abnormal, increased lactate
	Died,
10 years
	c.1084G>A,
p.Gly362Ser
	Exon 10,
Middle
	De novo
	[28]

	P.t 20
(F)
	4 months
	DD, epilepsy, microcephaly, dystonia,
pain insensitivity, dysphagia
	Alive, 
5 years
	c.1084G>A,
p.Gly362Ser
	Exon 10,
Middle
	De novo
	[9]

	P.t 21
(M)
	6 months
	[bookmark: OLE_LINK38]DD, GTCS, RSE, strabismus,
EEG abnormal
	Alive, 
7 years
	c.1085G>A, p.Gly362Asp
	Exon 10, 
Middle
	De novo
	[29]

	P.t 22
(M)
	1 month
	DD, SRSE, peripheral neuropathy,
brain MRI abnormal, EEG abnormal, 
increased lactate
	Died,
6 years
	c.1085G>A, 
p.Gly362Asp
&c.1535T>C p.Ile512Thr
	Exon 10 & 13,
Middle & VD
	Homozygous
	[9]

	P.t 23
(F)
	Birth
	DD, epilepsy, microcephaly, hypotonia, 
brain MRI abnormal, increased lactate,
ECG and echocardiogram abnormal
	Died,
13 months
	c.1088G>A,
p.Gly363Asp
	Exon 10,
Middle
	De novo
	[8]

	P.t 24
(F)
	5 years
	SRSE, brain MRI abnormal,
EEG abnormal
	Alive, 
7 years
	c.1109T>G,
p.Phe370Cys
	Exon 10,
Middle
	De novo
	[9]

	P.t 25
(F)
	4 days
	DD, microcephaly, dystonia, brain MRI abnormal, persistent lactic acidosis
	Died,
10 months
	c.1135G>A,
p.Glu379Lys
	Exon 10,
Middle
	De novo
	[26]

	P.t 26
(F)
	6 days
	DD, microcephaly, optic atrophy, nystagmus, dystonia, brain MRI abnormal, increased very-long-chain fatty acids, increased lactate
	Died,
37 days
	c.1184C>A,
p.Ala395Asp
	Exon 10,
Middle
	De novo
	[10]

	P.t 27
(F)
	6 months
	DD, astigmatism, autistic features,
brain MRI abnormal
	Alive, 
10 years
	c.1184C>G
p.Ala395Gly
	Exon 10,
Middle
	De novo
	[18]

	P.t 28
(F)
	8 months
	DD, epilepsy, microcephaly, ECG abnormal, dilated cardiomyopathy, increased lactate
	Died,
10 months
	c.1201G>A,
p.Gly401Ser
	Exon 11,
Middle
	De novo
	[8]

	P.t 29
(M)
	2.8 years
	DD, hypotonia, epilepsy, nystagmus, encephalopathy
	Alive, 
3 years
	c.1201G>A,
p.Gly401Ser
	Exon 11,
Middle
	De novo
	[8]

	P.t 30
(M)
	7 years
	[bookmark: OLE_LINK1]GTCS, dystonia, brain MRI abnormal
	Died,
7 years
	c.1207C>T,
p.Arg403Cys
	Exon 11,
Middle
	De novo
	[30]

	P.t 31
(M)
	5 years
	GTCS, FSE, dystonia, pain insensitivity, 
brain MRI abnormal, EEG abnormal
	Died,
7 years
	c.1207C>T,
p.Arg403Cys
	Exon 11,
Middle
	De novo
	[30]

	P.t 32
(F)
	3.4 years
	DD, FSE, dystonia, hyperpyrexia,
brain MRI abnormal, EEG abnormal
	Died,
3.7 years
	c.1207C>T,
p.Arg403Cys
	Exon 11,
Middle
	De novo
	[30]

	P.t 33
(F)
	3 years
	Epilepsy, dystonia, brain MRI abnormal,
EEG abnormal, increased lactate
	Alive, 
ND
	c.1207C>T,
p.Arg403Cys
	Exon 11,
Middle
	De novo
	[31]

	P.t 34
(F)
	7 years
	DD, RSE, ataxic, dysmetria,
brain MRI abnormal, EEG abnormal
	Alive, 
12 years
	c.1207C>T,
p.Arg403Cys
	Exon 11,
Middle
	De novo
	[32]

	P.t 35
(M)
	4 years
	FSE, DR, dysphasia, encephalopathy,
brain MRI abnormal, EEG abnormal
	Alive, 
8 years
	c.1207C>T,
p.Arg403Cys
	Exon 11,
Middle
	De novo
	[13]

	P.t 36
(M)
	5 years
	FSE, DR, dysarthria, encephalopathy,
brain MRI abnormal, EEG abnormal
	Alive, 
7 years
	c.1207C>T,
p.Arg403Cys
	Exon 11,
Middle
	De novo
	[13]

	P.t 37
(M)
	3 years
	DD, FSE, brain MRI abnormal,
EEG abnormal, increased lactate
	Alive, 
ND
	c.1207C>T, 
p.Arg403Cys
	Exon 11,
Middle
	De novo
	[33]

	P.t 38
(M)
	5 years
	DD, GTCS, FSE, ataxia, brain MRI abnormal, EEG abnormal, increased lactate
	Alive, 
ND
	c.1207C>T,
p.Arg403Cys
	Exon 11,
Middle
	De novo
	[33]

	P.t 39
(M)
	3 years
	DD, GTCS, RSE, encephalopathy,
brain MRI abnormal, EEG abnormal
	Alive, 
ND
	c.1207C>T, 
p.Arg403Cys
	Exon 11,
Middle
	De novo
	[34]

	P.t 40
(F)
	9 years
	FSE, DR, nystagmus, encephalopathy, 
brain MRI abnormal, EEG abnormal
	Died,
16 years
	c.1207C>T,
p.Arg403Cys
	Exon 11,
Middle
	De novo
	[12]

	P.t 41
(M)
	3 years
	DD, SRSE, brain MRI abnormal,
EEG abnormal, increased lactate
	Alive, 
7 years
	c.1207C>T,
p.Arg403Cys
	Exon 11,
Middle
	De novo
	[9]

	P.t 42
(M)
	13 years
	SRSE, progressive aphasia, 
brain MRI abnormal, EEG abnormal
	Died,
13.5 years
	c.1207C>T,
p.Arg403Cys
	Exon 11,
Middle
	De novo
	[35]

	P.t 43
(F)
	6 years
	FSE, SRSE, excessive drooling,
brain MRI abnormal, EEG abnormal
	Alive, 
20 years
	c.1207C>T,
p.Arg403Cys
	Exon 11,
Middle
	De novo
	[40]

	P.t 44
(M)
	1.5 years
	DD, GTCS, SRSE, dystonia,
EEG abnormal
	Alive, 
13 years
	c.1207C>T,
p.Arg403Cys
	Exon 11,
Middle
	De novo
	[36]

	P.t 45
(F)
	2 years
	DD, DR, GTCS, dystonia, ataxia, 
brain MRI abnormal
	Alive, 
6 years
	c.1207C>T,
p.Arg403Cys
	Exon 11,
Middle
	ND
	[18]

	P.t 46
(M)
	3 years
	DD, DR, RSE, dysphagia, strabismus,
brain MRI abnormal, increased lactate
	Alive, 
7 years
	c.1207C>T,
p.Arg403Cys
	Exon 11,
Middle
	De novo
	[18]

	P.t 47
(M)
	6 months
	DD, GTCS, hypotonia, nystagmus,
brain MRI abnormal, EEG abnormal, 
increased lactate
	Died,
1.5 year
	c.1217T>C,
p.Leu406Ser
	Exon 11,
Middle
	De novo
	[37]

	P.t 48
(F)
	4 months
	DD, microcephaly, failure to thrive, hypotonia, echocardiogram abnormal, increased lactate
	Died,
8 months
	c. 1228G>A,
p.Glu410Lys
	Exon 11,
Middle
	De novo
	[38]

	P.t 49
(F)
	Birth
	DD, DR, epilepsy, dysphagia, hypotonia,
brain MRI abnormal, EEG abnormal
	Died,
1 year
	c.1292G>A,
p.Cys431Tyr
	Exon 11,
Middle
	De novo
	[18]

	P.t 50
(F)
	3 months
	Regression and global encephalopathy,
brain MRI abnormal, hyperlactacidemia
	Died,
2.5 years
	c.1337G>T,
p.Cys446Phe
	Exon 11,
Middle
	De novo
	[14]

	P.t 51
(F)
	3 months
	DD, static encephalopathy, epilepsy, 
hypotonia, nystagmus, scoliosis, optic atrophy, brain MRI abnormal
	Alive, 
27 years
	c.2072A>G, 
p.Tyr691Cys
	Exon 19,
GED
	De novo
	[39]

	P.t 52
(M)
	3 years
	DR, epilepsy, optic atrophy, scoliosis, 
movement disorder, peripheral neuropathy
	Died,
17 years
	c.2128A>G,
p.Arg710Gly
	Exon 19,
GED
	De novo
	[8]

	P.t 53
(F)
	1.5 years
	[bookmark: OLE_LINK39][bookmark: OLE_LINK32]Hemiplegia, astigmatism, strabismus, paroxysmal limb dysfunction, increased acetoacetic acid
	Alive, 
5.3 years
	c. 2161C>T,
p.Gln721Ter
	Exon 20,
GED
	De novo
	Ours

	[bookmark: OLE_LINK56][bookmark: OLE_LINK2][bookmark: OLE_LINK57][bookmark: OLE_LINK46]Abbreviations: DD = developmental delay; DR = developmental regression; GTCS = generalized tonic-clonic seizures; SRSE = super refractory status epilepticus; RSE = refractory status epilepticus; FSE = focal status epilepticus; VD = variable domain; GED = GTPase effector domain; P.e = pedigree; P.t = patient; M = male; F = female; N/A = not applicable; ND = no description.
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