Table 1: Comparative features of ARV1-associated DEE38 among the reported cases
	Reference
	Our case
	Palmer [2](2016)

	Alazami[1] (2016)
	Nashabat[5] (2019)
	Davids M [7] (2020)
	Segel R [9] (2020)
	Darra F [10] (2021)
	Salian S [4] (2021)
	Alam CAL [8] (2021)
	Esmaeilzadeh E [11] (2021)
	Karabinos A [6] (2022)

	Cases
	1
	1
	3
	3
	7
	2
	2
	7
	1
	1
	1

	Age/ Sex
	14yr/F
	1yr/F (death)
	25yr/M, 13yr/M, 8yr/F
	12yr/M, 10yr/F, 2yr/M
	2 cases- 3yr/F, 17yr/F; 5 cases- 2 M, 3 F (all 5 - death by 5 yr)
	11yr/M, 18yr/M
	2F (death- 4 yr 2mon and 9 yr)
	5yr/F, 1yr/F (death), 13mon/F, 11yr/M, 9yr/M, 2 F aborted fetuses
	Iyr/F (death)
	1F (? age)
	21yr/ M

	Consanguinity
	Y
	Y
	Y
	Y
	5 cases- Y
2 cases- N

	Y
	N
	5 cases- Y
2 cases- N

	Y
	Y
	N (roots in the same village)

	Birth

	Uneventful
	Uneventful. Vigorous fetal movements
	Uneventful
	NA
	Uneventful
	Vaccum extraction, NICU for 2 weeks; Uneventful
	Uneventful
	Increased nuchal translucency in fetuses, hydronephrosis (1)
	Uneventful birth. Excessive movements in last trimester
	NA
	Uneventful

	Seizure onset
	5mon
	4 mon, intractable seizures
	< 1 yr in 2, 4yr in 1
	Early in 2, neonatal in 1
	< 1 yr
	< 1 yr
	8 mon, EIMFS, chewing automatism, perioral cyanosis, myoclonus
	< 7 mon (3), 9 yr (1), NA (1)
	2 hours of life
	? age of onset
	1 yr

	Developmental delay
	+
	+
	+
	? +
	+
	+
	+
	+
	+
	NA
	+

	Eye
	Oculomotor apraxia
	Visual inattention, roving eye movements, hypermetropia, retinal dystrophy
	Visual impairment in 1
	Normal
	Cortical blindness, roving eye movements, nystagmus
	Normal
	Visual inattention
	Nystagmus (1), abnormal vision (3)
	Normal
	NA
	Hypermetropia 

	Others
	Flat feet, elevated serum alfa feto protein 
	Central hypotonia, peripheral hypertonia
	NA
	NA
	Profound hypotonia, osteopenia, microcephaly, brisk reflexes, choking. 1 had coarse facies, flat feet, proximal renal tubular dysfunction, hearing loss and skeletal dysplasia
	Autistic regression, mild dilated cardiomyopathy, clumsy gait (no ataxia)
	Axial hypotonia, acquired, opisthotonic posturing, microcephaly, dilated cardiomyopathy
	Hypotonia (4), spasticity (2), feeding difficulties, facial dysmorphism (3), irritability (3), aggressive (1), hearing loss (1), skeletal abnormalities (4),
Renal involvement (4)
	Central hypotonia, peripheral spasticity, feeding difficulties, oral cyanosis
	Microcephaly 
	Dilated cardiomyopathy

	Movement disorder
	Ataxia
	Dystonia
	Ataxia in 2
	Ataxia in all 3
	1st 2 cases- ataxia; dystonia in 2 cases of 1st family and 3 cases of 2nd family
	No
	Dyskinesia (dystonia)
	Dystonia (2)
	Dystonia
	NA
	Ataxia

	EEG
	Normal
	Normal, focal with slow background, multi-focal, modified hypsarrhythmia
	NA
	? burst suppression
	Short
duration bursts of slow repetitive sharp and wave epileptic discharges
over either hemisphere particularly in the central regions
	NA
	Subcontinuous high amplitude slow waves
	Slow background (2), multifocal (3), hypsarrhytmia (1)
	Normal, focal with slow background, multi-focal, modified hypsarrhythmia
	NA
	NA

	MRI
	Cerebellar atrophy
	Initially normal. Later: focal T2 weighted hyperintensities within grey matter nuclei of posterior pons
	NA
	Normal
	Cortical and cerebellar atrophy, delayed myelination in 1. Thin corpus callosum, small sub-dural collections in another
	Cortical atrophy
	Thin corpus callosum, later mild atrophy (temporal), hypomyelination, cerebellar vermis atrophy
	Delayed myelination (2),  restricted diffusion in dorsal brain stem (2), enlarged ventricles (1), simplified gyral pattern (1), anterior pituitary hypoplasia (1), thin corpus callosum, global cerebellar atrophy (1)
	Normal
	Abnormal
	Cerebellar atrophy, pituitary microadenoma

	Inheritance
	AR, homozygous
	AR, homozygous
	AR, homozygous
	AR, homozygous
	AR, homozygous
	AR, homozygous
	AR, compound heterozygous
	AR, homozygous
(2-compound heterozygous) 
	AR, homozygous
	AR, homozygous
	AR, homozygous

	Variant type
	Missense
	Splice site
	Missense
	Missense
	Splice site
	Missense
	? Loss of function
	1-frameshift
3-missense
4- splice site 
	? splice site
	Frameshift (Nonsense)
	In-frame deletion

	cDNA change
	c.565 G>A
	c.294+1 G>A
	c.565 G>A
	c.565 G>A
	(2 cases) c.674-2A>T.
(5 cases) c.294+1 G>A
	c.565 G>A
	c.363_364del and c.489 G>A
	1-c.363_364del (2 cases)
2- c.518dupA and  c.101G>A
3- c.182G > A
4- c.674-1G > A (2 cases)
5-c.518dupA
6-c.294+1 G>A
	c.294+1 G>A
	c.593_594delTT
	c.554_556delTAT

	Protein change
	p.Gly189Arg
	p.Lys59_Asn98del
	p.Gly189Arg
	p.Gly189Arg
	(2 cases) p.Thr266_Phe271del. (5 cases) p.Lys59_Asn98del
	p.Gly189Arg
	p.Ser122Glnfs*7 and p.Trp163*
	1-p.Ser122Glnfs*7
2- p.Pro174Alafs*14 and p.Cys34Tyr
3- p.Cys61Tyr
5-p.Pro174Alafs*14
6-p.Lys59_Asn98del
	p.Lys59_Asn98del
	p.Ile198MetfsTer4
	p.L185del



AR- autosomal recessive; EEG- electroencephalogram; MRI- magnetic resonance imaging; N- no; NA- not available; Y- yes


