Inborn errors of metabolism causing Sudden Infant Death: a systematic review with implications for population neonatal screening programs
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Supplemental tTable 1. The IEMs associated with either RS SIDS and/or RS. 
Legend: *Dihydrolipoamide dehydrogenase deficiency (DLD deficiency; MIM #246900), #Medium chain 3-ketoacyl-CoA thiolase deficiency (MCKAT deficiency; MIM #602199): these IEMs were not included in the list of the Society for the Study of Inborn Errors of Metabolism, but were found via the search strategy and therefore included as IEMs associated with either SIDS and/or RS. †According to McHugh et al[1]; ‡according to Kishnani et al[2]; §according to Gonzalez et al.[3] **Reported to have caused clinical ascertainment and/or neonatal death before NBS test results were available.[4-6] ||Included in the Dutch population NBS program since 2007.[7] ¶Recommended in 2015 for expansion of the Dutch population NBS program.[7] Reference numbers of references in Supplemental Table 1 do not correspond with the reference numbers in the original manuscript.

	Disorder
	Neonatal presentation
	Reye syndrome
	SIDS
	Treatable
	DBS
	Phenotype MIM number
	References

	Amino acid and peptide metabolism

	Urea cycle disorders

	Carbamoylphosphate synthetase I deficiency
	+
	+
	+
	+
	+†
	237300
	[8]

	Ornithine transcarbamylase deficiency**
	+
	+
	+
	+
	+†
	311250
	[8-19]

	Citrullinaemia type I**
	+
	+
	+
	+
	+†
	215700
	[6, 18, 20]

	Argininosuccinic aciduria
	-
	-
	+
	+
	+†
	207900
	[18]

	Organic acidurias

	Glutaric aciduria type I|| **
	-
	-
	+
	+
	+†
	231670
	[18, 21-24]

	Propionic aciduria¶ **
	+
	+
	-
	+
	+†
	232000
	[6, 12, 25]

	Methylmalonic aciduria¶ **
	+
	+
	+
	+
	+†
	251000
	[11, 12, 18, 26]

	Isovaleric aciduria|| **
	-
	-
	+
	+
	+†
	243500
	[18, 21]

	Methylglutaconic aciduria 
type I
	-
	+
	-
	+
	+†
	250950
	[27]


	Methylglutaconic aciduria 
type II (Barth syndrome)
	+
	+
	+
	+
	-
	302060
	[28, 29]

	3-Hydroxy-3-methylglutaric aciduria
	+
	+
	-
	+
	+†
	246450
	[11, 16, 30]

	Alpha-methylacetoacetic aciduria¶
	-
	+
	-
	+
	+†
	203750
	[6, 30]

	L-2-hydroxyglutaric aciduria
	-
	-
	+
	-
	-
	236792
	[31]

	Disorders of the metabolism of branched-chain amino acids not classified as organic acidurias

	Dihydrolipoamide dehydrogenase deficiency*
	+
	+
	-
	-
	-
	246900
	[32]

	Disorders of phenylalanine  or tyrosine metabolism

	Tyrosinaemia type I|| **
	+
	+
	+
	+
	+†
	276700
	[5, 6, 18]

	Disorders of serine, glycine glycerate metabolism

	Nonketotic hyperglycinaemia**
	+
	-
	+
	+/-
	+†
	238300
	[5]

	Disorders of amino acid transport

	Lysinuric protein intolerance
	-
	-
	+
	+
	-
	222700
	[33]

	Carbohydrate metabolism

	Disorders of fructose metabolism

	Hereditary fructose intolerance
	-
	+
	-
	+
	-
	229600
	[11, 34]

	Disorders of glycerol metabolism

	Glycerol kinase deficiency
	+
	+
	-
	+
	-
	307030
	[12, 35]

	Disorders of gluconeogenesis

	Fructose-1,6-biphosphatase deficiency
	+
	+
	-
	+
	-
	229700
	[12, 36]

	Phosphoenolpyruvate carboxykinase deficiency
	-
	+
	+
	-
	-
	261650
	[37]

	Glycogen storage disorders

	Glycogen storage disease type Ia (von Gierke disease)
	+
	+
	+
	+
	-
	232200
	[11, 38]

	Glycogen storage disease type Ib
	-
	-
	+
	+
	-
	232220
	[38]

	Glycogen storage disease type II (Pompe disease)
	-
	-
	+
	+
	+‡
	232300
	[39]

	Fatty acid and ketone body metabolism

	Disorders of carnitine transport and the carnitine cycle

	Carnitine transporter deficiency¶
	+
	+
	+
	+
	+†
	212140
	[9, 11, 12, 20, 30, 40-51]

	Carnitine palmitoyltransferase I deficiency¶
	+
	+
	+
	+
	+†
	255120
	[30, 40, 52-57]

	Carnitine acylcarnitine translocase deficiency¶
	+
	+
	+
	+
	+†
	212138
	[30, 40, 56, 58-63]

	Carnitine palmitoyltransferase II deficiency¶
	+
	+
	+
	+
	+†
	255110
	[21, 30, 40, 56, 58, 64-71]

	Disorders of mitochondrial fatty acid oxidation

	Very long-chain acyl-CoA dehydrogenase deficiency|| **
	+
	+
	+
	+
	+†
	201475
	[6, 21, 30, 40-42, 46, 49, 56, 58, 72-80]

	Mitochondrial trifunctional protein deficiency
	+
	+
	+
	+/-
	+†
	143450
	[5, 30, 58, 81-86]

	Isolated deficiency of long-chain 3-hydroxylacyl-CoA dehydrogenase||
	+
	+
	+
	+
	+†
	143450
	[18, 20, 21, 24, 40, 42, 49, 56, 58, 80, 83, 87-91]

	Medium-chain acyl-CoA dehydrogenase deficiency|| **
	+
	+
	+
	+
	+†
	201450
	[5, 12, 16, 18, 21-23, 40-42, 46, 49, 56, 75, 77-79, 91-121]

	Medium-chain 3-ketoacyl-CoA thiolase deficiency#
	+
	-
	+
	+
	-
	602199
	[30]

	3-alpha-hydroxylacyl-CoA dehydrogenase deficiency 
	+
	+
	+
	+
	+†
	231530
	[122-124]

	Multiple acyl-CoA dehydrogenase deficiency**
	+
	+
	+
	+/-
	+†
	231680
	[9, 12, 21, 30, 40-42, 46, 49, 56, 58, 73, 75, 80, 125-128]

	Energy metabolism

	Disorders of pyruvate metabolism

	Pyruvate dehydrogenase complex deficiency
	-
	+
	-
	+/-
	-
	Not specified
	[12]

	Mitochondrial respiratory chain disorders

	Point mutations of mtDNA
	+
	+
	+
	-
	-
	Not specified
	[129-133]

	Ubiquinone (CoQ10) deficiency (Non-LS)
	-
	+
	+
	+
	-
	607426
	[134]

	Complex I deficiency; riboflavin responsive (ACAD9)
	-
	+
	+
	-
	-
	611126
	[135]

	Complex I deficiency
	-
	-
	+
	-
	-
	252010
	[136]

	Complex IV deficiency
	+
	+
	+
	-
	-
	220110
	[137-140]

	Metabolism of vitamins and (non-protein) cofactors

	Disorders of biotin metabolism

	Biotinidase deficiency
	-
	-
	+
	+
	+§
	253260
	[141]

	Holocarboxylase synthetase deficiency
	-
	-
	+
	+
	+†
	253270
	[18]
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