Supplementary material
TableS1 List of all diagnoses and patient numbers.
	Unique Diagnoses
	Numbers

	3 MCCC deficiency
	9

	3-methyl glutaconic aciduria
	4

	3-OH 3 methyl glutaric aciduria
	2

	a-methyl CoA racemase deficiency
	2

	abetalipoproteinemia
	5

	Acrodermatitis enteropathica
	1

	Adenylosuccinate lyase deficiency
	1

	Adult polyglucosan body disease
	6

	Alkaptonuria
	32

	alpha mannosidosis
	11

	Alpha-ketoglutarate dehydrogenase deficiency
	1

	Apo E genotype of E2/E3Delta149Leu
	1

	Apo E genotype of E3/E3Delta149Leu
	1

	Arginase deficiency
	8

	Argininosuccinic aciduria
	31

	Aspartylglucosaminuria
	3

	Batten disease
	2

	Beta ketothiolase deficiency
	3

	Beta mannosidosis
	2

	Bickel-Fanconi
	3

	biopterin defect
	1

	biotinidase deficiency
	14

	Brown-Vialetto-Van Laere
	2

	Carnitine transporter deficiency
	40

	CDG
	18

	CDG 1
	3

	CDG 1a
	3

	CDG 1b
	1

	CDG 1E
	1

	cerebral folate deficiency
	2

	Cerebrotendinous xanthomatosis
	25

	Chanarin-Dorfmann
	1

	Cholesterol Ester Storage disease
	5

	Citrin Deficiency
	1

	citrullinaemia
	11

	Citrullinaemia type I
	2

	Citrullinaemia type II
	1

	Cobalamin A deficiency
	5

	Cobalamin C deficiency
	20

	Cobalamin E deficiency
	1

	Cobalamin G deficiency
	3

	Congenital hyperinsulinism
	26

	CPS
	7

	CPT1 deficiency
	15

	CPT2 deficiency
	43

	Creatine transporter deficiency
	7

	cystinosis
	28

	Cystinuria
	27

	DHPR
	5

	dihydropyrimidine dehydrogenase deficiency
	4

	Ethylmalonic aciduria
	1

	Fabry
	544

	forminimoglutamic aciduria
	1

	fructose 1,6 bisphosphatase deficiency
	8

	Fucosidosis
	2

	Fumarase deficiency
	1

	GA1
	22

	GA2
	13

	Galactosemia
	165

	galactosialidosis
	1

	Gaucher
	261

	Gaucher type III
	10

	Gitelman syndrome
	8

	glucose-galactose malabsorption
	1

	GLUT1 deficiency
	21

	glutamate dehydrogenase deficiency
	2

	Glutaric L-2-OH -Aciduria
	6

	Glycerol kinase deficiency
	1

	GM1/2 Gangliosidosis
	19

	GM1 gangliosidosis
	3

	GM2 Gangliosidosis
	1

	GSD
	25

	GSD I
	7

	GSD Ia
	59

	GSD Ib
	24

	GSD II
	220

	GSD III
	60

	GSD IIIa
	12

	GSD IIIb
	5

	GSD IIId
	1

	GSD IV
	4

	GSD IX
	14

	GSD V
	145

	GSD VI
	9

	GSD VII
	4

	GSD VIII
	1

	GTP cyclohydrolase deficiency
	2

	gyrate atrophy
	32

	Hartnup disease
	3

	Hereditary Coproporphyria
	4

	Hereditary Fructose Intolerance
	28

	HMG CoA Lyase deficiency
	7

	Holocarboxylase synthase deficiency
	4

	Homocystinuria
	244

	Homocystinuria and MTHFR
	1

	HPRT
	2

	Hypercarotenemia
	1

	Hyperglycinaemia
	4

	hyperhomocystinemia
	12

	hyperlysinemia
	4

	hypermethioninemia
	2

	Hyperphenylalaninemia
	27

	hypophosphatasia
	4

	Hypophosphatemic rickets
	87

	Isovaleric Acidemia
	29

	Krabbe
	7

	L-aromatic amino decarboxylase deficiency
	2

	LCAT
	2

	LCHAD
	19

	Lesch-Nyhan Syndrome
	2

	Lipoprotein lipase deficiency
	8

	Lysinuric protein intolerance
	11

	mannosidosis
	1

	MAT deficiency
	2

	MCAD
	48

	Menke
	1

	Metachromatic leukodystrophy
	19

	Mevalonic aciduria
	2

	Mitochondrial
	253

	Mitochondrial - (encephalo-)myopathy
	12

	Mitochondrial - Alpers syndrome
	2

	Mitochondrial - Complex 1 deficiency
	2

	Mitochondrial - Complex 4 deficiency
	2

	Mitochondrial - CPEO
	263

	mitochondrial - del3243
	2

	Mitochondrial - Kearns-Sayre
	19

	Mitochondrial - Leigh disease
	5

	Mitochondrial - LHON
	12

	Mitochondrial - m.14724G>A
	1

	Mitochondrial - m.3243A>G
	2

	Mitochondrial - m.3250T>C
	1

	Mitochondrial - m.4300A>G
	4

	Mitochondrial - m.8993T>C
	2

	Mitochondrial - MELAS
	159

	Mitochondrial - MELAS - m.13042G>A
	1

	Mitochondrial - MELAS - m.3697G>A
	1

	Mitochondrial - MELAS carrier
	1

	Mitochondrial - MERRF
	36

	Mitochondrial - MIDD
	23

	Mitochondrial - MLASA
	2

	Mitochondrial - MNGIE
	1

	mitochondrial - myopathy
	3

	Mitochondrial - NARP
	2

	Mitochondrial - POLG
	50

	Mitochondrial - POLG1 (MNGIE like)
	1

	Mitochondrial - renal
	1

	Mitochondrial - Sengers syndrome
	1

	Mitochondrial - TWINKLE
	3

	MMA
	48

	MMA - B12 responsive
	5

	MPS I
	45

	MPS II
	16

	MPS III
	20

	MPS IIIA
	5

	MPS IIIB
	2

	MPS IV
	35

	MPS VI
	17

	MPS VII
	1

	MSUD
	69

	MTHFR
	25

	MTHFR/CBS
	1

	MTP deficiency
	4

	Mucolipidosis
	2

	mucolipidosis II
	1

	mucolipidosis II/III
	1

	mucolipidosis III
	13

	Multiple Carboxylase Deficiency
	2

	Multiple sulfatase deficiency
	1

	Myoadenylate deaminase deficiency
	4

	NAGS
	4

	neuronal ceroid lipofuscinosis
	5

	Neutral lipid storage disease with myopathy
	2

	NBIA (PLA2G6)
	1

	Niemann-Pick B
	45

	Niemann-Pick C
	56

	Nonketotic hyperglycinemia
	7

	OPA1
	7

	OPLL
	1

	OPLL and DISH
	1

	OPMD
	1

	OTC
	136

	oxaluria type 1
	1

	PDHc deficiency
	11

	Peroxisomal biogenesis disorder
	9

	Peroxisomal biogenesis disorder - PEX 10
	1

	Peroxisomal biogenesis disorder - PEX 16
	1

	Peroxisomal biogenesis disorder - PEX 26
	1

	PKU
	1274

	porphyria
	36

	Porphyria - acute intermittent
	35

	porphyria - cutanea tarda
	15

	Porphyria - Doss
	1

	Porphyria - erythropoetic
	1

	Porphyria - Erythropoietic protoporphyria
	8

	Porphyria - Protoporphyria
	1

	Porphyria - Variegata
	4

	primary coenzyme Q10 deficiency
	1

	Prolidase deficiency
	1

	Propionic acidemia
	21

	pseudocholinesterase deficiency
	2

	Pyridoxine dependant epilepsy
	4

	Pyruvate carboxylase deficiency
	1

	PTPS deficiency
	3

	Refsum's
	7

	Refsum's - infantile
	4

	SAM deficiency
	1

	Sandhoff
	3

	SCAD
	7

	serotonin transporter defect
	1

	SGLT2 deficiency
	1

	Sialidosis
	3

	Sialuria
	1

	Smith-Lemli-Opitz
	14

	SPG5 (CYP7B1)
	11

	Sjorgen-Larsson
	1

	SPG35(FA2H)
	1

	SSADH deficiency
	7

	sucrase-isomaltase deficiency
	1

	Tangier
	2

	Tay Sachs
	1

	Sulfite oxidase deficiency
	1

	Thiamine transporter defect
	1

	TMAU
	146

	transcobalamin II deficiency
	1

	tyrosine hydroxylase deficiency
	1

	tyrosinemia
	10

	Triglyceride lipase deficiency
	4

	Tyrosinemia type I
	1

	Tyrosinemia type II
	5

	VLCAD
	32

	Wilson disease
	24

	Wolfram syndrome
	10

	Vitamin E deficiency with ataxia
	3

	X-ALD
	237

	Xanthine dehydrogenase deficiency
	1

	Wolman syndrome
	5


Table S2. Patients removed from analysis for diagnoses outside the spectrum of IEM and age <16 years.

	Removed Unique Diagnoses
	Number

	dysferlin myopathy
	1

	?MIDD
	1

	22q11 deletion
	1

	Adrenogenital syndrome, late-onset
	1

	Allgrove syndrome
	2

	Alstrom syndrome
	2

	Androgen insensitivity syndrome
	1

	Angiokeratomata
	2

	Austin
	1

	B12 ?imerslund grasbeck
	1

	B12 deficiency
	3

	Bartl-Biedl syndrome
	1

	Basal ganglia calcification
	1

	CAPOS
	1

	Cardio-facio-cutaneous syndrome
	1

	carnitine deficiency
	1

	Chromosomal deletion
	1

	Cleidocranial dysostosis
	1

	Cohen syndrome
	1

	congenital adrenal hyperplasia
	16

	CTLN2 carrier
	1

	cyclic vomiting with known mitochondrial DNA polymorphism
	2

	Cystic Fibrosis
	99

	Cystinuria carrier
	1

	del15q
	1

	DM2
	9

	Dominant Optic Atrophy and Deafness Plus (OPA1 mutation)
	1

	DPD deficiency
	1

	Dystrofia myotonica type I.
	3

	Ehlers Danlos III
	1

	Ehlers-Danlos type IV
	1

	Epilepsy for MADiet
	32

	Exercise induced muscle pain
	1

	Fam Hypocalciuric hypercalcaemia
	1

	Familial chylomicronaemia (Frederickson HLP I or V)
	5

	Familial dysautonomia
	12

	Familial hypercholesterolaemia (FH)
	10

	familial hypercholesterolemia
	5

	Familial hypobetalipoproteinaemia
	1

	Familial Tranthyretin Amyloidosis
	1

	Fanconi Bickel syndrome
	1

	Fanconi's anemia
	1

	FH
	5

	Fibrous dysplasia
	2

	foutje is van de endo
	1

	Friedreichse ataxia
	1

	GJA1 mutation
	5

	Gordon-Holmes syndrome
	1

	Gout
	1

	H-ABC syndrome
	1

	Haemochromatosis
	22

	Haemochromatosis type I
	1

	HDR Syndrome
	1

	hereditary hypophosphatemic rickets
	7

	hereditary spastic paraplegia
	1

	Hereditary Spastic Paraplegia type 26
	2

	HOCM & angiokeratomata ?cause
	1

	Hyperammonemia
	1

	HyperCKaemia
	1

	Hyperferritinemia
	2

	Hyperpara
	1

	hypertensie
	5

	Hypertriglyceridemia
	1

	Hypo Osteo
	1

	Hypobetalipoproteinaemia
	2

	hypobetalipoproteinemia
	3

	Hypocalcaemic Hypomagnasaemia
	1

	hypokalemic periodic paralysis
	1

	Hypomagnesaemia
	2

	Hypoparathyroidism
	7

	Hypophos osteomalacia
	1

	hypothyreoidie obesitas
	1

	Kennedy's syndrome
	1

	Ketogenic Ddiet (dystonia)
	1

	Ketogenic diet
	1

	Klinefelter's
	1

	Klippel-Trénaunay-Weber syndrome
	1

	Lactic Acidosis ?cause
	1

	Leukodystrophy
	1

	Lipodystrophy
	4

	Lipoid Proteinosis
	1

	Löwe syndrome
	1

	Lowe's
	2

	M Graves
	1

	Marfan
	1

	Merosin negative muscular dystrophy
	1

	methaemaglobinemia
	1

	Movement Disorder ?cause
	1

	MS Osteoporosis
	6

	MTHFR heterozygote
	1

	MTHFR thermolabile variant
	1

	multiple epiphyseal dysplasia
	1

	Muscle fatique and cramps
	1

	Muscle glycogenopathy
	1

	Muscle pain
	1

	Myopathy
	2

	NAGS heterozygote
	1

	Negative Fabry
	3

	Nephrogenic DI
	2

	Neurological
	1

	neurotransmitter defect
	3

	NOVA1-related myoclonus and neurodegeneration
	1

	OI
	1

	Osteogenesis imperfecta
	4

	Osteopaenia
	1

	Osteopenia (MS, steroids)
	2

	Osteopetrosis
	4

	Osteopoikilosis
	1

	osteoporose
	3

	Osteoporosis
	5

	Osteoporosis & MS
	2

	Osteoporosis and MS
	1

	Osteoporosis, MS
	1

	P
	1

	Parry Romberg syndrome
	1

	partial HGPRT deficit
	1

	Pernicious Anaemia
	1

	Prader Wili syndrome
	1

	Prader-Wili syndrome
	3

	Pro diagnosi / family counseling
	10

	prodiagnosi / suspected metabolic disease
	32

	Pseudohypo
	3

	Pseudohypo type 1c
	1

	Pseudohypoparathyroidism
	4

	rhabdomyolysis
	1

	Schimmelpenning syndrome
	1

	Short gut
	1

	Shwackmann-Diamond syndrome
	2

	Splenomegaly with foam cells
	1

	spondyloepimetaphyseal dysplasia met joint laxity
	1

	Spondyloepiphyseal dysplasia
	4

	tuberous sclerosis
	1

	tubular aggregate myopathy
	2

	Unknown B12 related disorder
	2

	urea cycle defect
	17

	Vit B12 def
	1

	Vit B12 deficiency
	1

	vitamin D deficiency
	1

	vitamin deficiency
	8

	Williams
	3

	Williams syndrome
	1

	XXY
	2

	XXYY
	1

	X-ALD
	12

	Niemann Pick C
	1

	HMG CoA lyase deficiency
	1

	Homocystinuria
	4

	MPS VI
	1

	PKU
	1


Table S3. Conditions considered to be treatable and patient numbers.

	Treatable Diseases
	Numbers

	3 MCCC deficiency
	9

	abetalipoproteinemia
	5

	Alkaptonuria
	32

	Arginase deficiency
	8

	Argininosuccinic aciduria
	31

	Beta ketothiolase deficiency
	3

	biotinidase deficiency
	14

	Brown-Vialetto-Van Laere
	2

	Carnitine transporter deficiency
	40

	CDG 1b
	1

	cerebral folate deficiency
	2

	Cerebrotendinous xanthomatosis
	25

	Citrin Deficiency
	1

	citrullinaemia
	11

	Citrullinaemia type I
	2

	Citrullinaemia type II
	1

	Cobalamin A deficiency
	5

	Cobalamin C deficiency
	20

	Cobalamin E deficiency
	1

	Cobalamin G deficiency
	3

	Congenital hyperinsulinism
	26

	CPS
	7

	cystinosis
	28

	DHPR
	5

	Fabry
	544

	fructose 1,6 bisphosphatase deficiency
	8

	GA1
	22

	GA2
	13

	Galactosemia
	165

	Gaucher
	261

	Gaucher type III
	10

	GLUT1 deficiency
	21

	GSD I
	7

	GSD Ia
	59

	GSD Ib
	24

	GSD II
	220

	GSD III
	60

	GSD IIIa
	12

	GSD IIIb
	5

	GSD IIId
	1

	GTP cyclohydrolase deficiency
	2

	gyrate atrophy
	32

	Hartnup disease
	3

	Hereditary Coproporphyria
	4

	Hereditary Fructose Intolerance
	28

	HMG CoA Lyase deficiency
	7

	4
	4

	Homocystinuria
	244

	Homocystinuria and MTHFR
	1

	Hyperphenylalaninemia
	27

	Hypophosphatemic rickets
	87

	Isovaleric Acidemia
	29

	L-aromatic amino decarboxylase deficiency
	2

	LCHAD
	19

	Lipoprotein lipase deficiency
	8

	Lysinuric protein intolerance
	11

	MCAD
	48

	MMA
	48

	MMA - B12 responsive
	5

	MPS I
	45

	MPS II
	16

	MPS IV
	35

	MPS VI
	17

	MSUD
	69

	MTP deficiency
	4

	Multiple Carboxylase Deficiency
	2

	NAGS
	4

	Niemann-Pick B
	45

	Niemann-Pick C
	56

	Nonketotic hyperglycinemia
	7

	OTC
	136

	oxaluria type 1
	1

	PDHc deficiency
	11

	PKU
	1274

	porphyria
	36

	Porphyria - acute intermittent
	35

	porphyria - cutanea tarda
	15

	Porphyria - Doss
	1

	Porphyria - Erythropoietic protoporphyria
	8

	Porphyria - Variegata
	4

	primary coenzyme Q10 deficiency
	1

	Propionic acidemia
	21

	Pyridoxine dependant epilepsy
	4

	Pyruvate carboxylase deficiency
	1

	PTPS deficiency
	3

	Refsum's
	7

	SCAD
	7

	Thiamine transporter defect
	1

	TMAU
	146

	transcobalamin II deficiency
	1

	tyrosine hydroxylase deficiency
	1

	tyrosinemia
	10

	Tyrosinemia type I
	1

	Tyrosinemia type II
	5

	VLCAD
	32

	Wilson disease
	24

	Vitamin E deficiency with ataxia
	3

	X-ALD
	237


Table S4. Patients grouped according to disease category and numbers.

	Aminoacidopathies
	Number

	PKU
	1274

	Hyperphenylalaninemia
	27

	biopterin defect
	1

	MSUD
	69

	Isovaleric Acidemia
	29

	Propionic acidemia
	21

	MMA
	48

	3-methyl glutaconic aciduria
	4

	3-methyl crotonyl glycinuria
	9

	OTC
	136

	NAGS
	4

	CPS
	7

	Arginase deficiency
	8

	Argininosuccinic aciduria
	31

	Homocystinuria
	244

	Sulfite oxidase deficiency
	1

	gyrate atrophy
	32

	Lysinuric protein intolerance
	11

	GA1
	22

	Glutaric L-2-OH -Aciduria
	6

	Nonketotic hyperglycinemia
	7

	Cystinuria
	27

	Hartnup disease
	3

	DHPR
	5

	PTPS deficiency
	3

	GTP cyclohydrolase deficiency
	2

	tyrosinemia
	10

	Tyrosinemia type I
	1

	Tyrosinemia type II
	5

	citrullinaemia
	11

	Citrullinaemia type I
	2

	Citrullinaemia type II
	1

	
	

	Lysosomal
	

	Fabry
	544

	GSD II (Pompe)
	220

	Niemann-Pick B
	45

	Niemann-Pick C
	56

	Krabbe
	7

	Metachromatic leukodystrophy
	19

	neuronal ceroid lipofuscinosis
	5

	Batten disease
	2

	cystinosis
	28

	Gaucher
	261

	Gaucher type III
	10

	GM1/2 Gangliosidosis
	19

	GM1 gangliosidosis
	3

	GM2 Gangliosidosis
	1

	
	

	MPS 
	

	MPS I
	45

	MPS II
	16

	MPS III
	20

	MPS IIIA
	5

	MPS IIIB
	2

	MPS IV
	35

	MPS VI
	17

	MPS VII
	1

	
	

	Mitochondrial
	

	Mitochondrial
	253

	Mitochondrial - (encephalo-)myopathy
	12

	Mitochondrial - Alpers syndrome
	2

	Mitochondrial - Complex 1 deficiency
	2

	Mitochondrial - Complex 4 deficiency
	2

	Mitochondrial - CPEO
	263

	mitochondrial - del3243
	2

	Mitochondrial - Kearns-Sayre
	19

	Mitochondrial - Leigh disease
	5

	Mitochondrial - LHON
	12

	Mitochondrial - m.14724G>A
	1

	Mitochondrial - m.3243A>G
	2

	Mitochondrial - m.3250T>C
	1

	Mitochondrial - m.4300A>G
	4

	Mitochondrial - m.8993T>C
	2

	Mitochondrial - MELAS
	159

	Mitochondrial - MELAS - m.13042G>A
	1

	Mitochondrial - MELAS - m.3697G>A
	1

	Mitochondrial - MELAS carrier
	1

	Mitochondrial - MERRF
	36

	Mitochondrial - MIDD
	23

	Mitochondrial - MLASA
	2

	Mitochondrial - MNGIE
	1

	mitochondrial - myopathy
	3

	Mitochondrial - NARP
	2

	Mitochondrial - POLG
	50

	Mitochondrial - POLG1 (MNGIE like)
	1

	Mitochondrial - renal
	1

	Mitochondrial - Sengers syndrome
	1

	Mitochondrial - TWINKLE
	3

	
	

	Peroxisomal
	

	X-ALD
	237

	Refsum's
	7

	a-methyl CoA racemase deficiency
	2

	Peroxisomal biogenesis disorder
	9

	Peroxisomal biogenesis disorder - PEX 10
	1

	Peroxisomal biogenesis disorder - PEX 16
	1

	Peroxisomal biogenesis disorder - PEX 26
	1

	
	

	GSD, excluding GSD II
	

	GSD
	25

	GSD I
	7

	GSD Ia
	59

	GSD Ib
	24

	GSD III
	60

	GSD IIIa
	12

	GSD IIIb
	5

	GSD IIId
	1

	GSD IV
	4

	GSD IX
	14

	GSD V
	145

	GSD VI
	9

	GSD VII
	4

	GSD VIII
	1

	
	

	FAOD
	

	LCHAD
	19

	MCAD
	48

	MTP deficiency
	4

	SCAD
	7

	VLCAD
	32

	CPT1 deficiency
	15

	CPT2 deficiency
	43

	Carnitine transporter deficiency
	40

	GA2
	13

	
	

	Porphyrias
	

	porphyria
	36

	Porphyria - acute intermittent
	35

	porphyria - cutanea tarda
	15

	Porphyria - Doss
	1

	Porphyria - erythropoetic
	1

	Porphyria - Erythropoietic protoporphyria
	8

	Porphyria - Protoporphyria
	1

	Porphyria - Variegata
	4

	
	

	Vitamin and co-factor
	

	Cobalamin A deficiency
	5

	Cobalamin C deficiency
	20

	Cobalamin E deficiency
	1

	Cobalamin G deficiency
	3

	biotinidase deficiency
	14

	Brown-Vialetto-Van Laere
	2

	cerebral folate deficiency
	2

	MMA - B12 responsive
	5

	Holocarboxylase Synthase deficiency
	4

	Vitamin E deficiency with ataxia
	3

	transcobalamin II deficiency
	1

	Thiamine transporter defect
	1

	Pyridoxine dependant epilepsy
	4

	Multiple Carboxylase Deficiency
	2

	MTHFR
	25

	MTHFR/CBS
	1


