Supplemental Table 1: Clinical findings in four individuals with KCNH1 mutations.

	
	Individual 1
	Individual 2
	Individual 3
	Individual 4

	Gene
	KCNH1
NM_172362.2
	KCNH1
NM_172362.2
	KCNH1
NM_172362.2
	KCNH1
NM_172362.2

	Pathogenic variant
	c.1070G>A; p.(Arg357Gln)
	c.1070G>A; p.(Arg357Gln)
	c.1070G>A; p.(Arg357Gln)
	c.1465C>T; p.(Leu489Phe)

	Clinical findings

	Age at last examination
	14 1/12 years
	4 4/12 years
	3 9/12 years
	13 years

	Sex
	F
	F
	F
	F

	Consanguinity
	-
	-
	-
	-

	Country of origin
	Mother: Germany,
Father: Columbia
	Germany
	Netherlands
	Netherlands

	Affected family members
	-
	-
	-
	-

	Mother’s age at conception
	30
	35
	22
	35

	Father’s age at conception
	31
	39
	28
	34

	Measurements

	Length at birth [cm/SD]
	45 cm [-2.35 SD]
	50 cm [-0.5 SD]
	52 cm [+1,5 SD]
	NA

	Weight at birth [g/SD]
	2710 g [-1.10 SD]
	2850 g [-1.18 SD]
	3354 g [-0,9 SD]
	NA

	OFC at birth [cm/SD]
	34 cm [-0.23 SD]
	35 cm [0.31 SD]
	NA
	NA

	Height [cm/SD]
	141 cm [-3.30 SD]
	99 cm [-1.07 SD]
	96,4 cm [-1,81 SD]
	143 cm [-2.7 SD]

	Weight [kg/BMI]
	37 kg [BMI:18.6 kg/m2]
	17,8 kg [BMI: 18.1 kg/m2]
	14,2 kg [BMI: 15.3 kg/m2]
	31.6 kg [BMI: 15.5 kg/m2]

	OFC [cm/SD]
	54 cm [0.40 SD]
	52 cm [1.38 SD]
	51 cm [+0,62 SD]
	52 cm [-1.4 SD]

	Limbs

	Absence/hypoplasia of thumb nail
	-
	-
	-
	-

	Absence/hypoplasia of hallux nail
	+
	(+)
	(+)
	+

	II-V finger- and/or toenail hypoplasia
	-
	-
	+
	+

	Broad thumb
	-
	-
	+
	-

	Proximal implanted  and long thumb
	+
	-
	-
	+

	Long great toes
	+
	+
	-
	+

	Pseudoepiphysis of the thumbs
	-
	ND
	ND
	ND

	Pseudoepiphysis of the great toes
	ND
	ND
	ND
	ND

	Neurologic

	Intellectual disability
	severe
	severe
	severe
	severe

	Neonatal hypotonia
	+
	+
	+
	+

	Age at walking without support [y]
	cannot walk
	2 6/12 years
	cannot walk
	cannot walk without support, can pull herself up to stand since age 6.5 yrs,
crawl at 2 yrs

	Age at first words [y]
	no speech
	2 years (few words) 
	no speech
	No speech

	Seizures [age at onset, mo]
	18 mo
	-
	33 mo
	9 mo

	Seizures, type
	focal epilepsy with secondary generalization
	-
	focal epilepsy
	generalized tonic-clonic seizures
Absences

	Poor eye contact
	+
	+
	+
	+ 
(improved over time)

	IQ (estimated)
	<20
	<35
	~20
	<20

	MRI findings
	Normal
	Hypoplastic corpus callosum, cystic lesion pineal gland
	Normal
	Cystic lesion pineal gland

	Craniofacial abnormalities

	Myopathic appearance
	+
	+
	+
	+

	Coarse thick hair
	+
	+
	+
	+

	Hypertelorism
	+
	+
	-
	+

	Epicanthal folds
	+
	+
	+
	-

	Depressed nasal bridge
	+
	+
	+
	-

	Broad nasal tip
	+
	+
	+
	+

	Hypoplastic midface
	+
	+
	+
	+

	Short columella
	+
	+
	+
	-

	Wide mouth with downturned corners
	+
	+
	+
	+

	Full vermillion
	+
	+
	+
	+

	Gingival hyperplasia
	+
	+
	+
	+

	Full cheeks
	+
	+
	+
	+

	Other findings

	Joint hypermobility
	+
	+
	+
	+

	Gastrointestinal symptoms
	Constipation
	Slight feeding difficulties
	Constipation
	Severe feeding difficulties (PEG fed)

	Cardiovascular abnormalities
	-
	ND
	-
	Open ductus botalli

	Ptosis
	+
	+
	-
	+

	Hypertrichosis
	-
	-
	-
	-
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