TABLE 1. Clinical characteristics and genetic findings in IP female patients with IKBKG gene mutation detected in peripheral blood (excluding cases with gonadal gene conversion)
	[bookmark: _heading=h.gjdgxs]Patient
	1
	2
	3
	4
	5
	6
	7

	Current age
	26
	16
	5
	2
	7
	2
	2

	Age at last consultation (in Yrs, unless otherwise specified)
	19
	14
	3
	11
	6
	13 months
	17 months

	Age at diagnosis (in Yrs, unless otherwise specified)
	7
	5 months
	Day 9
	Day 6
	3 months
	Day 7
	5 months

	Sex
	F
	F
	F
	F
	F
	F
	F

	Short stature
	-
	-
	-
	-
	-
	-
	-

	Microcephaly 
	-
	-
	-
	-
	-
	-
	-

	Eyes
	Left retinal detachment
	retinal vessel problems on vitreal injections
	-
	-
	-
	-
	-

	Teeth and oral cavity
	Hypodontia, conical teeth
	hypodontia, conical 
	Delayed eruption, hypodontia, conical teeth
	-
	-
	-
	-

	Chest and spine
	-
	-
	-
	-
	-
	-
	-

	IP Skin lesions
	Generalized
	Generalized
	4 limbs
	Generalized
	Generalized
	Generalized
	Generalized

	Hair and nails
	-
	-
	2 patches of alopecia
	-
	-
	-
	-

	Central nervous system
	-
	D6 seizure once, speech delay, normal school 
	-
	-
	-
	-
	-

	IKBKG variant
	[bookmark: _heading=h.30j0zll]c.519-3_519dup 
	c.519-3_519dup 
	del exons 4-10
	del exons 4-10

	del exons 4-10
	del exons 4-10
	del exons 4-10





	Patient
	8
	9
	10
	11
	12
	13
	14
	15
	16
	17

	Current age
	28
	21
	23
	19
	17
	17
	14
	13
	11
	10

	Age at last consultation (in Yrs, unless otherwise specified)
	8
	13
	1
	17 months
	1
	8 months
	18 months
	4
	4 months
	10

	Age at diagnosis (in Yrs, unless otherwise specified)
	3 months
	Day 6
	Day 6
	Day 2
	Day 5
	Day 5
	2 months
	Day 6
	1 month
	Day 4

	Sex
	F
	F
	F
	F
	F
	F
	F
	F
	F
	F

	Short stature
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Microcephaly 
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Eyes
	-
	- 
	- 
	-
	- 
	-
	-
	-
	-
	-

	Teeth and oral cavity
	
	hypodontia, conical
	-
	-
	-
	-
	-
	-
	
	hypodontia, conical

	Chest and spine
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	IP Skin lesions
	Generalized
	Generalized
	Generalized
	Generalized
	Generalized
	Generalized
	Generalized
	Generalized
	Generalized
	Generalized

	Hair and nails
	-
	sparse, 2 patches of alopecia
	-
	-
	-
	-
	-
	-
	-
	-

	Central nervous system
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	IKBKG variant
	del exons 4-10
	del exons 4-10
	del exons 4-10
	del exons 4-10
	del exons 4-10

	del exons 4-10
	del exons 4-10
	del exons 4-10
	del exons 4-10
	del exons 4-10





	Patient
	18
	19
	20
	21
	22
	23
	24
	25

	Current age
	10
	9
	9
	21
	8
	19
	2
	13

	Age at last consultation (in Yrs, unless otherwise specified)
	4
	6
	8
	20
	7
	12
	2
	10

	Age at diagnosis (in Yrs, unless otherwise specified)
	Day 10
	1 month
	Day 11
	1 month
	Day 5
	8 months
	13m
	Day 4

	Sex
	F
	F
	F
	F
	F
	F
	F
	F

	Short stature
	-
	-
	-
	-
	-
	-
	-
	-

	Microcephaly 
	-
	-
	-
	-
	-
	-
	-
	-

	Eyes
	-
	-
	-
	-
	-
	-
	-
	-

	Teeth and oral cavity
	hypodontia, conical
	conical
	Delayed eruption
	-
	-
	
	-
	-

	Chest and spine
	-
	-
	-
	-
	-
	-
	-
	-

	IP Skin lesions
	bilateral UL and groins
	Generalized
	Generalized
	Generalized
	Generalized
	Generalized
	4 limbs
	Generalized

	Hair and nails
	patches of alopecia
	alopecia over vertex
	-
	-
	-
	-
	alopecia
	-

	Central nervous system
	-
	Gross motor and speech delay, study special school; MRI brain normal
	-
	-
	-
	-
	-
	-

	IKBKG variant
	del exons 4-10
	del exons 4-10
	del exons 4-10
	del exons 4-10
	del exons 4-10
	c.1167dup (p.Glu390Argfs*5)
	c.1167dup
(p.Glu390Argfs*5)
	c.518G>A (p.Arg173G)




TABLE 2. Clinical characteristics and genetic findings in 5 IP male patients with IKBKG gene mutation detected in peripheral blood
	Patient
	26
	27
	28
	29
	30

	Current age
	28
	28
	20
	17
	4

	Age at last consultation (in Yrs, unless otherwise specified)
	11
	7
	4
	4 months
	4

	Age at diagnosis (in Yrs, unless otherwise specified)
	17 months
	6
	6 months
	Day 5
	Day 8

	Sex
	M
	M
	M
	M
	M

	Short stature
	-
	-
	-
	-
	-

	Microcephaly 
	-
	-
	-
	-
	-

	Eyes
	-
	-
	-
	-
	-

	Teeth and oral cavity
	-
	-
	-
	-
	-

	Chest and spine
	-
	-
	-
	-
	-

	IP Skin lesions
	Generalized
	Generalized
	Left lower limb
	Generalized
	4 limbs

	Hair and nails
	-
	-
	-
	-
	-

	Central nervous system
	-
	-
	-
	-
	-

	IKBKG variant
	c.519-3_519dup 
	c.519-3_519dup
	del exons 4-10
	del exons 4-10
	del exons 4-10 (only detected in buccal swab, not in peripheral blood)





TABLE 3. Clinical characteristics and genetic findings in 8 IP patients with possible germline gene conversion 
	Patient
	31
	32
	33
	34
	35
	36
	37
	38

	Current age
	6
	10
	6
	10
	7
	21
	16
	7

	Age at last consultation (in Yrs, unless otherwise specified)
	5
	2
	5
	9
	7
	14
	12
	2

	Age at diagnosis (in Yrs, unless otherwise specified)
	6 months
	3 months
	11 months
	3 months
	Day 91
	7 months
	Day 4
	Day 7

	Sex
	F
	F
	F
	F
	F
	F
	F
	F

	Short stature
	-
	-
	-
	-
	-
	-
	-
	-

	Microcephaly 
	-
	-
	-
	-
	-
	-
	-
	-

	Eyes
	retinal vascular proliferation requiring multiple laser treatment since 4 months old
	-
	-
	-
	-
	-
	-
	-

	Teeth and oral cavity
	Delayed eruption, conical teeth
	Conical teeth
	Delayed eruption, hypodontia
	Conical teeth
	-
	-
	Hypodontia, widely spaced
	-

	Chest and spine
	-
	-
	-
	
	-
	-
	-
	-

	IP Skin lesions
	Generalized
	Generalized
	Generalized
	Generalized
	Generalized
	Generalized
	Bilateral lower limbs
	Generalized

	Hair and nails
	Sparse but no alopecia
	Sparse but no alopecia
	-
	-
	Sparse
	-
	-
	areas of alopecia

	Central nervous system
	Seizure only on D4, given luminal initially, off all AED at 8 weeks, no further seizure afterwards; normal development
	-
	speech, fine motor delay and suspected autism spectrum disorder
	-
	-
	-
	-
	-

	IKBKG variant
	c.519-3_519dup 
	c.519-3_519dup 
	c.519-3_519dup 
	c.519-3_519dup and c.1167dup (p.Glu390Argfs*5) in cis
	c.1167dup (p.Glu390Argfs*5)
	del exons 4-10
	del exons 4-10
	del exons 4-10

	Parental testing +ve for same variant in IKBKGP1
	Father
	Father
	Father
	Father
	Father
	Father
	Father
	Father





TABLE 4. Clinical characteristics and genetic findings in 9 IP patients with only IKBKGP1 variants detected in peripheral blood
	.
	39
	40
	41
	42
	43
	44
	45
	46
	47

	Age at last consultation (in Yrs, unless otherwise specified)
	14
	9
	7
	3
	16
	1
	18
	20
	3

	Age at diagnosis (in Yrs, unless otherwise specified)
	Day 9
	14
	15 months
	Day 66
	7 months
	Day 25
	2
	3m
	2 months

	Sex
	M
	F
	F
	F
	M
	M
	F
	F
	M

	Short stature
	-
	-
	-
	-
	-
	-
	-
	
	-

	Microcephaly 
	-
	-
	-
	-
	-
	-
	-

	-
	-

	Eyes
	N/A 
	N/A
	-
	-
	-
	N/A 
	-

	N/A
	N/A 

	Teeth and oral cavity
	-
	-
	-
	-
	-
	N/A 
	-

	-
	-

	Chest and spine
	-
	-
	-
	-
	-
	-
	-

	-
	-

	IP Skin lesions
	Localized at right lower limb 
	Right axilla
	Lower back
	Left upper chest, left axilla; bilateral groins and inner thighs
	Bilateral axilla and lower limb
	Right lower limb
	Both chest, axilla, groins, legs

	4 limbs
	Right upper and lower limbs, abdomen

	Hair and nails
	-
	-
	-
	-
	-
	-
	

	-
	-

	Central nervous system
	-
	-
	-
	MRI: early focal cerebral atrophy; normal development and schooling
	-
	-
	-
	-
	-

	IKBKGP1 variant
	del exons 4-10 
	del exons 4-10
	del exons 4-10
	c.519-3_519dup 
	c.519-3_519dup 
	c.766C>T (p.Arg256*), c.519-3_519dup in cis
	c.519-3_519dup 
	c.519-3_519dup
	c.766C>T (p.Arg256*), c.519-3_519dup in cis



