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	Variation
	Zygosity
	ACMG
	GnomAD v4.1.1 Frequency

	P1
	NTRK1(NM_002529.4):c.1707C>G  p.(His569Gln)
	Homozygous
	PM2, PP3
	None (Fraction of individuals with coverage over 30 in genome: 0.7)

	P2
	NTRK1(NM_002529.4):c.1768G>C  p.(Glu590Gln)
	Homozygous
	PM2,PM5,PP3
	None (Fraction of individuals with coverage over 30 in genome: 0.7)

	P3
	NTRK1(NM_002529.4):c.1768G>C  p.(Glu590Gln)
	Homozygous
	PM2,PM5,PP3
	None (Fraction of individuals with coverage over 30 in genome: 0.7)

	P4
	NTRK1(NM_002529.4):c.1768G>C  p.(Glu590Gln)
	Homozygous
	PM2,PM5,PP3
	None (Fraction of individuals with coverage over 30 in genome: 0.7)

	P5
	NTRK1 NM_002529.4 c.1177+2T>A 
	Homozygous
	PM2, PVS1
	None (Fraction of individuals with coverage over 30 in genome: 0.6)


Table 1. NTRK1 variants found in patients

PM2: Classified as moderately pathogenic based on extremely low allele frequency in the gnomAD population database.
PM5: Classified as moderately pathogenic based on an amino acid substitution at a residue previously reported to harbor a distinct pathogenic variant
PP3: All computational prediction tools consistently indicate a deleterious effect of this missense/splicing region variant on gene function.
PVS1: A loss-of-function variant identified in a gene for which haploinsufficiency or null alleles are an established disease mechanism


Table 2. Examination of clinical findings in patients with CIPA/HSAN4

	Clinical Findings
	P1
	P2
	P3
	P4
	P5

	Age
	15
	7
	9
	11
	13

	Gender
	Boy
	Boy
	Boy
	Boy
	Girl

	Eye Finding
	N
	N
	N
	N
	N

	Mouth
Accidental injury and ulceration of the lips and tongue due to decreased sensation
	N
	+
	+
	+
	-

	Vascular
- Postural hypotension with compensatory tachycardia
	N
	N
	N
	N
	N

	SKELETAL 
- Neuropathic arthropathy
- Osteomyelitis
	+
	+
	+
	+
	+

	Anhidrosis
	N
	+
	+
	+
	+

	Thick, calloused skin
	+
	+
	+
	+
	+

	Dystrophic nails
	N
	N
	N
	N
	N

	Hypotrichosis of the scalp
	N
	N
	N
	N
	N

	Developmental delay
	N
	N
	N
	N
	N

	Pain insensitivity, diffuse (including to visceral pain)
	+
	+
	+
	+
	N

	Temperature insensitivity, diffuse
	+
	+
	+
	+
	+

	Hyperactivity
	+
	+
	+
	+
	N

	Emotional lability
	+
	+
	+
	+
	+

	Fever, episodic, severe
	N
	N
	N
	N
	N

	Delayed wound healing with normal immune system
	+
	+
	+
	+
	+

	Increased susceptibility to severe and frequent infections with Staphylococcus aureus
	+
	+
	+
	+
	 +




Table 3. Patients' two-point discrimination test results
	2-point discrimination test areas
	P2

	P3
	P4
	P5

	Tip of the index finger
	11 mm
	11 mm
	13 mm
	5 mm

	Tip of the thumb
	11 mm
	11 mm
	12 mm
	6 mm

	Palm (thenar region)
	17 mm
	18 mm
	18 mm
	10 mm

	The back of the hand
	31 mm
	33 mm
	34 mm
	25 mm

	Tip of the Hallux
	23 mm
	25 mm
	25 mm
	15 mm

	The sole of the foot
	25 mm
	27 mm
	28 mm
	20 mm

	The top of the foot
	38 mm
	41 mm
	42 mm
	25 mm






