	Supplementary Table 1: Genes Included in the NF1 Panel for Genetic Testing

	No
	Genes

	1
	NF1

	2
	SPRED1

	3
	RASA1

	4
	PTPN11

	5
	KRAS

	6
	SOS1

	7
	RAF1

	8
	BRAF

	9
	MAP2K1

	10
	MAP2K2

	11
	HRAS

	12
	NRAS

	13
	SHOC2

	14
	CBL

	15
	NF2

	16
	SMARCB1

	17
	LZTR1

	18
	RIT1

	19
	SOS2

	20
	RASA2

	21
	RABL3

	22
	RRAS

	23
	RRAS2

	24
	MRAS

	25
	RAC1

	26
	RAC2

	27
	RAC3

	28
	CDC42

	29
	RHOA

	30
	RHOB

	31
	RHOC

	32
	ARHGEF2

	33
	ARHGEF6

	34
	ARHGEF9

	35
	ARHGEF10

	36
	ARHGEF11

	37
	ARHGEF12

	38
	ARHGEF18

	39
	ARHGEF19

	40
	ARHGEF28

	41
	ARHGEF40

	42
	ARHGEF45

	43
	ARHGEF50

	44
	ARHGEF60

	45
	ARHGEF70

	46
	ARHGEF90

	47
	ARHGEF100

	48
	ARHGEF110

	49
	ARHGEF120

	50
	ARHGEF130

	51
	ARHGEF140

	52
	ARHGEF150

	53
	ARHGEF160

	54
	ARHGEF170

	55
	ARHGEF180

	56
	ARHGEF190

	57
	ARHGEF200




Supplementary Table 2. Previously Unreported NF1 Gene Variations in 74 Patients
	No
	variations

	1
	c.6003del(p.Gln2002Argfs*10)

	2
	c.6522del(p.Val2175Serfs*25)

	3
	c.2586del(p.Tyr863Ilefs*15) 

	4
	c.7143_7146delinsATT(p.p.Asn2381Lysfs*15)

	5
	c.2748del(p.Asn916Lysfs*8)

	6
	c.725_726delinsATAT(p.Met242Asnfs*40) 

	7
	c.823_c.827del(p.Ile275Valfs*14)

	8
	 c.5747dup(p.Ala1917Serfs*3)

	9
	c.4963A>T(p.Lys1655*)

	10
	c.1541(exon14)_c.1542(exon14)delAG

	11
	exon34-35 (p.1491-1549)

	12
	c.7095del(p.Phe2365LeufsTer10)

	13
	c.6915_6918del(p.Asn2306Argfs*12)

	14
	c.6650_6657dup(p.Ile2220*)

	15
	c.3132C>A(p.Tyr1044Ter)

	16
	c.7970+6T>G

	17
	c.7446C>A(p.Tyr2482*)

	18
	c.7446C>A(p.Tyr2482*)

	19
	c.26G>A(p.W9X)

	20
	c.1779del(p.Ser593ArgfsTer12)

	21
	c.6432dup(p.Thr2145Aspfs*4)

	22
	c.5036_5041del(p.I1e1679_Tyr1680del)

	23
	c.7481G>A(p.Trp2494Ter)

	24
	c.6727dup(p.Ser2243Phefs*14)




[bookmark: _GoBack]Supplementary Table 3. Relationship between Clinical Symptoms and Cumulative Domains (1)
	Variables
	Total (n = 74)
	The cumulative domain＜2 (n = 38)
	The cumulative domain≥2(n = 36)
	P-value

	freckle, n (%)
	39 (52.7)
	19 (50)
	20 (55.6)
	0.632

	OPG, n (%)
	4 ( 5.4)
	1 (2.6)
	3 (8.3)
	0.351

	Lisch.nodes, n (%)
	6 ( 8.1)
	3 (7.9)
	3 (8.3)
	1

	nodular.NF, n (%)
	18 (24.3)
	9 (23.7)
	9 (25)
	0.895

	skeletal, n (%)
	15 (20.3)
	8 (21.1)
	7 (19.4)
	0.863

	FASI, n (%)
	8 (10.8)
	4 (10.5)
	4 (11.1)
	1

	vascular, n (%)
	1 ( 1.4)
	1 (2.6)
	0 (0)
	1

	sexual.development, n (%)
	2 ( 2.7)
	1 (2.6)
	1 (2.8)
	1

	short.stature, n (%)
	4 ( 5.4)
	1 (2.6)
	3 (8.3)
	0.351

	cognitive.dysfunction, n (%)
	15 (20.3)
	9 (23.7)
	6 (16.7)
	0.453

	epilepsy, n (%)
	1 ( 1.4)
	0 (0)
	1 (2.8)
	0.486






Supplementary Table 4.Relationship between Clinical Symptoms and Cumulative Domains (2)
	Variables
	Total (n = 74)
	The cumulative domain＜3 (n = 43)
	The cumulative domain≥3 (n = 31)
	P-value

	freckle, n (%)
	39 (52.7)
	22 (51.2)
	17 (54.8)
	0.755

	OPG, n (%)
	4 ( 5.4)
	1 (2.3)
	3 (9.7)
	0.303

	Lisch.nodes, n (%)
	6 ( 8.1)
	3 (7)
	3 (9.7)
	0.69

	nodular.NF, n (%)
	18 (24.3)
	10 (23.3)
	8 (25.8)
	0.801

	skeletal, n (%)
	15 (20.3)
	8 (18.6)
	7 (22.6)
	0.675

	FASI, n (%)
	8 (10.8)
	4 (9.3)
	4 (12.9)
	0.713

	vascular, n (%)
	1 ( 1.4)
	1 (2.3)
	0 (0)
	1

	sexual.development, n (%)
	2 ( 2.7)
	1 (2.3)
	1 (3.2)
	1

	short.stature, n (%)
	4 ( 5.4)
	2 (4.7)
	2 (6.5)
	1

	cognitive.dysfunction, n (%)
	15 (20.3)
	10 (23.3)
	5 (16.1)
	0.452

	epilepsy, n (%)
	1 ( 1.4)
	0 (0)
	1 (3.2)
	0.419



Supplementary Table 5. Relationship between Clinical Symptoms and Cumulative Domains (3)
	Variables
	Total (n = 74)
	The cumulative domain＜5 (n = 51)
	The cumulative domain≥5 (n = 23)
	P-value

	freckle, n (%)
	39 (52.7)
	27 (52.9)
	12 (52.2)
	0.951

	OPG, n (%)
	4 ( 5.4)
	2 (3.9)
	2 (8.7)
	0.584

	Lisch.nodes, n (%)
	6 ( 8.1)
	4 (7.8)
	2 (8.7)
	1

	nodular.NF, n (%)
	18 (24.3)
	11 (21.6)
	7 (30.4)
	0.411

	skeletal, n (%)
	15 (20.3)
	10 (19.6)
	5 (21.7)
	1

	FASI, n (%)
	8 (10.8)
	5 (9.8)
	3 (13)
	0.698

	vascular, n (%)
	1 ( 1.4)
	1 (2)
	0 (0)
	1

	sexual.development, n (%)
	2 ( 2.7)
	1 (2)
	1 (4.3)
	0.528

	short.stature, n (%)
	4 ( 5.4)
	2 (3.9)
	2 (8.7)
	0.584

	cognitive.dysfunction, n (%)
	15 (20.3)
	12 (23.5)
	3 (13)
	0.365

	epilepsy, n (%)
	1 ( 1.4)
	1 (2)
	0 (0)
	1






