Supplementary table1. Distinct NOTCH3 mutations present in the patient cohort.
	Protein
change
	Codon
change
	exon
	EGFR domain
	Total
	acute inf +
	acute inf -

	p.Arg54Cys
	c.160C>T
	2
	1
	3
	1
	2

	p.Cys55Tyr
	c.164G>A
	2
	1
	2
	1
	1

	p.Cys65Tyr
	c.194G>A
	2
	1
	1
	0
	1

	p.Gly73Ser
	c.217G>A
	3
	1
	1
	1
	0

	p.Arg75Pro
	c.224G>C
	3
	1
	25
	17
	8

	p.Arg75Gln
	c.224G>A
	3
	1
	1
	0
	1

	p.Cys76Arg
	c.226T>C
	3
	1
	2
	0
	2

	p.Arg90Cys
	c.268C>T
	3
	2
	3
	2
	1

	p.Arg110Cys
	c.328C>T
	3
	2
	5
	4
	1

	p.Cys123Tyr
	c.368G>A
	4
	3
	1
	0
	1

	p.Arg133Cys
	c.397C>T
	4
	3
	8
	4
	4

	p.Cys134Arg
	c.400T>C
	4
	3
	1
	0
	1

	p.Cys134Tyr
	c.401G>A
	4
	3
	1
	1
	0

	p.Cys144Ser
	c.431G>C
	4
	3
	3
	1
	2

	p.Arg153Cys
	c.457C>T
	4
	3
	1
	1
	0

	p.Cys165Tyr
	c.554G>A
	4
	4
	1
	0
	1

	p.Arg169Cys
	c.505C>T
	4
	4
	4
	2
	2

	p.Cys174Arg
	c.598T>C
	4
	4
	4
	3
	1

	p.Arg182Cys
	c.544C>T
	4
	4
	1
	1
	0

	p.Val237Met
	c.709G>A
	5
	5
	3
	1
	2

	p.Asp239Asn
	c.715G>A
	5
	5
	2
	0
	2

	p.Cys245Tyr
	c.734G>A
	5
	6
	1
	0
	1

	p.Arg332Cys
	c.994C>T
	6
	8
	3
	3
	0

	p.Cys338Arg
	c.1012T>C
	6
	8
	1
	0
	1

	p.Ser414Cys
	c.1243C>G
	8
	10
	2
	2
	0

	p.Arg427Cys
	c.1279C>T
	8
	10
	2
	1
	1

	p.Tyr465Cys
	c.1394A>G
	9
	11
	1
	1
	0

	p.Gly481Cys
	c.1441G>T
	9
	12
	1
	0
	1

	p.Cys493Ser
	c.1478G>C
	9
	12
	3
	3
	0

	p.Cys511Tyr
	c.1532G>A
	10
	13
	1
	0
	1

	pCys542Arg
	c1624>C
	11
	13
	8
	3
	5

	p.Arg544Cys
	c.1630C>T
	11
	13.5
	23
	7
	16

	p.Pro572Leu
	c.1715C>T
	11
	14
	1
	0
	1

	p.Arg578Cys
	c.1732C>T
	11
	14
	1
	1
	0

	p.Arg587Cys
	c.1759C>T
	11
	15
	3
	1
	2

	p.Cys606Arg
	c.1816T>C
	11
	15
	2
	1
	1

	p.Arg607Cys
	c.1819C>T
	11
	15
	1
	0
	1

	p.Cys933Arg
	c.2797T>C
	18
	24
	1
	0
	1

	p.Cys988Tyr
	c.2963G>A
	18
	25
	3
	1
	2

	p.Arg1076Cys
	c.3226C>T
	20
	27
	1
	1
	0

	p.Cys1304Phe
	c.3911G>T
	24
	33
	1
	1
	0

	No data of gene
	
	
	
	5
	1
	4

	Other mutation
	
	
	
	3
	3
	0

	total
	
	
	
	141
	70
	71


Other mutations were found in cases where two genetic variations occurred simultaneously (133rd codon Arginine->Cysteine / 544th codon Arg->Cys, c.[224G>C (+) 1180G>T (p.[Arg75Pro (+) Glu394X]) in 2 individuals, and an intervening sequence mutation in one individual (IVS 10(-2)A>G (c.1607-2A>G)).



Supplementary table 2. Characteristics with acute ischemic stroke of CADASIL by R75P, R544C variant 
	
	Arg75Pro (N=25)
	Arg544Cys (N=23)
	p-value

	Age at initial image (year)
	58.6 [9.5]
	59.1 [9.5]
	0.848

	Male
	12(48.0%)
	10(43.5%)
	0.753

	Risk factors
	
	
	

	 Hypertension
	4(16.0%)
	7(30.4%)
	0.235

	 Diabetes mellitus
	2(8.0%)
	4(17.4%)
	0.326

	 Hypercholesterolemia
	9(36.0%)
	8(34.8%)
	0.930

	 Coronary heart disease
	0(0.0%)
	3(13.0%)
	0.102

	Ever smoking
	9(36.0%)
	6(26.1%)
	0.459

	 Alcohol 
	10(40.0%)
	10(43.5%)
	0.807

	 Family history of CADASIL
	3(12.0%)
	4(17.4%)
	0.597

	 Family history of stroke
	16(64.0%)
	10(43.5%)
	0.154

	Presence of AIS
	17(68.0%)
	7(30.4%)
	0.009

	Initial symptom to imaging (month)
	56.4 [89.3]
	50.8 [97.1]
	0.835

	SVD markers
	
	
	

	 Presence of lacune 
	22(88.0%)
	17(73.9%)
	0.212

	 Number of lacune 
	5.7 [4.8]
	3.7 [4.8] 
	0.147

	 Presence of CMB 
	16(76.2%)
	10(47.5%)
	0.119

	 Number of CMB
	11.04 [13.2]
	7.3 [15.4]
	0.409

	 White matter hyperintensities
	
	
	

	   Deep
	
	
	0.252

	0-1
	1(4.0%)
	4(17.4%)
	

	2
	10(40.4%)
	6(26.1%)
	

	3
	14(56.0%)
	13(56.5%)
	

	   Perivascular
	
	
	0.084

	0-1
	0(0.0%)
	3(13.0%)
	

	2
	6(24.0%)
	2(8.7%)
	

	3
	19(76.0%)
	18(78.3%)
	

	 Perivascular space (grade)
	
	
	0.920

	0
	3(12.0%)
	3(13.0%)
	

	1
	13(52.0%)
	13(56.5%)
	

	  2-4
	9(36.0%)
	7(30.4%)
	

	 Anterior temporal pole lesions
	5.7 [4.8]
	3.7 [4.8] 
	0.147

	 External capsule lesions
	16(76.2%)
	10(47.5%)
	0.119


Results are presented as mean [SD] or number (%) 
CADASIL: cerebral autosomal dominant arteriopathy with subcortical infarcts stroke, AIS: acute ischemic stroke, mRS: modified Ranken Scale, SVD: small vessel disease, CMB: cerebral microbleeds
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Supplementary table 3. Factors associated with acute ischemic stroke based on exon variant adjusting vascular risk factors 
	
	Univariable analysis
	Model 1*
	Model 2**
	Model 3***

	　
	OR (95% CI)
	p
	OR (95% CI)
	p
	OR (95% CI)
	p
	OR (95% CI)
	p

	Age
	1.007 (0.978–1.036)
	0.657
	-
	-
	-
	-
	-
	-

	Male sex
	0.774 (0.398–1.508)
	0.452
	-
	-
	-
	-
	-
	-

	Hypertension
	1.577 (0.690–3.605)
	0.280
	-
	-
	-
	-
	-
	-

	Diabetes mellitus
	1.524 (0.545–4.260)
	0.422
	2.589 (0.815–8.219)
	0.107
	3.563 (1.025–12.38)
	0.046
	2.746 (0.809–9.315)
	0.105

	Hyperlipidemia
	1.254 (0.605–2.599)
	0.542
	
	
	
	
	
	

	Coronary heart disease
	0.157 (0.018–1.340)
	0.091
	-
	-
	-
	-
	0.163 (0.016–1.681)
	0.128

	Smoking history
	1.375 (0.643–2.947)
	0.412
	
	
	
	
	
	

	Exons (others)
	1.064. (0.534–2.118)
	0.861
	
	
	
	
	Ref
	

	Exon 3 variant
	2.330 (1.060–5.118)
	0.035
	2.542 (1.143–5.656)
	0.022
	
	
	1.832 (0.776–4.323)
	0.167

	Exon 11 variant
	0.402 (0.184–0.881)
	0.023
	
	
	0.308 (0.130–0.729)
	0.007
	0.388 (0.155–0.970)
	0.043


Results are presented as odds ratio and 95% confidence intervals (CIs). 
*Model 1. Multivariable analysis adjusted for age, male sex, HTN, DM, HL, CHD, smoking history, Exon 3 vs others (reference, Exon other than 3)
**Model 2. Multivariable analysis adjusted for age, male sex, HTN, DM, HL, CHD, smoking history, Exon 11 vs others (reference, Exon other than 11)
***Model 3. Multivariable analysis adjusted for age, male sex, HTN, DM, HL, CHD, smoking history, alcohol consumption, Exon 3 vs 11 vs others (reference, Exon other than 3 or 11)

