Supplement Table 1. Worldwide distribution of VUS symptomatic HTRA1 variant carriers
	Cases
	Gender/ Onset age
	Nationality
	Clinical manifestations
	Imaging
	Accompanying diseases
	Variants (NM_002775.5)
	Exon
	HtrA1 protease activity
	ACMG criteria

	Verdura 1
	M/56
	France
	Cognitive impairment, gait disorders
	WMHs, LIs
	No
	c.361A>C, p.S121R 
	Exon 1
	Normal 2
	VUS (PM2_Supporting+PP3)

	Verdura 1
	M/50
	France
	Seizures
	WMHs, LIs
	Hypertension
	c.367G>T, p.A123S 
	Exon 1
	Normal 2
	VUS (PM2_Supporting)

	Verdura 1
	F/58
	France
	Migraine
	WMHs
	No
	c.397C>G, p.R133G 
	Exon 1
	Normal 2
	VUS (PM2_Supporting)

	Donato 3
	F/63
	Italy
	Stroke, cognitive impairment, gait disorders, psychiatric disorders
	WMHs
	No
	c.406A>G, p.S136G 
	Exon 1
	NA
	VUS (PM2_Supporting)

	Donato 3
	M/59
	Italy
	Cognitive impairment, gait disorders 
	WMHs, CMBs
	No
	c.451C>A, p.Q151K 
	Exon 1 
	NA
	VUS (PM2_Supporting)

	Pati 4
	M/59
	Italy
	Cognitive impairment, gait disorders
	WMHs, CMBs
	Psoriatic arthritis
	c.451C>A, p.Q151K 
	Exon 1
	NA
	VUS (PM2_Supporting)

	Zhang 5
	M/64 
	China
	Stroke, cognitive impairment, alopecia
	WMHs, LIs, CMBs
	Hypertension
	c.527T>C, p.V176A 
	Exon 2
	NA
	VUS (PM1+PM2_Supporting+PP3)

	Grigaitė 6
	M/36
	Lithuanian
	Stroke, cognitive impairment
	WMHs, LIs, CMBs
	Hypertension, dyslipidemia, smoking
	c.533_535del, p.K178del 
	Exon 2
	NA
	VUS (PM1+PM2_Supporting+PP3)

	Donato 3
	M/55
	Italy
	Cognitive impairment, gait disorders,  psychiatric disorders
	WMHs, LIs
	Hypertension
	c.617G>A, p.G206E 
	Exon 3
	NA
	VUS (PM2_Supporting+PM5_Supporting)

	Kono 7
	M/40
	Japan
	Stroke, cognitive impairment, spine disorders, alopecia
	WMHs, LIs, CMBs
	Hypertension, dyslipidemia
	c.646G>A, p.V216M 
	Exon 3
	NA
	VUS (PM2_Supporting+PP3)

	Yang 8
	F/39
	China
	Cognitive impairment
	WMHs, LIs
	No
	c.821G>A, p.R274Q 
	Exon 4
	NA
	VUS (PM1+PM2_Supporting+PP3)

	Zhang 9
	M/43
	China
	Stroke, cognitive impairment, psychiatric disorders
	WMHs, LIs, CMBs
	No
	c.824C>T, p.P275L 
	Exon 4
	NA
	VUS (PM1+PM2_Supporting+PP3)

	Chen10
	M/33
	China
	Stroke, cognitive impairment, spine disorders, spine disorders, alopecia
	WMHs, LIs, CMBs
	No
	c.824C>T, p.P275L 
	Exon 4
	NA
	VUS (PM1+PM2_Supporting+PP3)

	Wu 11
	M/45
	China
	Stroke, cognitive impairment
	WMHs, LIs, CMBs
	No
	c.836T>A, p.V279E 
	Exon 4
	NA
	VUS (PM1+PM2_Supporting+PP3)

	Oluwole 12
	M/32
	Gabonese Republic
	Stroke, cognitive impairment, gait disorders, seizures
	WMHs, LIs
	Intramedullary syrinx
	c.847G>A, p.G283R 
	Exon 4
	NA
	VUS (PM1+PM2_Supporting+PM5)

	Mönkäre 13
	F/55
	Finland
	Cognitive impairment
	NA
	No
	c.847G>A, p.G283R 
	Exon 4
	NA
	VUS (PM1+PM2_Supporting+PM5)

	Verdura 1
	F/62
	France
	Stroke
	WMHs, LIs, CMBs
	No
	c.850A>G, p.S284G 
	Exon 4
	↓ 1/Normal 2
	VUS (PS3_Moderate+PM2_Supporting+PM5)

	Kono 7
	M/30
	Japan
	Stroke, cognitive impairment, spine disorders, alopecia
	WMHs, LIs, CMBs
	Dyslipidemia, impaired glucose tolerance
	c.851G>A, p.S284N 
	Exon 4
	NA
	VUS (PM1+PM2_Supporting+PM5)

	Zhou14
	M/35
	China
	Stroke, cognitive impairment, spine disorders, alopecia
	WMHs, CMBs
	dyslipidemia
	c.920T>C, p.L307P 
	Exon 4
	NA
	VUS (PM1+PM2_Supporting+PP3)

	Zhu 15
	M/45
	China
	Dizziness, stroke,  cognitive impairment,  alopecia
	WMHs, LIs, CMBs
	Psoriasis
	c.1061C>T, p.A354V 
	Exon 6
	NA
	VUS (PM2_Supporting+PP3)

	Verdura 1
	M/68
	France
	Stroke, cognitive impairment, gait disorders
	WMHs, LIs
	Hypertension
	c.1348G>C, p.D450H 
	Exon 9
	↓ 1/Normal 2
	VUS (PS3_Moderate+PM2_Supporting+PP3)


[bookmark: OLE_LINK46][bookmark: OLE_LINK47]Abbreviations: F, female; M, male; NA, not available; CMBs, cerebral microbleeds; LIs, lacunar infarctions; WMHs, white matter hyperintensities; ↓ The decrease in HtrA1 protease activity; ACMG, American College of Medical Genetics and Genomics; VUS, Variants of uncertain significance. Note: References cited in the column “HtrA1 protease activity” are those of the authors who have performed relevant validation.
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