Supplementary table 6 Longitudinal linear mixed-effects regression of CSO-PVS with ADAS-13 across the Alzheimer's disease spectrum 
	
	Total
	CN
	MCI
	AD

	
	β (95% CI)
	p-Value
	β (95% CI)
	p-Value
	β (95% CI)
	p-Value
	β (95% CI)
	p-Value

	Intercept
	-0.037(-0.235,0.160)
	0.710
	-0.665(-2.465,1.136)
	1.000
	-0.026(-2.545,2.492)
	1.000
	0.799(-3.472,5.07)
	1.000

	Age
	-0.127(-0.158,-0.096)
	<0.001*
	0.088(0.055,0.121)
	<0.001*
	-0.036(-0.074,0.001)
	0.058
	-0.093(-0.163,-0.023)
	0.009*

	Sex
	0.164(0.092,0.235)
	<0.001*
	0.158(0.096,0.220)
	<0.001*
	0.009(-0.08,0.098)
	0.844
	0.153(-0.034,0.341)
	0.108

	Education
	-0.100(-0.128,-0.072)
	<0.001*
	-0.048(-0.075,-0.022)
	<0.001*
	-0.082(-0.115,-0.048)
	<0.001*
	0.049(-0.023,0.120)
	0.181

	Apo ɛ4
	-0.243(-0.300,-0.185)
	<0.001*
	-0.054(-0.107,-0.001)
	0.045*
	-0.198(-0.266,-0.129)
	<0.001*
	[bookmark: _GoBack]0.002(-0.144,0.148)
	0.976

	Hypertension
	-0.002(-0.057,0.054)
	0.956
	-0.019(-0.069,0.03)
	0.437
	0.006(-0.062,0.074)
	0.865
	-0.070(-0.206,0.066)
	0.314

	Diabetes
	-0.029(-0.13,0.073)
	0.583
	-0.012(-0.104,0.079)
	0.791
	-0.07(-0.191,0.051)
	0.258
	0.159(-0.111,0.428)
	0.248

	Hyperlipidemia
	0.022(-0.034,0.077)
	0.443
	0.048(-0.002,0.098)
	0.059
	0.014(-0.053,0.082)
	0.681
	0.029(-0.107,0.165)
	0.678

	Coronary heart disease
	-0.032(-0.147,0.083)
	0.582
	0.032(-0.070,0.134)
	0.539
	-0.068(-0.204,0.068)
	0.329
	0.102(-0.211,0.415)
	0.521

	Atrial fibrillation
	0.060(-0.080,0.201)
	0.398
	-0.083(-0.205,0.038)
	0.179
	0.224(0.051,0.397)
	0.011*
	0.085(-0.279,0.448)
	0.648

	Smoking
	0.031(-0.024,0.087)
	0.268
	-0.066(-0.115,-0.017)
	0.008*
	0.015(-0.053,0.083)
	0.666
	0.061(-0.081,0.202)
	0.399

	WMH volume
	0.001(-0.026,0.028)
	0.948
	0.029(0.010,0.047)
	0.003*
	-0.021(-0.061,0.018)
	0.280
	0.021(-0.071,0.113)
	0.650

	Hippocampus volume
	-0.539(-0.571,-0.507)
	<0.001*
	-0.065(-0.104,-0.026)
	0.001*
	-0.341(-0.382,-0.299)
	<0.001*
	-0.256(-0.352,-0.161)
	<0.001*

	Intracranial volume
	0.148(0.111,0.184)
	<0.001*
	0.029(-0.006,0.064)
	0.100
	0.125(0.081,0.170)
	<0.001*
	-0.018(-0.107,0.070)
	0.682

	CSO-PVS
	0.108(0.078,0.138)
	<0.001*
	0.026(0,0.052)
	0.047*
	0.109(0.069,0.148)
	<0.001*
	0.041(-0.077,0.158)
	0.496

	Time
	0.088(0.055,0.120)
	<0.001*
	0.044(0.022,0.067)
	<0.001*
	0.177(0.131,0.223)
	<0.001*
	0.738(0.544,0.932)
	<0.001*

	CSO-PVS*time
	0.060(0.026,0.094)
	0.001*
	0.025(0.002,0.048)
	0.032*
	0.094(0.046,0.142)
	<0.001*
	0.015(-0.164,0.194)
	0.870


Models were adjusted for age, sex, education, apo ɛ4, hypertension, diabetes, hyperlipidemia, coronary heart disease, atrial fibrillation, smoking, WMH volume, hippocampus volume and intracranial volume. Continuous independent variables and covariates in the models were z-scored prior to analysis for standardization. CSO-PVS*time was the effect of interest, as it reflected whether CSO-PVS moderated the relationship between time and ADAS-Cog 13 change. *: p < 0.0.5. CSO = centrum semiovale; PVS = perivascular spaces; CN = Control; MCI = mild cognitive impairment; AD = Alzheimer disease; ADAS-Cog 13 = 13-item Alzheimer’s Disease Assessment Scale-cognitive subscale. 


