Supplementary table 7 Longitudinal linear mixed-effects regression of CSO-PVS with MMSE 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
	0.032(-0.151,0.215)
	0.732
	0.607(0.447,0.768)
	<0.001*
	-0.139(-0.362,0.083)
	0.220
	-0.775(-1.339,-0.212)
	0.007*

	Age
	0.096(0.068,0.125)
	<0.001*
	-0.027(-0.057,0.002)
	0.071
	0.019(-0.016,0.054)
	0.277
	0.049(-0.019,0.117)
	0.157

	Sex
	-0.084(-0.15,-0.018)
	[bookmark: _GoBack]0.013*
	-0.082(-0.138,-0.026)
	0.004*
	0.037(-0.046,0.120)
	0.387
	-0.078(-0.262,0.106)
	0.405

	Education
	0.101(0.076,0.127)
	<0.001*
	0.062(0.038,0.086)
	<0.001*
	0.080(0.049,0.111)
	<0.001*
	-0.018(-0.087,0.052)
	0.614

	Apo ɛ4
	0.160(0.107,0.213)
	<0.001*
	-0.003(-0.051,0.045)
	0.913
	0.137(0.074,0.201)
	<0.001*
	-0.040(-0.180,0.099)
	0.569

	Hypertension
	0.004(-0.046,0.055)
	0.867
	0.038(-0.006,0.082)
	0.090
	-0.015(-0.077,0.048)
	0.648
	0.016(-0.117,0.149)
	0.815

	Diabetes
	0.027(-0.067,0.121)
	0.574
	-0.023(-0.107,0.061)
	0.587
	0.056(-0.056,0.168)
	0.326
	-0.109(-0.366,0.148)
	0.403

	Hyperlipidemia
	-0.021(-0.072,0.03)
	0.425
	0.011(-0.034,0.056)
	0.624
	-0.048(-0.111,0.015)
	0.136
	-0.040(-0.171,0.092)
	0.553

	Coronary heart disease
	0.012(-0.094,0.117)
	0.828
	-0.004(-0.095,0.086)
	0.923
	0.110(-0.014,0.235)
	0.083
	-0.325(-0.646,-0.004)
	0.047*

	Atrial fibrillation
	-0.006(-0.137,0.126)
	0.933
	0.004(-0.108,0.116)
	0.942
	-0.048(-0.212,0.117)
	0.568
	-0.093(-0.434,0.249)
	0.594

	Smoking
	-0.018(-0.069,0.033)
	0.487
	0.030(-0.013,0.074)
	0.176
	-0.002(-0.065,0.06)
	0.938
	0.018(-0.122,0.157)
	0.805

	WMH volume
	-0.015(-0.04,0.010)
	0.251
	-0.011(-0.028,0.006)
	0.203
	-0.043(-0.079,-0.006)
	0.022*
	-0.087(-0.193,0.02)
	0.110

	Hippocampus volume
	0.372(0.343,0.401)
	<0.001*
	0.024(-0.01,0.058)
	0.168
	0.192(0.154,0.231)
	<0.001*
	0.183(0.092,0.275)
	<0.001*

	Intracranial volume
	-0.093(-0.127,-0.059)
	<0.001*
	0.008(-0.023,0.039)
	0.614
	-0.069(-0.11,-0.027)
	0.001*
	-0.019(-0.103,0.065)
	0.657

	CSO-PVS
	-0.140(-0.171,-0.109)
	<0.001*
	-0.052(-0.078,-0.027)
	<0.001*
	-0.165(-0.211,-0.119)
	<0.001*
	0.101(-0.069,0.272)
	0.243

	Time
	-0.218(-0.256,-0.180)
	<0.001*
	-0.121(-0.148,-0.095)
	<0.001*
	-0.399(-0.46,-0.338)
	<0.001*
	-1.36(-1.654,-1.066)
	<0.001*

	CSO-PVS*time
	-0.069(-0.108,-0.030)
	0.001*
	-0.054(-0.081,-0.026)
	<0.001*
	-0.106(-0.169,-0.043)
	0.001*
	0.287(0.014,0.559)
	0.039*


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 MMSE change. *: p < 0.0.5. CSO = centrum semiovale; PVS = perivascular spaces; CN = Control; MCI = mild cognitive impairment; AD = Alzheimer disease; MMSE = Mini-Mental State Examination. 


