Table S1. Interactive effect of diabetes and WMHs with cognitive decline additionally adjusting for use of glucose-lowering medication
	
	CDR-SOB
	Global cognition

	
	All sample
	Non-stroke
	All sample
	Non-stroke

	
	β (SE), p value
	β (SE), p value

	DM-WMHs_low
	Reference
	Reference

	DM-WMHs_high
	0.09 (0.10), p=0.35
	0.01 (0.11), p=0.90
	-0.09 (0.06), p=0.14
	-0.06 (0.06), p=0.34

	DM+WMHs_low
	0.03(0.10), p=0.81
	-0.03 (0.12), p=0.82
	0.08(0.07), p=0.28
	0.09 (0.07), p=0.20

	DM+WMHs_high
	0.44 (0.12), p<0.001‡
	0.38 (0.16), p=0.017
	-0.22 (0.08), p=0.003‡
	-0.24 (0.09), p=0.010

	p for interaction
	0.006†
	0.006†
	0.002†
	0.001†

	
	Attention
	Executive function

	
	All sample
	Non-stroke
	All sample
	Non-stroke

	
	β (SE), p value
	β (SE), p value

	DM-WMHs_low
	Reference
	Reference

	DM-WMHs_high
	-0.06 (0.04), p=0.09
	-0.04 (0.04), p=0.28
	-0.14 (0.04), p<0.001‡
	-0.12 (0.04), p=0.006‡

	DM+WMHs_low
	0.04 (0.03), p=0.21
	0.04 (0.03), p=0.24
	0.08 (0.04), p=0.068
	0.09 (0.05), p=0.051

	DM+WMHs_high
	-0.06 (0.04), p=0.14
	-0.06 (0.05), p=0.25
	-0.18 (0.05), p<0.001‡
	-0.18 (0.06), p=0.003‡

	p for interaction
	0.20
	0.20
	0.10
	0.14

	
	Language
	Visuospatial function

	
	All sample
	Non-stroke
	All sample
	Non-stroke

	
	β (SE), p value
	β (SE), p value

	DM-WMHs_low
	Reference
	Reference

	DM-WMHs_high
	0.04 (0.14), p=0.78
	0.01 (0.15), p=0.95
	-0.13 (0.05), p=0.005‡
	-0.07 (0.04), p=0.11

	DM+WMHs_low
	0.08 (0.18), p=0.68
	0.13 (0.19), p=0.50
	0.04 (0.05), p=0.43
	0.03 (0.05), p=0.58

	DM+WMHs_high
	-0.39 (0.20), p=0.052
	-0.50 (0.24), p=0.035
	-0.17 (0.05), p<0.001‡
	-0.14 (0.06), p=0.019

	p for interaction
	0.006†
	0.003†
	0.050
	0.020

	
	Visuomotor speed
	Memory

	
	All sample
	Non-stroke
	All sample
	Non-stroke

	
	β (SE), p value
	β (SE), p value

	DM-WMHs_low
	Reference
	Reference

	DM-WMHs_high
	-0.03 (0.02), p=0.077
	-0.01 (0.02), p=0.45
	-0.04 (0.03), p=0.16
	-0.03 (0.03), p=0.37

	DM+WMHs_low
	0.02 (0.02), p=0.41
	0.02 (0.02), p=0.41
	0.03 (0.03), p=0.30
	0.05 (0.03), p=0.14

	DM+WMHs_high
	-0.03 (0.02), p=0.15
	-0.02 (0.03), p=0.40
	-0.14 (0.03), p<0.001‡
	-0.14 (0.04), p<0.001‡

	p for interaction
	0.49
	0.70
	0.011
	0.017

	Abbreviations: SE: standard error; CDR-SOB: clinical dementia rating-sum of box; DM: diabetes mellitus; WMHs: white matter hyperintensities. 614 in total were included for longitudinal analysis (452 without stroke). Annual changes of cognitive decline were derived from GEE models adjusted for age, gender, education, APOE genotype, study sites, hypertension, hyperlipidemia, current smoking, CVD, baseline cognitive diagnosis, and use of glucose-lowering medication.
†: Significant after adjustment for multiple comparisons for 3-way interaction terms (p < 0.0083).
‡: Significant after adjustment for multiple comparisons for group difference regarding cognitive decline (p < 0.0083).




Table S2. Interactive effect of diabetes and Fazekas-defined WMHs with cognitive decline among all participants and stroke-free participants
	
	CDR-SOB
	Global cognition

	
	All sample
	Non-stroke
	All sample
	Non-stroke

	
	β (SE), p value
	β (SE), p value

	DM-WMHs_low
	Reference
	Reference

	DM-WMHs_high
	0.12 (0.09), p=0.18
	0.07 (0.10), p=0.51
	-0.09 (0.06), p=0.14
	-0.08 (0.06), p=0.18

	DM+WMHs_low
	-0.03 (0.10), p=0.79
	-0.11 (0.11), p=0.34
	0.08 (0.08), p=0.29
	0.12 (0.07), p=0.097

	DM+WMHs_high
	0.45 (0.12), p<0.001‡
	0.41 (0.14), p=0.005‡
	-0.20 (0.07), p=0.005‡
	-0.23 (0.08), p=0.004‡

	p for interaction
	0.008†
	0.005†
	0.024
	0.003†

	
	Attention
	Executive function

	
	All sample
	Non-stroke
	All sample
	Non-stroke

	
	β (SE), p value
	β (SE), p value

	DM-WMHs_low
	Reference
	Reference

	DM-WMHs_high
	-0.05 (0.03), p=0.15
	-0.02 (0.04), p=0.50
	-0.12 (0.04), p=0.003‡
	-0.09 (0.04), p=0.030

	DM+WMHs_low
	0.05 (0.03), p=0.17
	0.05 (0.04), p=0.20
	0.07 (0.05), p=0.19
	0.09 (0.05), p=0.094

	DM+WMHs_high
	-0.05 (0.04), p=0.18
	-0.04 (0.04), p=0.36
	-0.14 (0.04), p=0.002‡
	-0.14 (0.05), p=0.014

	p for interaction
	0.24
	0.14
	0.24
	0.069

	
	Language
	Visuospatial function

	
	All sample
	Non-stroke
	All sample
	Non-stroke

	
	β (SE), p value
	β (SE), p value

	DM-WMHs_low
	Reference
	Reference

	DM-WMHs_high
	-0.03 (0.14), p=0.82
	-0.08 (0.14), p=0.58
	-0.13 (0.04), p=0.002‡
	-0.10 (0.04), p=0.011

	DM+WMHs_low
	0.13 (0.19), p=0.51
	0.20 (0.19), p=0.27
	0.03 (0.05), p=0.56
	0.05 (0.05), p=0.31

	DM+WMHs_high
	-0.39 (0.18), p=0.036
	-0.50 (0.20), p=0.012
	-0.16 (0.04), p<0.001‡
	-0.17 (0.05), p=0.001‡

	p for interaction
	0.036
	0.004†
	0.49
	0.075

	
	Visuomotor speed
	Memory

	
	All sample
	Non-stroke
	All sample
	Non-stroke

	
	β (SE), p value
	β (SE), p value

	DM-WMHs_low
	Reference
	Reference

	DM-WMHs_high
	-0.01 (0.02), p=0.87
	0.00 (0.02), p=0.99
	-0.03 (0.03), p=0.30
	-0.03 (0.03), p=0.29

	DM+WMHs_low
	0.03 (0.02), p=0.19
	0.04 (0.03), p=0.16
	0.01 (0.04), p=0.77
	0.02 (0.03), p=0.47

	DM+WMHs_high
	-0.02 (0.02), p=0.36
	-0.02 (0.03), p=0.46
	-0.12 (0.03), p<0.001‡
	-0.10 (0.04), p=0.007‡

	p for interaction
	0.27
	0.099
	0.011
	0.031

	Abbreviations: SE: standard error; CDR-SOB: clinical dementia rating-sum of box; DM: diabetes mellitus; WMHs: white matter hyperintensities. 614 in total were included for longitudinal analysis (452 without stroke). Annual changes of cognitive decline were derived from GEE models adjusted for age, gender, education, APOE genotype, study sites, hypertension, hyperlipidemia, current smoking, CVD, and baseline cognitive diagnosis.
†: Significant after adjustment for multiple comparisons for 3-way interaction terms (p < 0.0083).
‡: Significant after adjustment for multiple comparisons for group difference regarding cognitive decline (p < 0.0083).




Table S3. Interactive effect of diabetes and WMHs with cognitive decline among all participants and stroke-free participants using linear mixed-effects models
	
	CDR-SOB
	Global cognition

	
	All sample
	Non-stroke
	All sample
	Non-stroke

	
	β (SE), p value
	β (SE), p value

	DM-WMHs_low
	Reference
	Reference

	DM-WMHs_high
	0.12 (0.11), p=0.25
	0.02 (0.13), p=0.89
	-0.12 (0.05), p=0.023
	-0.06 (0.06), p=0.30

	DM+WMHs_low
	0.08 (0.12), p=0.54
	0.04 (0.14), p=0.80
	-0.01 (0.06), p=0.82
	0.00 (0.07), p=0.99

	DM+WMHs_high
	0.62 (0.12), p<0.001‡
	0.66 (0.15), p<0.001‡
	-0.27 (0.06), p<0.001‡
	-0.34 (0.07), p<0.001‡

	p for interaction
	<0.001†
	<0.001†
	0.005†
	<0.001†

	
	Attention
	Executive function

	
	All sample
	Non-stroke
	All sample
	Non-stroke

	
	β (SE), p value
	β (SE), p value

	DM-WMHs_low
	Reference
	Reference

	DM-WMHs_high
	-0.08 (0.03), p=0.010
	-0.07 (0.03), p=0.053
	-0.13 (0.04), p<0.001‡
	-0.11 (0.04), p=0.007‡

	DM+WMHs_low
	0.01 (0.03), p=0.73
	0.03 (0.04), p=0.48
	0.03 (0.04), p=0.42
	0.05 (0.04), p=0.27

	DM+WMHs_high
	-0.07 (0.03), p=0.032
	-0.06 (0.04), p=0.14
	-0.18 (0.04), p<0.001‡
	-0.19 (0.05), p<0.001‡

	p for interaction
	0.45
	0.36
	0.052
	0.023

	
	Language
	Visuospatial function

	
	All sample
	Non-stroke
	All sample
	Non-stroke

	
	β (SE), p value
	β (SE), p value

	DM-WMHs_low
	Reference
	Reference

	DM-WMHs_high
	-0.08 (0.14), p=0.57
	-0.03 (0.16), p=0.87
	-0.10 (0.04), p<0.001‡
	-0.05 (0.04), p=0.26

	DM+WMHs_low
	-0.11 (0.16), p=0.47
	-0.08 (0.18), p=0.65
	0.01 (0.04), p=0.82
	0.00 (0.05), p=0.92

	DM+WMHs_high
	-0.44 (0.15), p=0.004‡
	-0.64 (0.19), p<0.001‡
	-0.15 (0.04), p<0.001‡
	-0.13 (0.05), p=0.008‡

	p for interaction
	0.033
	0.005†
	0.13
	0.043

	
	Visuomotor speed
	Memory

	
	All sample
	Non-stroke
	All sample
	Non-stroke

	
	β (SE), p value
	β (SE), p value

	DM-WMHs_low
	Reference
	Reference

	DM-WMHs_high
	-0.04 (0.02), p=0.015
	-0.02 (0.02), p=0.29
	-0.05 (0.02), p=0.057
	-0.03 (0.03), p=0.27

	DM+WMHs_low
	0.00 (0.02), p=0.92
	0.00 (0.02), p=0.96
	0.00 (0.03), p=0.97
	0.02 (0.03), p=0.47

	DM+WMHs_high
	-0.05 (0.02), p=0.005‡
	-0.04 (0.02), p=0.079
	-0.15 (0.03), p<0.001‡
	-0.13 (0.03), p<0.001‡

	p for interaction
	0.73
	0.52
	0.022
	0.047

	Abbreviations: SE: standard error; CDR-SOB: clinical dementia rating-sum of box; DM: diabetes mellitus; WMHs: white matter hyperintensities. 614 in total were included for longitudinal analysis (452 without stroke).
†: Significant after adjustment for multiple comparisons for 3-way interaction terms (p < 0.0083).
‡: Significant after adjustment for multiple comparisons for group difference regarding cognitive decline (p < 0.0083).



