Brain aging and cardiovascular factors in HIV: A longitudinal MRI study
Supplemental Information
Details of laboratory assessments:

HIV+ participants underwent a venepuncture after a 10-hour fast. Blood samples were analysed at a single laboratory (St. Vincent’s Hospital, Sydney) for the following: HIV RNA, total cholesterol, high density lipoprotein cholesterol, CD4 and CD8+ T-lymphocyte counts. In HIV- participants, fasting cardiovascular-related blood tests and systolic blood pressure results were obtained through their general practitioners, as these assays are a routine standard of care across the Sydney metropolitan area. HIV- participants were screened for any history of acute cardiovascular disease. 

Table S1. Main and interaction effects for HAND categories on mean subcortical volumes (mm3)
	Effect
	Caudate
	Putamen
	Pallidum
	Hippocampus
	Thalamus

	
	Beta
	SE
	p
	Beta
	SE
	p
	Beta
	SE
	p
	Beta
	SE
	p
	Beta
	SE
	p

	Intercept
	1268
	339
	<0.001
	2703
	468
	<0.001
	724
	180
	<0.001
	2408
	317
	<0.001
	3775
	530
	<0.001

	Age
	-13
	9
	0.155
	-25
	13
	0.058
	6
	5
	0.232
	-19
	9
	0.030
	-17
	15
	0.277

	Time
	-22
	16
	0.165
	-52
	22
	0.022
	14
	12
	0.269
	-12
	19
	0.543
	-41
	32
	0.206

	NP-normal
	-51
	89
	0.570
	-75
	124
	0.546
	-62
	48
	0.197
	-119
	84
	0.160
	-376
	146
	0.011

	ANI
	33
	99
	0.736
	-33
	137
	0.812
	-83
	53
	0.117
	-128
	93
	0.174
	-367
	161
	0.024

	MND+HAD
	-182
	121
	0.136
	-277
	168
	0.102
	-164
	65
	0.013
	-360
	114
	0.002
	-665
	197
	0.001

	Age*Time
	0
	2
	0.922
	-3
	3
	0.376
	2
	2
	0.397
	-1
	3
	0.663
	-7
	5
	0.182

	Age*NP-normal
	-2
	14
	0.886
	3
	20
	0.900
	-9
	8
	0.251
	-7
	13
	0.582
	-36
	23
	0.129

	Age*ANI
	-9
	13
	0.465
	-13
	18
	0.485
	-15
	7
	0.036
	-9
	12
	0.477
	-27
	21
	0.208

	Age*MND+HAD
	9
	15
	0.582
	5
	21
	0.830
	-3
	8
	0.699
	7
	15
	0.621
	26
	25
	0.305

	Time*NP-normal
	-33
	23
	0.150
	-28
	32
	0.388
	17
	18
	0.350
	-7
	27
	0.794
	-24
	46
	0.608

	Time*ANI
	-14
	25
	0.577
	-7
	36
	0.845
	0
	20
	0.990
	-15
	30
	0.627
	29
	51
	0.570

	Time*MND+HAD
	-14
	32
	0.671
	-32
	45
	0.471
	-9
	25
	0.729
	52
	38
	0.170
	68
	64
	0.289

	Age*Time*NP-normal
	-3
	4
	0.391
	-4
	5
	0.430
	4
	3
	0.194
	-1
	4
	0.754
	-2
	7
	0.750

	Age*Time*ANI
	-8
	4
	0.019
	-5
	5
	0.279
	1
	3
	0.622
	-2
	4
	0.554
	-7
	7
	0.304

	Age*Time*MND+HAD
	-8
	4
	0.042
	-3
	6
	0.593
	3
	3
	0.334
	-2
	5
	0.607
	-6
	8
	0.452


Notes: Age is centred to the mean value (55 years). All values are reported against a HIV- reference group. Intracranial volume is included as a covariate although not displayed.
Table S2. Main and interaction effects for HIV disease factors on mean subcortical volumes (mm3)

	Effect
	Caudate
	Putamen
	Pallidum
	Hippocampus
	Thalamus

	
	Beta
	SE
	p
	Beta
	SE
	p
	Beta
	SE
	p
	Beta
	SE
	p
	Beta
	SE
	p

	HIV duration
	-1.5
	6.9
	0.825
	-8.6
	9.3
	0.359
	-3.8
	3.5
	0.276
	-2.1
	6.4
	0.739
	-3.8
	11.8
	0.744

	Age*HIV duration
	0.5
	0.9
	0.556
	0.2
	1.2
	0.844
	-0.1
	0.4
	0.788
	0.6
	0.8
	0.452
	0.6
	1.5
	0.665

	Time*HIV duration
	0.2
	1.6
	0.895
	1.9
	2.3
	0.406
	-1.4
	1.4
	0.301
	-0.4
	2.1
	0.854
	1.5
	3.5
	0.669

	Age*Time*HIV duration
	-0.4
	0.2
	0.044
	-0.7
	0.3
	0.017
	0.0
	0.2
	0.840
	-0.3
	0.3
	0.345
	-0.3
	0.5
	0.523

	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	AIDS status
	-210
	94
	0.028
	-117
	129
	0.369
	-37
	49
	0.447
	-65
	89
	0.467
	-283
	162
	0.084

	Age*AIDS status
	-9
	12
	0.464
	-19
	17
	0.254
	5
	6
	0.472
	13
	12
	0.251
	-8
	21
	0.717

	Time*AIDS status
	-4
	25
	0.867
	65
	34
	0.061
	-29
	21
	0.16
	32
	32
	0.327
	83
	52
	0.114

	Age*Time*AIDS status
	-6
	4
	0.095
	-3
	5
	0.502
	-3
	3
	0.369
	-4
	5
	0.394
	-5
	8
	0.494

	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Nadir CD4 (x10-3)
	741
	342
	0.033
	481
	470
	0.309
	227
	176
	0.201
	172
	326
	0.600
	1012
	589
	0.090

	Age*Nadir CD4
	35
	49
	0.475
	-44
	67
	0.512
	5
	25
	0.830
	-27
	47
	0.558
	-16
	84
	0.851

	Time*Nadir CD4
	-72
	88
	0.416
	-326
	117
	0.007
	-43
	73
	0.555
	-59
	114
	0.605
	-152
	184
	0.411

	Age*Time*Nadir CD4
	-17
	13
	0.197
	-24
	17
	0.171
	6
	11
	0.610
	9
	17
	0.609
	-18
	27
	0.519

	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	CD4 count (x10-3)
	184
	161
	0.257
	163
	218
	0.456
	-49
	82
	0.551
	-47
	150
	0.754
	491
	269
	0.072

	Age*CD4 count
	15
	21
	0.461
	23
	28
	0.407
	5
	10
	0.643
	-18
	19
	0.358
	-41
	34
	0.243

	Time*CD4 count
	35
	36
	0.343
	10
	55
	0.851
	-32
	33
	0.333
	-4
	51
	0.943
	-75
	82
	0.365

	Age*Time*CD4 count
	22
	6
	<0.001
	18
	9
	0.036
	-4
	5
	0.416
	15
	8
	0.066
	26
	13
	0.045

	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	CD8 count (x10-3)
	-233
	113
	0.043
	-473
	146
	0.002
	-100
	58
	0.086
	-157
	106
	0.141
	-127
	198
	0.523

	Age*CD8 count
	2
	15
	0.881
	37
	20
	0.063
	4
	8
	0.620
	22
	14
	0.122
	-2
	27
	0.932

	Time*CD8 count
	12
	27
	0.669
	-8
	40
	0.844
	-67
	22
	0.004
	41
	36
	0.263
	18
	59
	0.765

	Age*Time*CD8 count
	9
	4
	0.025
	6
	6
	0.302
	-1
	3
	0.719
	-2
	5
	0.648
	7
	8
	0.419

	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	CD4/8 ratio
	-193
	69
	0.006
	-305
	92
	0.001
	-30
	36
	0.408
	-25
	66
	0.705
	-269
	119
	0.027

	Age*CD4/8 ratio
	-9
	10
	0.346
	-2
	13
	0.906
	-2
	5
	0.625
	15
	9
	0.111
	10
	17
	0.533

	Time*CD4/8 ratio
	-15
	17
	0.379
	-16
	24
	0.506
	-8
	15
	0.595
	14
	22
	0.537
	15
	37
	0.686

	Age*Time*CD4/8 ratio
	-4
	3
	0.144
	-6
	4
	0.155
	1
	3
	0.802
	-6
	4
	0.097
	-6
	6
	0.327


Notes: Intercept, eTICV, Age and Time effects are included but not displayed. Age is centred to the mean value (55 years).

Table S3. Main and interaction effects for cardiovascular composite scores on mean subcortical volumes (mm3)
	Effect
	Caudate
	Putamen
	Pallidum
	Hippocampus
	Thalamus

	
	Beta
	SE
	p
	Beta
	SE
	p
	Beta
	SE
	p
	Beta
	SE
	p
	Beta
	SE
	p

	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	High Framingham score
	-208
	87
	0.019
	-245
	122
	0.049
	-100
	43
	0.022
	-206
	86
	0.019
	-444
	149
	0.004

	Time*High Framingham score
	-38
	23
	0.104
	-53
	31
	0.095
	22
	18
	0.235
	5
	28
	0.857
	-44
	47
	0.350

	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	High DAD score
	-283
	136
	0.041
	-723
	177
	<0.001
	-44
	68
	0.525
	-463
	128
	0.001
	-904
	221
	<0.001

	Time*High DAD score
	-88
	35
	0.016
	-105
	49
	0.036
	17
	29
	0.565
	52
	44
	0.244
	22
	74
	0.765


Notes: Intercept, eTICV, and Time effects are included but not displayed. Age is centred to the mean value (55 years).
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