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Supplementary no. 1: Study design of AGEhIV Cohort Study and nested cognitive substudy
The AGEhIV Cohort Study is a prospective comparative cohort study investigating prevalence, incidence and risk factors of aging-associated comorbidities and organ dysfunction among HIV-1-infected individuals and highly comparable HIV-uninfected controls. Inclusion criteria were age ≥45 years, laboratory-confirmed HIV-1 infection (for HIV-1-infected participants), and laboratory-confirmed absence of HIV-infection (for HIV-uninfected controls). Between 1 October 2010 and 30 September 2012 597 HIV-1-infected individuals and 551 HIV-uninfected controls were consecutively enrolled into the study. 

HIV-1-infected participants were recruited at the HIV outpatient clinic of the Academic Medical Center in Amsterdam, The Netherlands, and HIV-uninfected controls from the ongoing Amsterdam Cohort Studies on HIV/AIDS and among persons attending the sexual health clinic of the Amsterdam Public Health Service.1
All eligible participants from the main AGEhIV Cohort were consecutively invited to participate in a nested cognitive substudy which began enrolment in December 2011 for which additional eligibility criteria is applicable (see methods section of this manuscript). 

Participants of the AGEhIV Cohort Study undergo at baseline, two years later and depending on sufficient resources every two years thereafter a standardized screening for age-related comorbidities and organ dysfunction. Participants complete an extensive questionnaire to collect data concerning demographics, (family) medical history, medication use, participation in population screening-programs, substance use, quality of life, depression, sexual orientation/behaviour/dysfunction, cognitive complaints, calcium/vitamin D intake, physical exercise, social behaviour, and work participation/income. They also undergo measurements of blood pressure, height, weight, and hip/waist circumference, as well as electrocardiography, measurement of vascular elasticity, spirometry, screening cognitive tests, frailty, bone densitometry, and quantification of advanced glycation endproducts in the skin.

Moreover, blood and urine samples are collected from each participant for extensive laboratory testing and biobanking for future use.

Detailed information concerning (history of) HIV-infection and ART-history is obtained from the database of the Dutch HIV Monitoring Foundation.2 

In addition, substudy participants undergo neuropsychological assessment (NPA), brain magnetic resonance imaging (MRI), ophtalmological examination, and (with separate consent from each participant) cerebrospinal fluid analysis at baseline and after two years (in HIV-uninfected participants only baseline cerebrospinal fluid analysis). 
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Supplementary no. 2: Overview of the administered neuropsychological test battery

	
	Tests administered
	Test scores

	Verbal fluency
	Category Fluency1
	Total number of animals in 1 minute

	
	
	Total number of occupations in 1 minute

	
	Letter Fluency2
	Total number of words, 1 minute for each of 3 letters

	Executive function
	Trail Making Test-B3
	Total time to complete

	
	Wisconsin CST4
	Percentage of perseverative errors

	
	Stroop color-word test5
	Interference condition:  Time to complete

	Information processing speed
	Trail Making Test-A3
	Time to complete

	
	Digit Symbol6
	Total correct symbols 

	
	Symbol Search6
	Total correct symbols

	Attention
	PASAT 3.27
	Total correct summations

	
	PASAT 2.87
	Total correct  summations

	
	Letter-number sequencing6
	Total correct sequences

	Memory
	Rey AVLT-learning8
	Total recalled words trails 1-5

	
	Rey AVLT-recall8
	Total words recalled 

	
	VR learning9
	Total score

	
	VR recall9
	Total score

	Motor function
	Grooved pegboard10
	Dominant hand: Time to complete

	
	
	Non-dominant hand: Time to complete

	
	Finger tapping10
	Dominant hand: Median number of taps 

	
	
	Non-dominant hand: Median number of taps


Abbreviations: CST=card sorting test; PASAT=paced auditory serial addition task; AVLT=adult verbal learning test; VR=visual reproduction.
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Supplementary no. 3: Overview of mean test performance per study group 

	
	
	a) HIV-
(n=74)
	b) HIV+
(n=103)
	P-

value#  


	Fluency
	AnimalsA
	-0.01 (1.13)
	-0.04 (1.07)
	0.41

	
	OccupationA 
	0.37 (1.08)
	0.26 (1.10)
	

	
	LetterA
	-0.11 (0.95)
	-0.24 (0.96)
	

	Executive function
	Trail Making Test-BA
	0.37 (1.06)
	-0.04 (1.16)
	0.02

	
	Wisconsin CSTB
	0.04 (0.55)
	0.04 (0.69)
	

	
	Stroop color-word testA
	0.02 (0.90)
	-0.29 (0.87)
	

	Information processing speed
	Trail Making Test-AA
	0.46 (0.85)
	0.21 (1.00)
	0.05

	
	WAIS-III Digit Symbol C
	0.49 (1.03)
	0.18 (1.00)
	

	
	WAIS-III Symbol SearchC
	0.60 (0.97)
	0.52 (1.07)
	

	Attention
	PASAT 3.2D
	0.00 (0.99)
	-0.43 (1.28)
	0.03

	
	PASAT 2.8D
	0.00 (0.99)
	-0.43 (1.21)
	

	
	Letter-number sequencingC
	0.72 (1.12)
	0.67 (1.05)
	

	Memory
	Rey AVLT learningA
	-0.18 (1.05)
	-0.15 (1.07)
	0.46

	
	Rey AVLT recallA
	-0.07 (1.14)
	0.03 (1.10)
	

	
	WMS-IV VR learningE
	0.29 (0.81)
	0.24 (0.82)
	

	
	WMS-IV VR recallE
	0.85 (0.96)
	0.77 (1.00)
	

	Motor function
	GP dominant handF
	0.00 (0.86)
	-0.09 (1.11)
	0.13

	
	GP non-dominant handF
	0.07 (0.96)
	-0.31 (1.46)
	

	
	FT dominant handD
	0.00 (0.99)
	0.04 (1.14)
	

	
	FT non-dominant handD
	0.00 (0.99)
	0.02 (1.18)
	


All data presented as mean z-score (standard deviation).  #  Multivariate analysis of variance, one-tailed.
Abbreviations: CST=card sorting test; PASAT=paced auditory serial addition task; AVLT=adult verbal learning test; VR=visual reproduction; GP=grooved pegboard; FT=finger tapping.
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