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Abstract

OBJECTIVE—There is lack of Cameroonian adult neuropsychological(NP) norms, limited 

knowledge concerning HIV-associated neurocognitive disorders in Sub-Saharan Africa, and 

evidence of differential inflammation and disease progression based on viral subtypes. In this 

study, we developed demographically-corrected norms and assessed HIV and viral genotypes 

effects on attention/working memory(WM), learning, and memory.

METHOD—We administered two tests of attention/WM [Paced Auditory Serial Addition Test 

(PASAT)-50, Wechsler Memory Scale(WMS)-III Spatial Span] and two tests of learning and 

memory [Brief Visuospatial Memory Test-Revised(BVMT-R), Hopkins Verbal Learning Test

Revised(HVLT-R)] to 347 HIV+ and 395 seronegative adult Cameroonians. We assessed the 

effects of viral factors on neurocognitive performance.

RESULTS—Compared to controls, people living with HIV(PLWH) had significantly lower 

T-scores on PASAT-50 and attention/WM summary scores, on HVLT-R total learning and 

learning summary scores, on HVLT-R delayed recall, BVMT-R delayed recall and memory 
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summary scores. More PLWH had impairment in attention/WM, learning and memory. ART and 

current immune status had no effect on T-scores. Compared to untreated cases with detectable 

viremia, untreated cases with undetectable viremia had significantly lower(worse) T-scores on 

BVMT-R total learning, BVMT-R delayed recall and memory composite scores. Compared to 

PLWH infected with other subtypes(41.83%), those infected with HIV-1 CRF02_AG(58.17%) had 

higher(better) attention/WM T-scores.

CONCLUSIONS—PLWH in Cameroon have impaired attention/WM, learning and memory; 

and those infected with CRF02_AG viruses showed reduced deficits in attention/WM. The 

first adult normative standards for assessing attention/WM, learning and memory described, 

with equations for computing demographically-adjusted T-scores, will facilitate future studies of 

diseases affecting cognitive function in Cameroonians.

Keywords

Neuropsychological tests; Norms; Sub-Saharan Africa; HIV/AIDS; Subtypes; Neurocognitive 
impairment

INTRODUCTION

HIV-induced central nervous system (CNS) dysfunction often result in behavioral, motor 

and cognitive abnormalities termed HIV-associated neurocognitive disorders (HAND) 

(Antinori et al., 2007). Despite the success of combination antiretroviral therapy (ART) 

at reducing blood viremia and prolonging the life expectancy of people living with HIV 

(PLWH), the prevalence of asymptomatic neurocognitive impairment (NCI) and mild 

neurocognitive disorders (milder forms of HAND) have not decreased (Heaton et al., 2010).

Of the current 38 million PLWH, HIV-1 accounts for >95% of all infections and includes 

four groups: M (major), O (outlier), N (non-M non-O), and P (LANL, 2017; Robertson DL, 

2000). HIV-1 group M accounts for the vast majority of infection globally and includes 9 

pure clades (A-D, F-H, J and K), sub-clades (A1 and A2, F1 and F2), about 96 circulating 

recombinant forms (CRFs) and several unique (unclassified) recombinant forms (URFs) 

(LANL, 2017, 2019). HIV-1 clade-B is prevalent in Western and central Europe, North 

America and Australia. Clades A and D are prevalent in East and West Africa and Russia; 

clade-C is prevalent in Southern Africa and South Asia. Circulating recombinant forms such 

as CRF02_AG are predominant in West and Central Africa while CRF01_AE is present in 

Central Africa, Thailand and other Asian countries (Lihana et al., 2012).

Most of the current understanding of HIV neuropathology and HAND comes from studies 

of Western populations infected with HIV-1 clade-B (K. R. Robertson, Smurzynski, et al., 

2007); whereas over two-thirds of the 38 million PLWH are in Sub-Saharan Africa (SSA) 

and are mostly infected with different (non-B) clades (WHO, 2016). Thus, it is important to 

investigate the prevalence and risks of NCI in these populations.

Cameroon, like other SSA countries, has been heavily afflicted by the HIV/AIDS pandemic, 

with an estimated adult prevalence of 3.8% (total population: 25 million) (IndexMundi, 

2018). In 2016, Cameroon had an estimated 560,000 PLWH (70% were 15–24 years 

Kanmogne et al. Page 2

J Int Neuropsychol Soc. Author manuscript; available in PMC 2021 November 11.

A
uthor M

anuscript
A

uthor M
anuscript

A
uthor M

anuscript
A

uthor M
anuscript



old and 65% of infected adults were females) and registered 29,000 HIV/AIDS-related 

deaths (UNAIDS, 2016). Considering the high HIV genetic diversity and predominance of 

CRF02_AG infections in Cameroon (Brennan et al., 2008), investigating the effects of viral 

genotypes on neurocognition would be of great significance.

Cognitive domains often impaired in PLWH include attention/working memory (WM), and 

episodic memory (new learning and delayed recall). PLWH have significant deficits in 

episodic memory, significant difficulties in tasks of visual and verbal working memory 

(Farinpour et al., 2000; Martin et al., 2001; Morgan et al., 2009), and HIV-associated 

impairment in attention/WM and episodic memory can affect higher-level everyday 

cognitive functioning such as decision making (Woods et al., 2009). Impairment in 

attention/WM and episodic memory in PLWH is also associated with difficulties in everyday 

functioning, including poor medication adherence (Heaton et al., 2004; Levine et al., 2005), 

and correlates with some measures of disease severity, with increased prevalence of mild

to-moderate deficits observed among patients with a history of severe immunosuppression 

(Reger et al., 2002).

In a previous pilot study with a limited sample size (44 HIV+ and 44 seronegative 

controls subjects), we adapted Western neuropsychological (NP) measures to Cameroon 

and analyses of mean z-scores showed that those tests were appropriate for use in Cameroon 

(Kanmogne et al., 2010). However, use of NP tests to assess human cognitive abilities 

require normative standards for the population being assessed. There are no norms for 

assessing attention/WM, learning, or delayed recall (hereafter called “memory”) in adult 

Cameroonians. In the present study, we use a larger sample size (347 cases and 395 controls) 

to establish normative standards for two commonly used NP tests of attention/WM: Paced 

Auditory Serial Addition Test (PASAT)-50 (Diehr et al., 2003) and Wechsler Memory 

Scale (WMS)-III Spatial Span (Wechsler, 1997); and two commonly used NP tests of 

learning and memory: Brief Visuospatial Memory Test-Revised (BVMT-R) (R. Benedict, 

1997) and Hopkins verbal learning test-revised (HVLT-R) (Brandt, 2001). We developed 

demographically-adjusted normative standards for Cameroon and assessed the effects of 

HIV infection, current immune status, treatment, and viremia on NP performance. Because 

inflammation plays a major role in HAND pathogenesis (Hong & Banks, 2015) and there 

is evidence of differential effects of viral genotypes in HIV-1-induced blood-brain barrier 

(BBB) inflammation (Bhargavan & Kanmogne, 2018; Woollard et al., 2014), we further 

assessed the effect of HIV genotypes on NP performance.

METHODS

Psychometric instruments

The 50-item PASAT (Diehr et al., 2003) [French version (Gronwall, 1977)] was used in 

this study, according to established procedures. Outcome measures included the number 

of responses attempted and the number of correct responses (range 0–49). The WMS

III Spatial Span subtest (Wechsler, 1997) was used to assess visuospatial (working) 

memory. The visual graphic memory test BVMT-R (R. Benedict, 1997) was used to 

assess visuospatial learning and delayed recall (memory) abilities, including short-term 

memory (immediate learning), long-term memory (delayed recall) and delayed recognition, 
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according to established procedures. For this study, total learning scores were used to assess 

visuospatial learning over the three trials, while delayed free recall scores were used to 

assess memory. The HVLT-R (Brandt, 2001) was used to assess verbal episodic memory, 

including immediate learning, delayed recall and recognition, according to established 

procedures. For this study, Total recall scores for trials-1 through 3 were used to assess 

verbal learning, while delayed recall scores were used to assess memory. We used the 

HVLT-R version previously translated into French, validated (Rieu et al., 2006) and pilot

tested in Cameroon (Kanmogne et al., 2010). The 12-item word list (in French) were: “lion, 

émeraude, cheval, tente, saphir, hôtel, cave, opale, tigre, perle, vache, hutte”. These words 

are commonly used in Cameroon (a majority French speaking country) and correspond 

respectively to the following English words: lion, emerald, horse, tent, sapphire, hotel, cave, 

opal, tiger, pearl, cow, and hut.

The PASAT-50, WMS-III Spatial Span, BVMT-R and HVLT-R were administered as part of 

a larger battery of 19 NP tests (Kanmogne et al., 2010), and co-normed to assess the specific 

domains of attention/WM, and visuospatial and verbal learning and memory function.

Adaptation of NP tests and study population

The NP tests and test instructions were translated into French, back-translated, standardized 

and pilot tested in Cameroon and quality assurance reviews were done on randomly selected 

data files as previously described (Kanmogne et al., 2010). These tests were part of a 

larger international battery (19 NP tests assessing 7 cognitive domains) that has been 

successfully used to detect HAND in developed and resource-limited countries, including 

countries in North America (Carey et al., 2004), South America (de Almeida et al., 2013), 

Asia (Cysique et al., 2007; Gupta et al., 2007), and in SSA (Akolo et al., 2014; Kabuba 

et al., 2017; Spies et al., 2012). Because combining normative data for all 19 tests with 

data and discussion regarding viral factors, ART, and immunological data, and their effects 

on neurocognitive performance, would be excessive for a single manuscript, this report 

focuses on attention/WM, learning, and memory (delayed recall). All study participants 

spoke French and all tests were administered in French. Subject recruitment, inclusion 

and exclusion criteria were done as previously described (Kanmogne et al., 2010) and are 

summarized in Table-1. We recruited a total of 742 subjects, including 395 healthy HIV− 

controls and 347 HIV+ subjects.

Ethical approval, data collection and norming procedure

This study was approved by the University of Nebraska Medical Center Institutional Review 

Board (IRB #307–06-FB) and the Cameroon National Ethics Committee (Ethical Clearance 

Authorization #146/CNE/SE/2012). Data was obtained in compliance with the Helsinki 

Declaration and written informed consent was obtained from all participants. After obtaining 

demographic information, the complete medical history of each subject was assessed, 

followed by a physical examination and a standardized neurological assessment to rule out 

any focal neurological deficit, CNS comorbidity and confound before psychometric testing. 

Attention/WM (PASAT-50 and WMS-III Spatial Span), learning and memory (HVLT-R and 

BVMT-R) tests were administered to each subject by trained psychometrists. Biological 

specimens were then collected for laboratory analyses. The procedures used for norming 
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were as previously described (Casaletto et al., 2015; Royston, 1994). Briefly, they involve 

converting raw scores into normalized scaled scores; developing regression-based formulas 

for calculation of T-scores that are corrected for demographic variables (age, gender and 

education); and calculation of deficit scores.

Laboratory analyses

Two different commercially available tests (rapid immunochromatographic HIV-1/2 test 

and the Murex HIV antigen/antibody Combination ELISA, Abbott Diagnostics, Chicago, 

IL, USA) were used per manufacturer’s instructions to determine HIV serology. CD4 

T-lymphocyte levels were quantified by flow cytometry and viral load (VL) by reverse 

transcription polymerase chain reaction (RT-PCR). Extraction of HIV RNA from patient’s 

plasma, RT-PCR, amplification and sequencing of HIV genes [protease(PR), reverse 

transcriptase(RT), group specific antigen(gag), envelope (env,C2V3), transactivator of 

transcription(tat), and negative regulatory factor(nef)] were performed as previously 

described (Teto et al., 2017).

Statistical analyses

Student’s t-tests (for continuous variables) and Fisher’s exact test (for binary variables) 

were used for comparative analyses of cases and controls demographic data. Univariable 

analysis and simple linear regression were used to investigate associations of T-scores for 

attention/WM (PASAT-50 and WMS-III Spatial Span), learning (HVLT-R and BVMT-R 

Total Learning) and memory (HVLT-R and BVMT-R Delayed Recall) with demographic 

factors (age, gender, and education) in controls and cases. Linear regression models were 

used for analyses of T-scores and logistic regression models for analyses of impairment, 

and to compare the proportions with impairments in attention/WM, learning and memory 

between cases and controls: impaired if individual test deficit score≥1 and domain deficit 

score>0.5. Additional analyses of cases based on treatment status (untreated and on ART), 

CD4 counts (<350 and ≥350 cells/μl), VL (undetectable and detectable) and viral subtypes 

were performed. The R-software (v.3.5.0) was used for statistical analyses (significance 

threshold: P<0.05); Cohen’s d effect sizes were used to assess differences in T-scores, Odds 

ratios and 95% confidence intervals (CI) were used to assess differences in proportions of 

impairment between the groups. P-values for individual tests were adjusted for multiple 

testing within each domain (k=2 for all) using false discovery rate (FDR) method. FDR was 

used to correct the P-values for analyses of the three domain scores (k=3). “Adj.P” are the 

P-values adjusted for multiple testing.

RESULTS

Demographic and laboratory characteristics

We recruited 742 subjects: 395 HIV− (controls, 34.7% males) and 347 HIV+ (cases, 22.2% 

males) (Table-1). Controls were 34.6±10.5 (mean ± standard deviation) years old (range 

18–64), cases were 37.9±9.38 (range 18–60) years old. Controls had 12.4±4.23 (mean ± 

standard deviation) (range 0–20) years of education, cases had 9.65±3.78 (range 1–20) years 

of education. For cases, the median CD4 count was 407 cells/μl, 132 had detectable VL 

(mean logVL: 4.59±1.28 log copies/ml), 343 had known treatment status [189 (55.1%) on 
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ART, of whom 139 (73.5%) had undetectable VL; 148 (43.1%) treatment naïve, of whom 34 

(23%) had undetectable VL (<50 copies/ml)].

Raw scores and standardized scores

Scaled scores and corresponding raw scores for PASAT-50 (number of correct responses) 

and WMS-III Spatial Span (total scores for Spatial Span: forward and backward), HVLT-R 

(total learning and delayed recall), and BVMT-R (total learning and delayed recall) are 

detailed in Table-2. The formulas used for regression-based analyses and calculation of 

T-scores (corrected for demographic variables) for attention/WM (PASAT-50 and WMS-III 

Spatial Span total scores), learning (HVLT-R and BVMT-R total learning), and memory 

(HVLT-R and BVMT-R delayed recall), are shown (Table-3). For both HIV− and HIV+ 

groups, analyses of raw scores showed effects of education (better performance on all tests 

by those with higher education), age (better performance on all tests by younger subjects), 

and gender (better performance by males on WMS-III Spatial Span (total scores), BVMT

R total learning, and BVMT-R delayed recall). Age and gender effects were absent in 

corrected T-scores of both HIV− and HIV+ samples; education effects were fully controlled 

on T-scores of controls and either fully controlled (HVLT-R and BVMT-R total learning 

and delayed recall; WMS-III Spatial Span total) or greatly attenuated (PASAT-50 and 

attention/WM summary score) in T-scores of cases.

HIV effects on attention/WM

Compared to controls, PLWH had significantly lower T-scores on PASAT-50 (P<0.001) 

but not on WMS-III Spatial Span total scores (P=0.3) (Table-4). However, PLWH had 

significantly lower attention/WM composite T-scores compared to controls (P=0.003, 

Adj.P=0.005, Table-4). Assessment of the extent of impairment showed that 23.1% 

of PLWH had impairment on PASAT-50, compared to 13.5% of controls (P=0.001, 

Adj.P=0.002, Table-5). Spatial Span data showed impairment among 17.5% of PLWH 

and 14% of controls (P=0.217), analysis of the composite domain deficit scores showed 

impairment in attention/WM in 17.5% of PLWH, compared to 12.7% of controls (P=0.087, 

Table-5).

HIV effects on learning

Compared to controls, T-scores of PLWH were significantly lower on the BVMT-R total 

recall (P=0.009, Adj.P=0.018), but not on the HVLT-R total recall (P=0.097) (Table-4). 

However, PLWH had significantly lower composite T-scores in the learning domain 

compared to controls (P=0.005, Table-4). Comparative analyses of the prevalence of 

impairments showed that 18.1 and 18.7% of PLWH had impairment on HVLT-R and 

BVMT-R total learning, compared respectively to 15.2% and 12.4% of controls; only 

impairment in BVMT-R total learning was significantly different (P=0.023, Adj.P=0.046, 

Table-5). Analysis of the composite learning domain deficit score showed learning 

impairment in 17% of PLWH, compared to 12.2% among controls (P=0.084, Adj.P=0.087, 

Table-5).
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HIV effects on memory

PLWH had significantly lower T-scores on HVLT-R delayed recall (P=0.013, Adj.P=0.021) 

and BVMT-R delayed recall (P=0.021), as well as memory composite T-scores (P=0.002, 

Adj.P=0.005), compared to controls (Table-4). Analyses of the prevalence of impairments 

showed that among PLWH, 21.5 and 21.2% had impairment on HVLT-R and BVMT-R 

delayed recall, compared respectively to 12.7% (P=0.002, Adj.P=0.004) and 15.1% (P=0.04) 

among controls (Table-5). Analysis of the composite memory domain deficit score showed 

that the proportion of PLWH with impairment in memory (20.6%) was significantly higher 

than the proportion seen in controls (12.7%) (P=0.006, Adj.P=0.018, Table-5).

Effects of VL and antiretroviral treatment on attention/WM, learning, and memory

To assess viremia and treatment effects on attention/WM, learning, or memory, we 

compared T-scores of PLWH who had undetectable and detectable VL, on treatment or 

not. No significant differences were found between those who were virally suppressed and 

those with detectable viremia; or those on ART and no-ART on attention/WM, learning, or 

memory (Table-6). To determine whether ART could influence any interaction of viremia 

and cognitive function, we performed separate analyses of cases on ART and no-ART group. 

For cases on ART, those with undetectable (n=128) and detectable (n=36) VL showed 

no group differences in attention/WM (PASAT-50: d: −0.17; 95% CI: −0.55, 0.2; P=0.36, 

Adj.P=0.44; Spatial Span: d: −0.15; 95% CI: −0.52, 0.23; P=0.44; composite attention/WM 

T-scores: d: −0.2; 95% CI: −0.57, 0.17; P=0.288, Adj.P=0.479), learning (HVLT-R total 

learning: d: −0.01; 95% CI: −0.39, 0.36; P=0.937; BVMT-R total learning: d: 0.2; 95% 

CI: −0.18, 0.57; P=0.3, Adj.P=0.6; composite learning T-scores: d: 0.12; 95% CI: −0.25, 

0.49; P=0.526), or memory (HVLT-R delayed recall: d: 0.18; 95% CI: −0.2, 0.55; P=0.349, 

Adj.P=0.528; BVMT-R delayed recall: d: 0.12; 95% CI: −0.25, 0.49; P=0.528; composite 

memory T-scores: d: 0.19; 95% CI: −0.18, 0.56; P=0.32, Adj.P=0.479).

For no-ART cases, those with undetectable (n=38) and detectable (n=89) VL showed no 

group differences in attention/WM T-scores (PASAT-50: d: −0.02; 95% CI: −0.41, 0.36; 

P=0.91; Spatial Span: d: 0.21; 95% CI: −0.17, 0.6; P=0.261, Adj.P=0.522; composite 

attention/WM T-scores: d: 0.14; 95% CI: −0.25, 0.53; P=0.493). Analysis of learning data 

for no-ART cases showed significantly lower BVMT-R total learning T-scores for those 

with undetectable VL, compared to those with detectable VL (d: 0.4; 95% CI: 0.01, 0.79; 

P=0.037). However, this statistical significance diminished when analyses were corrected for 

individual learning tests (Adj.P=0.074). There was no difference in HVLT-R total learning 

T-scores (d: −0.08; 95% CI: −0.47, 0.3; P=0.666), or overall learning T-scores (d: 0.2; 95% 

CI: −0.19, 0.58; P=0.298, Adj.P=0.447) of non-treated cases with undetectable VL and those 

with detectable VL.

Analysis of memory data of untreated cases showed no significant difference in HVLT-R 

delayed recall T-scores of those with undetectable VL, compared to those with detectable 

VL (d: 0.22; 95% CI: −0.16, 0.61; P=0.232). However, untreated cases with undetectable 

VL had significantly lower BVMT-R delayed recall T-scores (d: 0.41; 95% CI: 0.02, 0.8; 

P=0.029, Adj.P=0.058), and lower overall memory summary T-scores (d: 0.4; 95% CI: 0.01, 

0.78; P=0.039), compared to untreated cases with detectable viremia. Despite the high effect 
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size, the statistical significance diminished when analyses were corrected for individual 

memory tests (Adj.P=0.117).

Further analyses of PLWH who had undetectable VL (n=165), 50>VL<100,000 copies/ml 

(n=76), and VL ≥100,000 copies/ml (n=49), untreated or on ART, showed no differences 

in attention/WM T-scores or composite scores between the groups (P values: 0.34–0.97). 

Analysis of learning scores showed that PLWH who had very high VL (≥100,000 copies/ml) 

had lower HVLT-R total learning T-scores, compared to those with lower or undetectable VL 

(P=0.043, Adj.P=0.086); but there was no difference in BVMT-R total learning (P=0.669) 

or learning summary scores (P=0.542, Ajd.P=0.8) between the groups. Similarly, there was 

no difference in individual memory T-scores or the overall memory composite scores (P 

=0.826) between the groups.

Effects of current immune status and viral subtype on attention/WM, learning, and memory

Comparative analyses of T-scores of PLWH who had low (<350 cells/μl) and higher 

(≥350 cells/μl) CD4 counts showed no significant differences between those with low 

and higher CD4 count on attention/WM, learning, or memory (Table-6). Analyses of 

the viral PR, RT, gag, env, tat, and nef sequences showed a high genetic diversity 

(Acharya et al., 2019; Kanmogne et al., 2018; Teto et al., 2016; Teto et al., 2017). 

These patients were predominantly infected with HIV-1 CRF02_AG (AG) (59–71.6%), 

but there were also individuals infected with non-CRF02_AG viruses (non-AG) or viruses 

that had CRF02_AG genotype in some of the six gene regions analyzed and different 

genotypes in other gene regions (AG-Plus). To investigate whether HIV subtype influence 

the individual’s attention/WM, learning, or memory, we analyzed T-scores of cases infected 

with AG (58.17%) and those infected with non-AG (26.8%) or AG-Plus (15.03%) viruses. 

Attention/WM data showed a small effect of viral genotype on individual T-scores on 

PASAT-50 (d: 0.23) and Spatial Span total (d: 0.27) T-scores when comparing cases infected 

with AG and those infected with non-AG and AG-Plus viruses (Table-6). Analyses of the 

composite attention/WM T-scores showed that compared to cases infected with AG viruses, 

those infected with non-AG and AG-Plus viruses had significantly lower (worse) overall 

attention/WM T-scores (d: 0.35; 95% CI: 0.02, 0.68; P=0.038); this statistical significance 

diminished when analyses were corrected for individual attention/WM tests (Adj.P=0.114). 

There was no significant difference in HVLT-R and BVMT-R total learning T-scores or 

the overall learning composite T-scores of cases infected with AG and those infected with 

non-AG and AG-Plus viruses (Table-6). Similarly, there was no significant difference in 

HVLT-R and BVMT-R delayed recall or the overall memory composite T-scores of cases 

infected with AG and those infected with non-AG and AG-Plus viruses (Table-6).

DISCUSSION

Valid assessment of human cognitive abilities and accurate diagnosis of acquired 

neurocognitive disorders requires population-appropriate, demographically-corrected 

normative standards, because performances on neurocognitive tests are influenced by 

population socio-demographic factors, language and cultural backgrounds (Casaletto et al., 

2015; Saloner & Cysique, 2017). The current study reports the first adult normative data 
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for assessing attention/WM, learning and memory in Cameroon and provides normative 

standards corrected for demographic factors, based on results of healthy HIV-seronegative 

controls for two validated tests of attention/WM and two validated tests of learning and 

memory. Comparative analyses of controls and cases using demographically-corrected T

scores showed significant HIV effects on attention/WM, learning and memory.

The tests used to assess attention/WM in this study included PASAT-50 and WMS-III 

Spatial Span. PASAT has been used to detect impairment in attention/WM among 

individuals with several conditions affecting the CNS, including multiple sclerosis (Kujala 

et al., 1995), Parkinson’s disease (Dujardin et al., 2007), epilepsy (Prevey et al., 1998), 

traumatic brain injury (O’Jile et al., 2006), and HAND (Cysique et al., 2014; Kabuba 

et al., 2017). The Spatial Span sub-test of the WMS-III assesses an individual’s ability 

to pay attention to information, to hold and process that information, and to formulate a 

response based on that information (Wechsler, 1997). In our current study, the Spatial Span 

individually was not sensitive in differentiating HIV+ persons from seronegative controls. 

However, the PASAT-50 and overall attention/WM summary scores showed significantly 

lower T-scores for cases and significantly higher proportion of cases with impairment in 

attention/WM, compared to controls.

Tests of episodic memory assess a person’s ability to encode, store and retrieve information 

and correlate with function of the brain systems involving frontotemporal regions (Cowan, 

2008; Wilde et al., 2004). The tests used to assess learning and episodic memory in 

this study included BVMT-R and HVLT-R. The BVMT-R assesses visuospatial learning, 

retention, and overall episodic memory abilities (R. Benedict, 1997) and is sensitive in 

detecting impairments of visuospatial episodic memory abilities in individuals with multiple 

sclerosis (R. H. Benedict & Zivadinov, 2007), Parkinson’s disease (Foster et al., 2010), 

traumatic brain injuries (Belanger et al., 2009) and HAND (Cysique et al., 2014; Heaton et 

al., 2010; Kabuba et al., 2017). The HVLT-R assesses verbal learning, retention and overall 

episodic memory abilities; it has been shown to be sensitive in detecting impairments of 

verbal episodic memory in humans with HIV/AIDS across different cross-cultural settings, 

in both developed and resources-limited countries (Heaton et al., 2010; K. Robertson et al., 

2016). Each of the four individual measures of learning and memory showed some HIV 

effects and contributed to a stronger HIV effect on the summary scores. Of the two measures 

of attention/WM, PASAT-50 showed HIV effects and drove the overall attention/WM 

summary scores. The Spatial Span showed no HIV effect contrary to findings in other SSA 

countries (Hestad et al., 2019) where Spatial Span demonstrated robust sensitivity to HIV. 

These discrepancies could be due to differences between the two populations, including 

differences in language, culture, healthcare and education systems.

The effect sizes for individual NP tests and domain T-scores in our studies are in the same 

ranges as effect sizes observed in some large US cohort studies (Maki et al., 2015; Rubin et 

al., 2015). The proportion of cases in this study with impairment based on individual tests 

or domain T-scores (17–23%) is in line with our previous findings (Kanmogne et al., 2018; 

Kanmogne et al., 2010; Njamnshi et al., 2009; Njamnshi et al., 2008) and some previously 

reported prevalence of HAND in Nigeria (21.5%) (Yusuf et al., 2017) and South Africa 

(23%) (Joska et al., 2010). However, these are much lower than HAND prevalence reported 
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among HIV-infected adults in other studies in Nigeria, China, and India (26–28%) (Jumare 

et al., 2019; Royal et al., 2012); South Africa (36–53%) (Joska et al., 2011; Mogambery 

et al., 2017), Botswana (37–38%) (Lawler et al., 2011), Zambia (34–35%) (Kabuba et al., 

2017), Uganda (38–64%) (Nakku et al., 2013; Sacktor et al., 2019; Yechoor et al., 2016), 

and the United States (36–45%) (Heaton et al., 2015). Test instruments used in these studies 

varied from simpler International HIV Dementia Scale to more complete NP batteries, 

and such differences could have played a role in the wide variations in HAND prevalence 

observed across studies. The lower rates of NCI observed in our study could also be due to 

the limited number of NP tests used. Our forthcoming report on the global deficit score from 

the entire battery [19 NP tests assessing 7 cognitive domains] will give a more conclusive 

estimate of the rate of HAND in Cameroon.

Previous studies in developed (Rubin et al., 2017; Woods et al., 2005) and resource-limited 

settings (Akolo et al., 2014; Kabuba et al., 2017; Lawler et al., 2011) also showed 

increased impairment in attention/WM, learning, and memory in PLWH. These HIV-induced 

NCI often have other functional and behavioral implications, including for activities of 

daily living and medication adherence. In fact, studies of PLWH have shown a link 

between cognitive performance and ART adherence, with impairments in attention/WM, 

verbal learning and memory associated with poor adherence; and higher adherence was 

predictive of improved cognition, including improvement in attention and executive function 

(Ettenhofer et al., 2010; Obermeit et al., 2015).

The mechanisms of HIV-induced impairments in attention/WM, learning and memory 

have not been elucidated. Combined cognitive assessment (using HVLT-R, BVMT-R) 

and magnetic resonance imaging (MRI) (Wang et al., 2015) or functional MRI (Cohen 

et al., 2018) of PLWH showed significantly decreased performance in verbal learning 

and memory among PLWH, with a positive correlation between increased hippocampal 

N-acetylaspartate/creatinine levels and performance in HVLT-R and BVMT-R (Wang et 

al., 2015). These MRI studies also showed differences in association between the degree 

of NCI and brain conductive function and metabolic changes based on brain regions 

(Wang et al., 2015). Functional MRI also showed that functional brain response predicted 

neurocognitive outcomes, as reduced neural activation among HIV+ adults predicted deficits 

in attention and working memory (Cohen et al., 2018). Studies of post-mortem brain tissues 

found significant decrease in dopamine levels in the substantia nigra of PLWH, with a 

correlation between decreased dopamine levels and poor T-scores in NP tests, including 

tests of learning, speed of information processing and memory (Kumar et al., 2011). This 

suggest that decreased dopamine levels in the substantia nigra directly correlate with poor 

neurocognitive performance.

In the current study, viremia influenced learning and memory function among untreated 

cases. The natural history of HIV infection is characterized by higher VL in the earlier 

phases of infection, but viremia drops as the immune response develops and the subsequent 

prolonged period of clinical latency and asymptomatic infection is characterized by lower 

VL (Mindel & Tenant-Flowers, 2001; Sabin & Lundgren, 2013). Therefore, although we 

do not know the exact duration of infection of our cases, it is likely that untreated cases 

in our study who had higher/detectable VL may have been more recently infected, whereas 
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untreated cases who had undetectable VL may have been in the chronic/clinical latency 

phase and had been infected for a much longer period, thus with increased susceptibility 

of developing HAND. This hypothesis is further supported by the fact the Cameroon 

hospitals where most of our cases were recruited had adopted the recommended WHO 

policy of offering ART to individuals as soon as they are diagnosed with HIV infection; and 

most of untreated cases in our study were newly diagnosed cases. Thus, we recruited and 

administered NP tests, assessed VL and CD4+ T-cells levels of these individuals before ART 

initiation.

There have been reports of a small percentage (1.7–6.3%) of treatment-naïve PLWH with 

viral suppression (Erb et al., 2000; Martinson et al., 2014). Studies of ART-naïve PLWH 

in India (Haokip, 2018), Nigeria (Odaibo et al., 2013) and Spain (Garcia et al., 1997) also 

showed undetectable VL in 8.5%, 9.5%, and 16% of subjects respectively. Our current study 

population showed a much higher percentage (23%) of no-ART cases with undetectable VL. 

The reasons for such unusually higher proportion of virally suppressed treatment-naïve cases 

are unclear. In a British seroprevalence survey, some subjects considered newly diagnosed 

that had undetectable VL also tested positive for antiretrovirals (ARVs) drugs (Sullivan 

et al., 2013). In clinical trials enrolling newly diagnosed HIV+ individuals, retrospective 

analysis of blood samples collected at enrolment showed ARVs drugs in 46%−78% of 

samples from subjects with low or undetectable VL who had reported no prior knowledge 

of their HIV status and no prior exposure to ART (Fogel et al., 2013; Kahle et al., 2014; 

Marzinke et al., 2014). However, it is unlikely that treatment-naïve cases in our study were 

on ART and misreported their status. There was no incentive in our study to enroll as 

treatment-naïve; we enrolled both naïve and subjects on ART, and most treatment-naïve 

subjects were enrolled at hospitals HIV testing and counselling centers where they were 

undergoing the required counselling before ART initiation. Provision of ARVs drugs and 

monthly treatment follow-up also occur at the same hospital centers. It is possible that 

other factors such as use of medicinal plants could have contributed to the high proportions 

of no-ART subjects with viral suppression. In fact, there is evidence that some medicinal 

plants extracts, including natural plants from Cameroon and other African countries, have 

anti-viral activity and can inhibit cellular infection and HIV replication (Ayisi & Nyadedzor, 

2003; Helfer et al., 2014; Leteane et al., 2012; Mbaveng et al., 2011; Tietjen et al., 2015). 

Medicinal plants and plants-based substances from traditional healers are widely used by 

Cameroonians for various illnesses, and a recent survey showed that 55% of HIV-infected 

Cameroonians were regularly using medicinal plants (Mabou Tagne et al., 2019). This could 

have contributed to the smaller HIV effects observed in our study. Unfortunately, most 

people taking herbal medicine and other substances from traditional healers do not disclose 

such information to health care providers (Haile et al., 2017), and we don’t know who 

among our subjects may have been taking herbal medicine. Our data showing increased 

neurocognitive deficits in untreated cases with viral suppression underscore the discordance 

between standard disease indices and risk of NCI.

Our data showing no effect of ART or current CD4 T-cells levels on attention/WM, learning, 

or memory, agree with other studies showing that HAND persists in the ART era, with no 

major effect of VL, ART use or current CD4 T-cells levels on cognitive function. In fact, 

a 3-year longitudinal study of young adults starting ART found no major effect of ART 
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on attention/WM, learning, or memory (Nichols et al., 2016). A recent 4-year longitudinal 

study of PLWH on ART and virologically suppressed, found that NCI persisted and there 

were no significant differences in the proportion with NCI at baseline and at 4-years (K. 

Robertson et al., 2018). Several other studies in SSA including in Nigeria (Akolo et al., 

2014; Salawu et al., 2008), Uganda (K. R. Robertson, Nakasujja, et al., 2007), Botswana 

(Lawler et al., 2011) and Zambia (Kabuba et al., 2017) found that compared to seronegative 

controls, PLWH had significant deficits in attention/WM, learning and memory, but there 

was no significant association between NP test scores and blood CD4 counts (Akolo et al., 

2014; Lawler et al., 2010; Salawu et al., 2008). Studies in Europe and USA have also shown 

significantly lower performance in tests of attention/WM, learning and memory in PLWH, 

but no significant association between cognitive performance and CD4 counts, VL, duration 

of ART use, or drugs CNS penetration scores (Malagurski et al., 2018; Rubin et al., 2017). 

There is evidence that low nadir CD4 counts predict NCI (Ellis et al., 2011; Valcour et al., 

2006), but we did not have nadir CD4 values, and used the CD4 counts at enrolment in our 

current studies.

Inflammation plays a major role in HAND pathogenesis; HIV-1 virions and viral proteins 

induce expression of inflammatory cytokines and chemokines in brain cells in vitro and in 
vivo (Hong & Banks, 2015; Yang et al., 2009). The role of viral subtypes in HIV-induced 

inflammation and HAND is not clear. Long-term (3–9.5 years) follow-up of PLWH showed 

significantly reduced viral fitness, virulence, slower rates of CD4+ T-cells decline and 

disease progression among clade-C infected subjects, compared to subjects infected with 

clade-A or D (Venner et al., 2016). Comparative studies of clades B and C showed mixed 

results. Some studies showed that compared to clade-B viruses and Tat-B proteins, HIV-1 

clade-C and Tat-C induced less cellular inflammation (Gandhi et al., 2009; Kennedy et 

al., 2014; Yndart et al., 2015), and were less neurovirulent, resulting in lower incidence 

of HAND (Rao et al., 2008; Satishchandra et al., 2000); and that C31S substitution in 

Tat-C played a role in these differential inflammation and neurovirulence (Ranga et al., 

2004; Rao et al., 2013). However other studies showed that HAND is prevalent among 

clade-C-infected subjects (Gupta et al., 2007; Kamat et al., 2017; Tilghman et al., 2014). 

Studies of demographically similar PLWH showed similar decline in imaging markers of 

brain integrity (Hoare et al., 2011; Ortega et al., 2013; Paul et al., 2017), similar levels 

of inflammatory cytokines and chemokines in serum and cerebrospinal fluids (de Almeida 

et al., 2016), and similar rates of HAND (de Almeida et al., 2013) between clade-B and 

clade-C infected subjects, independent of Tat C31S substitution (Paul et al., 2017). It is not 

known if viral subtype could influence HAND severity, as some studies that showed similar 

overall HAND prevalence between these clades also showed 3-fold higher prevalence of 

HIV-associated dementia among clade-B (15%) compared to clade-C (5%) infected subjects 

(de Almeida et al., 2013).

There is also evidence of differential BBB inflammation with clades B and AG viruses, 

with significantly lower levels of inflammatory cytokines and chemokines in BBB cells 

exposed to CRF02_AG Tat proteins, compared to cells exposed to subtype-B Tat (Bhargavan 

& Kanmogne, 2018; Woollard et al., 2014). CRF02_AG is the predominant subtype in 

West-Central Africa, including in Cameroon (Brennan et al., 2008), and 67–72% of cases 

in our study harbored CRF02_AG viruses (Teto et al., 2016; Teto et al., 2017). Because of 
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this differential inflammation with CRF02_AG viruses and increased risk of NCI associated 

with CNS inflammation in PLWH, we investigated whether viral genotype had differential 

effects on attention/WM, learning, and memory. Data showed no difference in learning 

or memory based on HIV genotype but compared to subjects infected with AG-Plus and 

non-AG HIV-1, subjects infected with AG viruses had higher functioning on the overall 

composite attention/WM T-scores. Therefore, previous findings of reduced inflammation 

with AG viruses and Tat.AG (Bhargavan & Kanmogne, 2018; Woollard et al., 2014) may be 

associated with less impairment in executive function (Kanmogne et al., 2018) and reduced 

deficits in attention/WM among subjects harboring AG viruses, compared to subjects 

infected with other HIV genotypes. Our subsequent studies will determine whether there 

is a correlation between viral genotype, systemic inflammation and risk of other NCIs in 

these subjects. Comparative neurocognitive studies of subjects infected with HIV-1 subtype 

G and CRF02_AG in Nigeria also showed significantly lower mean global T-scores and 

2.2-times higher odds of NCI with subtype-G infection, compared to AG-infected subjects 

(Jumare et al., 2017). In vivo studies also showed slower decline in CD4+ T-cells and weight 

in animals infected with AG viruses compared to animals infected with HIV-1 clade-B 

(Bhargavan & Kanmogne, 2019). The reduced inflammation, less NCI, less cytopathicity 

and less destruction of immune cells observed with AG-viruses likely contributed to a better 

adaptation, transmission and expansion of this clade throughout West and Central Africa.

Potential limitations of this study include some differences in gender, education, and 

age between cases and controls. However, use of test scores corrected for demographic 

variables fully controlled or highly mitigated these differences. Socio-economic status can 

influence performance on NP tests (Arentoft et al., 2015) but we do not know the socio

economic status of recruited subjects, or whether such unmeasured background differences 

could have influenced the results. Most subjects were recruited from Yaoundé and nearby 

suburban neighborhoods. These potential limitations however, are mitigated by the fact that 

Yaoundé (largest city in Cameroon with >3 million inhabitants) includes people from diverse 

backgrounds and from all Cameroonian ethnic groups (IndexMundi, 2018).

In conclusion, analyses of demographically-corrected scores showed that PLWH in 

Cameroon had significantly lower composite attention/WM, learning and memory T-scores; 

and a higher proportion had impairments in attention/WM, learning and memory, compared 

to controls. Infection with non-AG and AG-Plus subtypes was associated with increased 

deficits in attention/WM, compared to PLWH infected with AG viruses. Cross-sectional 

analyses showed no association between T-scores and ART or CD4 counts. However, among 

untreated PLWH, undetectable VL was associated with impairment in learning and memory. 

This may correspond to a longer duration of HIV infection among this group. This study 

provides adult normative standards for two NP tests of attention/WM (PASAT-50 and WMS

III Spatial Span) and two tests of learning and memory (BVMT-R and HVLT-R). These 

reference values will facilitate future studies of attention/WM, learning and memory in 

Cameroon and studies of diseases affecting the cognitive functioning of Cameroonians.

Kanmogne et al. Page 13

J Int Neuropsychol Soc. Author manuscript; available in PMC 2021 November 11.

A
uthor M

anuscript
A

uthor M
anuscript

A
uthor M

anuscript
A

uthor M
anuscript



ACKNOWLEDGMENTS

This work was supported by grants from the National Institute of Mental Health MH094160 and the Fogarty 
International Center. We thank all volunteers who participated in this study. We thank Dr. Mariana Cherner for 
coordinating the training of Cameroonian psychometrists. We thank Drs. Arpan Acharya, Georges Teto, and the 
University of Nebraska Medical Center High-Throughput DNA Sequencing and Genotyping Core Facility for 
assistance with gene sequencing and viral genotyping.

REFERENCES

Acharya A, Fonsah JY, Mbanya D, Njamnshi AK, & Kanmogne GD (2019). Near-Full-Length Genetic 
Characterization of a Novel HIV-1 Unique Recombinant with Similarities to A1, CRF01_AE, and 
CRFO2_AG Viruses in Yaounde, Cameroon. AIDS Res Hum Retroviruses.

Akolo C, Royal W 3rd, Cherner M, Okwuasaba K, Eyzaguirre L, Adebiyi R, … Blattner WA. (2014). 
Neurocognitive impairment associated with predominantly early stage HIV infection in Abuja, 
Nigeria. J Neurovirol, 20(4), 380–387. [PubMed: 24927825] 

Antinori A, Arendt G, Becker JT, Brew BJ, Byrd DA, Cherner M, … Wojna VE (2007). Updated 
research nosology for HIV-associated neurocognitive disorders. Neurology, 69(18), 1789–1799. 
[PubMed: 17914061] 

Arentoft A, Byrd D, Monzones J, Coulehan K, Fuentes A, Rosario A, … Rivera Mindt M. (2015). 
Socioeconomic Status and Neuropsychological Functioning: Associations in an Ethnically Diverse 
HIV+ Cohort. Clin Neuropsychol, 29(2), 232–254. [PubMed: 25871409] 

Ayisi NK, & Nyadedzor C (2003). Comparative in vitro effects of AZT and extracts of Ocimum 
gratissimum, Ficus polita, Clausena anisata, Alchornea cordifolia, and Elaeophorbia drupifera 
against HIV-1 and HIV-2 infections. Antiviral Res, 58(1), 25–33. [PubMed: 12719004] 

Belanger HG, Kretzmer T, Yoash-Gantz R, Pickett T, & Tupler LA (2009). Cognitive sequelae of blast
related versus other mechanisms of brain trauma. J Int Neuropsychol Soc, 15(1), 1–8. [PubMed: 
19128523] 

Benedict R (1997). Brieft Visuospatial Memory Test-revisited. Psychological Assessment Resources, 
Inc., Odessa, FL.

Benedict RH, & Zivadinov R (2007). Reliability and validity of neuropsychological screening and 
assessment strategies in MS. J Neurol, 254 Suppl 2, II22–II25. [PubMed: 17503124] 

Bhargavan B, & Kanmogne GD (2018). Differential Mechanisms of Inflammation and Endothelial 
Dysfunction by HIV-1 Subtype-B and Recombinant CRF02_AG Tat Proteins on Human Brain 
Microvascular Endothelial Cells: Implications for Viral Neuropathogenesis. Mol Neurobiol, 55(2), 
1352–1363. [PubMed: 28127697] 

Bhargavan B, & Kanmogne GD (2019). Epigenetics, N-myrystoyltransferase-1 and casein kinase-2
alpha modulates the increased replication of HIV-1 CRF02_AG, compared to subtype-B viruses. 
Sci Rep, 9(1), 10689. [PubMed: 31337802] 

Brandt J, Benedict R (2001). Hopkins Verbal Learning Test-revised. Phsychological Assessment 
Resources, Inc., Lutz, FL.

Brennan CA, Bodelle P, Coffey R, Devare SG, Golden A, Hackett J Jr., … Kaptue L. (2008). The 
prevalence of diverse HIV-1 strains was stable in Cameroonian blood donors from 1996 to 2004. J 
Acquir Immune Defic Syndr, 49(4), 432–439. [PubMed: 18931623] 

Carey CL, Woods SP, Rippeth JD, Gonzalez R, Moore DJ, Marcotte TD, … Group, H. (2004). Initial 
validation of a screening battery for the detection of HIV-associated cognitive impairment. Clin 
Neuropsychol, 18(2), 234–248. [PubMed: 15587671] 

Casaletto KB, Umlauf A, Beaumont J, Gershon R, Slotkin J, Akshoomoff N, & Heaton RK (2015). 
Demographically Corrected Normative Standards for the English Version of the NIH Toolbox 
Cognition Battery. J Int Neuropsychol Soc, 21(5), 378–391. [PubMed: 26030001] 

Cohen RA, Siegel S, Gullett JM, Porges E, Woods AJ, Huang H, … Ding MZ. (2018). Neural response 
to working memory demand predicts neurocognitive deficits in HIV. J Neurovirol, 24(3), 291–304. 
[PubMed: 29280107] 

Cowan N (2008). What are the differences between long-term, short-term, and working memory? Prog 
Brain Res, 169, 323–338. [PubMed: 18394484] 

Kanmogne et al. Page 14

J Int Neuropsychol Soc. Author manuscript; available in PMC 2021 November 11.

A
uthor M

anuscript
A

uthor M
anuscript

A
uthor M

anuscript
A

uthor M
anuscript



Cysique LA, Heaton RK, Kamminga J, Lane T, Gates TM, Moore DM, … Brew BJ. (2014). 
HIV-associated neurocognitive disorder in Australia: a case of a high-functioning and optimally 
treated cohort and implications for international neuroHIV research. J Neurovirol, 20(3), 258–268. 
[PubMed: 24696363] 

Cysique LA, Jin H, Franklin DR Jr., Morgan EE, Shi C, Yu X, … Group, H. (2007). Neurobehavioral 
effects of HIV-1 infection in China and the United States: a pilot study. J Int Neuropsychol Soc, 
13(5), 781–790. [PubMed: 17697409] 

de Almeida SM, Ribeiro CE, de Pereira AP, Badiee J, Cherner M, Smith D, … Ellis RJ. (2013). 
Neurocognitive impairment in HIV-1 clade C- versus B-infected individuals in Southern Brazil. J 
Neurovirol, 19(6), 550–556. [PubMed: 24277437] 

de Almeida SM, Rotta I, Jiang Y, Li X, Raboni SM, Ribeiro CE, … Group, H. (2016). Biomarkers of 
chemotaxis and inflammation in cerebrospinal fluid and serum in individuals with HIV-1 subtype 
C versus B. J Neurovirol, 22(6), 715–724. [PubMed: 27400932] 

Diehr MC, Cherner M, Wolfson TJ, Miller SW, Grant I, Heaton RK, & Group HIVNRC (2003). 
The 50 and 100-item short forms of the Paced Auditory Serial Addition Task (PASAT): 
demographically corrected norms and comparisons with the full PASAT in normal and clinical 
samples. J Clin Exp Neuropsychol, 25(4), 571–585. [PubMed: 12911108] 

Dujardin K, Deneve C, Ronval M, Krystkowiak P, Humez C, Destee A, & Defebvre L (2007). Is 
the paced auditory serial addition test (PASAT) a valid means of assessing executive function in 
Parkinson’s disease? Cortex, 43(5), 601–606. [PubMed: 17715795] 

Ellis RJ, Badiee J, Vaida F, Letendre S, Heaton RK, Clifford D, … Group, C. (2011). CD4 nadir is 
a predictor of HIV neurocognitive impairment in the era of combination antiretroviral therapy. 
AIDS, 25(14), 1747–1751. [PubMed: 21750419] 

Erb P, Battegay M, Zimmerli W, Rickenbach M, & Egger M (2000). Effect of antiretroviral therapy 
on viral load, CD4 cell count, and progression to acquired immunodeficiency syndrome in a 
community human immunodeficiency virus-infected cohort. Swiss HIV Cohort Study. Arch Intern 
Med, 160(8), 1134–1140. [PubMed: 10789606] 

Ettenhofer ML, Foley J, Castellon SA, & Hinkin CH (2010). Reciprocal prediction of medication 
adherence and neurocognition in HIV/AIDS. Neurology, 74(15), 1217–1222. [PubMed: 
20220123] 

Farinpour R, Martin EM, Seidenberg M, Pitrak DL, Pursell KJ, Mullane KM, … Harrow M. (2000). 
Verbal working memory in HIV-seropositive drug users. J Int Neuropsychol Soc, 6(5), 548–555. 
[PubMed: 10932474] 

Fogel JM, Wang L, Parsons TL, Ou SS, Piwowar-Manning E, Chen Y, … Eshleman SH. (2013). 
Undisclosed antiretroviral drug use in a multinational clinical trial (HIV Prevention Trials Network 
052). J Infect Dis, 208(10), 1624–1628. [PubMed: 23908493] 

Foster PS, Drago V, Crucian GP, Skidmore F, Rhodes RD, Shenal BV, … Heilman KM. (2010). Verbal 
and visuospatial memory in lateral onset Parkinson disease: time is of the essence. Cogn Behav 
Neurol, 23(1), 19–25. [PubMed: 20299859] 

Gandhi N, Saiyed Z, Thangavel S, Rodriguez J, Rao KV, & Nair MP (2009). Differential effects 
of HIV type 1 clade B and clade C Tat protein on expression of proinflammatory and 
antiinflammatory cytokines by primary monocytes. AIDS Res Hum Retroviruses, 25(7), 691–699. 
[PubMed: 19621989] 

Garcia F, Vidal C, Gatell JM, Miro JM, Soriano A, & Pumarola T (1997). Viral load in asymptomatic 
patients with CD4+ lymphocyte counts above 500 × 10(6)/l. AIDS, 11(1), 53–57. [PubMed: 
9110075] 

Gronwall DM (1977). Paced auditory serial-addition task: a measure of recovery from concussion. 
Percept Mot Skills, 44(2), 367–373. [PubMed: 866038] 

Gupta JD, Satishchandra P, Gopukumar K, Wilkie F, Waldrop-Valverde D, Ellis R, … Kumar M. 
(2007). Neuropsychological deficits in human immunodeficiency virus type 1 clade C-seropositive 
adults from South India. J Neurovirol, 13(3), 195–202. [PubMed: 17613709] 

Haile KT, Ayele AA, Mekuria AB, Demeke CA, Gebresillassie BM, & Erku DA (2017). Traditional 
herbal medicine use among people living with HIV/AIDS in Gondar, Ethiopia: Do their health 
care providers know? Complement Ther Med, 35, 14–19. [PubMed: 29154059] 

Kanmogne et al. Page 15

J Int Neuropsychol Soc. Author manuscript; available in PMC 2021 November 11.

A
uthor M

anuscript
A

uthor M
anuscript

A
uthor M

anuscript
A

uthor M
anuscript



Haokip P, Singh HR, Laldinmawii G, Marak EK, Roy A (2018). Quantification of human 
immunodeficiency virus‑1 viral load and its correlation with CD4 cell count in antiretroviral 
therapy naïve patients attending Regional Institute of Medical Sciences Hospital, Imphal. Journal 
of Medical Society, 32(2).

Heaton RK, Clifford DB, Franklin DR Jr., Woods SP, Ake C, Vaida F, … Group, C. (2010). HIV
associated neurocognitive disorders persist in the era of potent antiretroviral therapy: CHARTER 
Study. Neurology, 75(23), 2087–2096. [PubMed: 21135382] 

Heaton RK, Franklin DR Jr., Deutsch R, Letendre S, Ellis RJ, Casaletto K, … Group, C. (2015). 
Neurocognitive change in the era of HIV combination antiretroviral therapy: the longitudinal 
CHARTER study. Clin Infect Dis, 60(3), 473–480. [PubMed: 25362201] 

Heaton RK, Marcotte TD, Mindt MR, Sadek J, Moore DJ, Bentley H, … Group, H. (2004). 
The impact of HIV-associated neuropsychological impairment on everyday functioning. J Int 
Neuropsychol Soc, 10(3), 317–331. [PubMed: 15147590] 

Helfer M, Koppensteiner H, Schneider M, Rebensburg S, Forcisi S, Muller C, … Brack-Werner R. 
(2014). The root extract of the medicinal plant Pelargonium sidoides is a potent HIV-1 attachment 
inhibitor. PLoS One, 9(1), e87487. [PubMed: 24489923] 

Hestad KA, Chinyama J, Anitha MJ, Ngoma MS, McCutchan JA, Franklin DR Jr., & Heaton RK 
(2019). Cognitive Impairment in Zambians With HIV Infection and Pulmonary Tuberculosis. J 
Acquir Immune Defic Syndr, 80(1), 110–117. [PubMed: 30531294] 

Hoare J, Fouche JP, Spottiswoode B, Sorsdahl K, Combrinck M, Stein DJ, … Joska JA. (2011). 
White-Matter damage in Clade C HIV-positive subjects: a diffusion tensor imaging study. J 
Neuropsychiatry Clin Neurosci, 23(3), 308–315. [PubMed: 21948892] 

Hong S, & Banks WA (2015). Role of the immune system in HIV-associated neuroinflammation and 
neurocognitive implications. Brain Behav Immun, 45, 1–12. [PubMed: 25449672] 

IndexMundi. (2018). Cameroon Demographics Profile 2018. World Fackbook, https://
www.indexmundi.com/cameroon/demographics_profile.html.

Joska JA, Fincham DS, Stein DJ, Paul RH, & Seedat S (2010). Clinical correlates of HIV-associated 
neurocognitive disorders in South Africa. AIDS Behav, 14(2), 371–378. [PubMed: 19326205] 

Joska JA, Westgarth-Taylor J, Myer L, Hoare J, Thomas KG, Combrinck M, … Flisher AJ. 
(2011). Characterization of HIV-Associated Neurocognitive Disorders among individuals starting 
antiretroviral therapy in South Africa. AIDS Behav, 15(6), 1197–1203. [PubMed: 20614176] 

Jumare J, El-Kamary SS, Magder L, Hungerford L, Umlauf A, Franklin D, … McCutchan JA. (2019). 
Brief Report: Body Mass Index and Cognitive Function Among HIV-1-Infected Individuals in 
China, India, and Nigeria. J Acquir Immune Defic Syndr, 80(2), e30–e35. [PubMed: 30422905] 

Jumare J, Ndembi N, El-Kamary SS, Magder L, Hungerford L, Burdo T, … Royal W 3rd. (2017). 
Cognitive function among antiretroviral treatment-naive individuals infected with HIV-1 Subtype 
G versus CRF02_AG in Nigeria. Clin Infect Dis.

Kabuba N, Anitha Menon J, Franklin DR Jr., Heaton RK, & Hestad KA (2017). Use of Western 
Neuropsychological Test Battery in Detecting HIV-Associated Neurocognitive Disorders (HAND) 
in Zambia. AIDS Behav, 21(6), 1717–1727. [PubMed: 27278547] 

Kahle EM, Kashuba A, Baeten JM, Fife KH, Celum C, Mujugira A, … Partners in Prevention, 
H.T.S.T. (2014). Unreported antiretroviral use by HIV-1-infected participants enrolling in a 
prospective research study. J Acquir Immune Defic Syndr, 65(2), e90–94. [PubMed: 24442233] 

Kamat R, McCutchan A, Kumarasamy N, Marcotte TD, Umlauf A, Selvamuthu P, … Bharti AR 
(2017). Neurocognitive functioning among HIV-positive adults in southern India. J Neurovirol, 
23(5), 750–755. [PubMed: 28681344] 

Kanmogne GD, Fonsah JY, Tang B, Doh RF, Kengne AM, Umlauf A, … Heaton RK (2018). Effects 
of HIV on executive function and verbal fluency in Cameroon. Sci Rep, 8(1), 17794. [PubMed: 
30542105] 

Kanmogne GD, Kuate CT, Cysique LA, Fonsah JY, Eta S, Doh R, … Njamnshi AK (2010). HIV
associated neurocognitive disorders in sub-Saharan Africa: a pilot study in Cameroon. BMC 
Neurol, 10, 60. [PubMed: 20626870] 

Kanmogne et al. Page 16

J Int Neuropsychol Soc. Author manuscript; available in PMC 2021 November 11.

A
uthor M

anuscript
A

uthor M
anuscript

A
uthor M

anuscript
A

uthor M
anuscript

https://www.indexmundi.com/cameroon/demographics_profile.html
https://www.indexmundi.com/cameroon/demographics_profile.html


Kennedy A, Petrasca A, Doherty DG, Hennessy M, & Spiers JP (2014). HIV-1 Tat clade-specific 
cytokine induction in monocytes/macrophages is not evidenced in total or Vgamma9Vdelta2 T 
lymphocytes. AIDS, 28(1), 131–133. [PubMed: 24275254] 

Kujala P, Portin R, Revonsuo A, & Ruutiainen J (1995). Attention related performance in two 
cognitively different subgroups of patients with multiple sclerosis. J Neurol Neurosurg Psychiatry, 
59(1), 77–82. [PubMed: 7608714] 

Kumar AM, Ownby RL, Waldrop-Valverde D, Fernandez B, & Kumar M (2011). Human 
immunodeficiency virus infection in the CNS and decreased dopamine availability: relationship 
with neuropsychological performance. J Neurovirol, 17(1), 26–40. [PubMed: 21165787] 

LANL. (2017). HIV and SIV Nomenclature. HIV sequence database. https://www.hiv.lanl.gov/content/
sequence/HelpDocs/subtypes-more.html.

LANL. (2019). HIV Circulating Recombinant Forms (CRFs). HIV sequence database. http://
www.hiv.lanl.gov/content/sequence/HIV/CRFs/CRFs.html.

Lawler K, Jeremiah K, Mosepele M, Ratcliffe SJ, Cherry C, Seloilwe E, & Steenhoff AP (2011). 
Neurobehavioral effects in HIV-positive individuals receiving highly active antiretroviral therapy 
(HAART) in Gaborone, Botswana. PLoS One, 6(2), e17233. [PubMed: 21365002] 

Lawler K, Mosepele M, Ratcliffe S, Seloilwe E, Steele K, Nthobatsang R, & Steenhoff A (2010). 
Neurocognitive impairment among HIV-positive individuals in Botswana: a pilot study. J Int AIDS 
Soc, 13, 15. [PubMed: 20406460] 

Leteane MM, Ngwenya BN, Muzila M, Namushe A, Mwinga J, Musonda R, … Andrae-Marobela 
K. (2012). Old plants newly discovered: Cassia sieberiana D.C. and Cassia abbreviata Oliv. Oliv. 
root extracts inhibit in vitro HIV-1c replication in peripheral blood mononuclear cells (PBMCs) by 
different modes of action. J Ethnopharmacol, 141(1), 48–56. [PubMed: 22326358] 

Levine AJ, Hinkin CH, Castellon SA, Mason KI, Lam MN, Perkins A, … Hardy DJ. (2005). 
Variations in patterns of highly active antiretroviral therapy (HAART) adherence. AIDS Behav, 
9(3), 355–362. [PubMed: 16088365] 

Lihana RW, Ssemwanga D, Abimiku A, & Ndembi N (2012). Update on HIV-1 diversity in Africa: a 
decade in review. AIDS Rev, 14(2), 83–100. [PubMed: 22627605] 

Mabou Tagne A, Biapa Nya PC, Tiotsia Tsapi A, Edingue Essoh AK, Pembouong G, Ngouadjeu 
Ngnintedem MA, … Cosentino M. (2019). Determinants, Prevalence and Trend of Use of 
Medicinal Plants Among People Living with HIV: A Cross-Sectional Survey in Dschang, 
Cameroon. AIDS Behav, 23(8), 2088–2100. [PubMed: 30607756] 

Maki PM, Rubin LH, Valcour V, Martin E, Crystal H, Young M, … Anastos K. (2015). Cognitive 
function in women with HIV: findings from the Women’s Interagency HIV Study. Neurology, 
84(3), 231–240. [PubMed: 25540304] 

Malagurski B, Bugarski Ignjatovic V, Maric D, Nikolasevic Z, Mihic L, & Brkic S (2018). 
Neurocognitive profile of HIV-positive adults on combined antiretroviral therapy: A single-centre 
study in Serbia. Appl Neuropsychol Adult, 25(6), 513–522. [PubMed: 28665215] 

Martin EM, Sullivan TS, Reed RA, Fletcher TA, Pitrak DL, Weddington W, & Harrow M (2001). 
Auditory working memory in HIV-1 infection. J Int Neuropsychol Soc, 7(1), 20–26. [PubMed: 
11253838] 

Martinson NA, Gupte N, Msandiwa R, Moulton LH, Barnes GL, Ram M, … Chaisson RE. (2014). 
CD4 and viral load dynamics in antiretroviral-naive HIV-infected adults from Soweto, South 
Africa: a prospective cohort. PLoS One, 9(5), e96369. [PubMed: 24831447] 

Marzinke MA, Clarke W, Wang L, Cummings V, Liu TY, Piwowar-Manning E, … Fogel JM. (2014). 
Nondisclosure of HIV status in a clinical trial setting: antiretroviral drug screening can help 
distinguish between newly diagnosed and previously diagnosed HIV infection. Clin Infect Dis, 
58(1), 117–120. [PubMed: 24092804] 

Mbaveng AT, Kuete V, Mapunya BM, Beng VP, Nkengfack AE, Meyer JJ, & Lall N (2011). 
Evaluation of four Cameroonian medicinal plants for anticancer, antigonorrheal and antireverse 
transcriptase activities. Environ Toxicol Pharmacol, 32(2), 162–167. [PubMed: 21843795] 

Mindel A, & Tenant-Flowers M (2001). ABC of AIDS: Natural history and management of early HIV 
infection. BMJ, 322(7297), 1290–1293. [PubMed: 11375235] 

Kanmogne et al. Page 17

J Int Neuropsychol Soc. Author manuscript; available in PMC 2021 November 11.

A
uthor M

anuscript
A

uthor M
anuscript

A
uthor M

anuscript
A

uthor M
anuscript

https://www.hiv.lanl.gov/content/sequence/HelpDocs/subtypes-more.html
https://www.hiv.lanl.gov/content/sequence/HelpDocs/subtypes-more.html
http://www.hiv.lanl.gov/content/sequence/HIV/CRFs/CRFs.html
http://www.hiv.lanl.gov/content/sequence/HIV/CRFs/CRFs.html


Mogambery JC, Dawood H, Wilson D, & Moodley A (2017). HIV-associated neurocognitive disorder 
in a KwaZulu-Natal HIV clinic: A prospective study. South Afr J HIV Med, 18(1), 732. [PubMed: 
29568639] 

Morgan EE, Woods SP, Weber E, Dawson MS, Carey CL, Moran LM, … Group, H.I.V.N.R.C. (2009). 
HIV-associated episodic memory impairment: evidence of a possible differential deficit in source 
memory for complex visual stimuli. J Neuropsychiatry Clin Neurosci, 21(2), 189–198. [PubMed: 
19622690] 

Nakku J, Kinyanda E, & Hoskins S (2013). Prevalence and factors associated with probable HIV 
dementia in an African population: a cross-sectional study of an HIV/AIDS clinic population. 
BMC Psychiatry, 13, 126. [PubMed: 23641703] 

Nichols SL, Bethel J, Kapogiannis BG, Li T, Woods SP, Patton ED, … Adolescent Medicine Trials 
Network for, H.I.V.A.I. (2016). Antiretroviral treatment initiation does not differentially alter 
neurocognitive functioning over time in youth with behaviorally acquired HIV. J Neurovirol, 
22(2), 218–230. [PubMed: 26463526] 

Njamnshi AK, Bissek AC, Ongolo-Zogo P, Tabah EN, Lekoubou AZ, Yepnjio FN, … Kanmogne GD. 
(2009). Risk factors for HIV-associated neurocognitive disorders (HAND) in sub-Saharan Africa: 
the case of Yaounde-Cameroon. J Neurol Sci, 285(1–2), 149–153. [PubMed: 19631349] 

Njamnshi AK, Djientcheu Vde P, Fonsah JY, Yepnjio FN, Njamnshi DM, & Muna WE (2008). The 
International HIV Dementia Scale is a useful screening tool for HIV-associated dementia/cognitive 
impairment in HIV-infected adults in Yaounde-Cameroon. J Acquir Immune Defic Syndr, 49(4), 
393–397. [PubMed: 19186351] 

O’Jile JR, Ryan LM, Betz B, Parks-Levy J, Hilsabeck RC, Rhudy JL, & Gouvier WD (2006). 
Information processing following mild head injury. Arch Clin Neuropsychol, 21(4), 293–296. 
[PubMed: 16765017] 

Obermeit LC, Morgan EE, Casaletto KB, Grant I, Woods SP, & Group HIVNRP (2015). Antiretroviral 
Non-Adherence is Associated With a Retrieval Profile of Deficits in Verbal Episodic Memory. Clin 
Neuropsychol, 29(2), 197–213. [PubMed: 25781903] 

Odaibo GN, Adewole IF, & Olaleye DO (2013). High Rate of Non-detectable HIV-1 RNA Among 
Antiretroviral Drug Naive HIV Positive Individuals in Nigeria. Virology (Auckl), 4, 35–40. 
[PubMed: 25512693] 

Ortega M, Heaps JM, Joska J, Vaida F, Seedat S, Stein DJ, … Ances BM. (2013). HIV clades B and C 
are associated with reduced brain volumetrics. J Neurovirol, 19(5), 479–487. [PubMed: 24078556] 

Paul RH, Phillips S, Hoare J, Laidlaw DH, Cabeen R, Olbricht GR, … Joska J. (2017). Neuroimaging 
abnormalities in clade C HIV are independent of Tat genetic diversity. J Neurovirol, 23(2), 319–
328. [PubMed: 27913960] 

Prevey ML, Delaney RC, Cramer JA, & Mattson RH (1998). Complex partial and secondarily 
generalized seizure patients: cognitive functioning prior to treatment with antiepileptic medication. 
VA Epilepsy Cooperative Study 264 Group. Epilepsy Res, 30(1), 1–9. [PubMed: 9551840] 

Ranga U, Shankarappa R, Siddappa NB, Ramakrishna L, Nagendran R, Mahalingam M, … Prasad 
VR. (2004). Tat protein of human immunodeficiency virus type 1 subtype C strains is a defective 
chemokine. J Virol, 78(5), 2586–2590. [PubMed: 14963162] 

Rao VR, Neogi U, Talboom JS, Padilla L, Rahman M, Fritz-French C, … Prasad VR. (2013). 
Clade C HIV-1 isolates circulating in Southern Africa exhibit a greater frequency of dicysteine 
motif-containing Tat variants than those in Southeast Asia and cause increased neurovirulence. 
Retrovirology, 10, 61. [PubMed: 23758766] 

Rao VR, Sas AR, Eugenin EA, Siddappa NB, Bimonte-Nelson H, Berman JW, … Prasad VR. 
(2008). HIV-1 clade-specific differences in the induction of neuropathogenesis. J Neurosci, 28(40), 
10010–10016. [PubMed: 18829958] 

Reger M, Welsh R, Razani J, Martin DJ, & Boone KB (2002). A meta-analysis of the 
neuropsychological sequelae of HIV infection. J Int Neuropsychol Soc, 8(3), 410–424. [PubMed: 
11939699] 

Rieu D, Bachoud-Levi AC, Laurent A, Jurion E, & Dalla Barba G (2006). [French adaptation of the 
Hopkins Verbal Learning Test]. Rev Neurol (Paris), 162(6–7), 721–728. [PubMed: 16840980] 

Kanmogne et al. Page 18

J Int Neuropsychol Soc. Author manuscript; available in PMC 2021 November 11.

A
uthor M

anuscript
A

uthor M
anuscript

A
uthor M

anuscript
A

uthor M
anuscript



Robertson DL AJ, Bradac JA, Carr JK, Foley B, et al. (2000). HIV-1 nomenclature proposal. Science, 
288, 55–56. [PubMed: 10766634] 

Robertson K, Jiang H, Evans SR, Marra CM, Berzins B, Hakim J, … Group, A.C.T. (2016). 
International neurocognitive normative study: neurocognitive comparison data in diverse resource
limited settings: AIDS Clinical Trials Group A5271. J Neurovirol, 22(4), 472–478. [PubMed: 
26733457] 

Robertson K, Maruff P, Ross LL, Wohl D, Small CB, Edelstein H, & Shaefer MS (2018). Similar 
neurocognitive outcomes after 48 weeks in HIV-1-infected participants randomized to continue 
tenofovir/emtricitabine + atazanavir/ritonavir or simplify to abacavir/lamivudine + atazanavir. J 
Neurovirol.

Robertson KR, Nakasujja N, Wong M, Musisi S, Katabira E, Parsons TD, … Sacktor N. (2007). 
Pattern of neuropsychological performance among HIV positive patients in Uganda. BMC Neurol, 
7, 8. [PubMed: 17411437] 

Robertson KR, Smurzynski M, Parsons TD, Wu K, Bosch RJ, Wu J, … Ellis RJ. (2007). The 
prevalence and incidence of neurocognitive impairment in the HAART era. AIDS, 21(14), 1915–
1921. [PubMed: 17721099] 

Royal W 3rd, Cherner M, Carr J, Habib AG, Akomolafe A, Abimiku A, … Blattner WA. (2012). 
Clinical features and preliminary studies of virological correlates of neurocognitive impairment 
among HIV-infected individuals in Nigeria. J Neurovirol, 18(3), 191–199. [PubMed: 22528480] 

Royston P, Altman DG (1994). Regression using Fractional Polynomials of Continuous Covariates: 
Parsimonious Parametric Modelling. Applied Statistics, 43(3), 429–467.

Rubin LH, Cook JA, Weber KM, Cohen MH, Martin E, Valcour V, … Maki PM. (2015). 
The association of perceived stress and verbal memory is greater in HIV-infected versus HIV
uninfected women. J Neurovirol, 21(4), 422–432. [PubMed: 25791344] 

Rubin LH, Maki PM, Springer G, Benning L, Anastos K, Gustafson D, … Women’s Interagency, 
H.I.V.S. (2017). Cognitive trajectories over 4 years among HIV-infected women with optimal viral 
suppression. Neurology, 89(15), 1594–1603. [PubMed: 28904086] 

Sabin CA, & Lundgren JD (2013). The natural history of HIV infection. Curr Opin HIV AIDS, 8(4), 
311–317. [PubMed: 23698562] 

Sacktor N, Saylor D, Nakigozi G, Nakasujja N, Robertson K, Grabowski MK, … Wawer MJ. (2019). 
Effect of HIV Subtype and Antiretroviral Therapy on HIV-Associated Neurocognitive Disorder 
Stage in Rakai, Uganda. J Acquir Immune Defic Syndr, 81(2), 216–223. [PubMed: 30865184] 

Salawu FK, Bwala SA, Wakil MA, Bani B, Bukbuk DN, & Kida I (2008). Cognitive function in 
HIV-seropositive Nigerians without AIDS. J Neurol Sci, 267(1–2), 142–146. [PubMed: 18001772] 

Saloner R, & Cysique LA (2017). HIV-Associated Neurocognitive Disorders: A Global Perspective. J 
Int Neuropsychol Soc, 23(9–10), 860–869. [PubMed: 29198283] 

Satishchandra P, Nalini A, Gourie-Devi M, Khanna N, Santosh V, Ravi V, … Shankar SK. (2000). 
Profile of neurologic disorders associated with HIV/AIDS from Bangalore, south India (1989–
96). Indian J Med Res, 111, 14–23. [PubMed: 10793489] 

Spies G, Fennema-Notestine C, Archibald SL, Cherner M, & Seedat S (2012). Neurocognitive 
deficits in HIV-infected women and victims of childhood trauma. AIDS Care, 24(9), 1126–1135. 
[PubMed: 22672200] 

Sullivan AK, Savage EJ, Lowndes CM, Paul G, Murphy G, Carne S, … Gill ON. (2013). Non
disclosure of HIV status in UK sexual health clinics--a pilot study to identify non-disclosure 
within a national unlinked anonymous seroprevalence survey. Sex Transm Infect, 89(2), 120–121. 
[PubMed: 23408314] 

Teto G, Fonsah JY, Tagny CT, Mbanya D, Nchindap E, Kenmogne L, … Kanmogne GD. (2016). 
Molecular and Genetic Characterization of HIV-1 Tat Exon-1 Gene from Cameroon Shows 
Conserved Tat HLA-Binding Epitopes: Functional Implications. Viruses, 8(7).

Teto G, Tagny CT, Mbanya D, Fonsah JY, Fokam J, Nchindap E, … Kanmogne GD. (2017). 
Gag P2/NC and pol genetic diversity, polymorphism, and drug resistance mutations in HIV-1 
CRF02_AG- and non-CRF02_AG-infected patients in Yaounde, Cameroon. Sci Rep, 7(1), 
14136. [PubMed: 29074854] 

Kanmogne et al. Page 19

J Int Neuropsychol Soc. Author manuscript; available in PMC 2021 November 11.

A
uthor M

anuscript
A

uthor M
anuscript

A
uthor M

anuscript
A

uthor M
anuscript



Tietjen I, Ntie-Kang F, Mwimanzi P, Onguene PA, Scull MA, Idowu TO, … Fedida D. (2015). 
Screening of the Pan-African natural product library identifies ixoratannin A-2 and boldine as 
novel HIV-1 inhibitors. PLoS One, 10(4), e0121099. [PubMed: 25830320] 

Tilghman MW, Bhattacharya J, Deshpande S, Ghate M, Espitia S, Grant I, … Mehendale S. (2014). 
Genetic attributes of blood-derived subtype-C HIV-1 tat and env in India and neurocognitive 
function. J Med Virol, 86(1), 88–96. [PubMed: 24150902] 

UNAIDS. (2016). Country factsheets: CAMEROON 2016 HIV and AIDS estimates. http://
www.unaids.org/en/regionscountries/countries/cameroon/.

Valcour V, Yee P, Williams AE, Shiramizu B, Watters M, Selnes O, … Sacktor N. (2006). Lowest 
ever CD4 lymphocyte count (CD4 nadir) as a predictor of current cognitive and neurological 
status in human immunodeficiency virus type 1 infection--The Hawaii Aging with HIV Cohort. J 
Neurovirol, 12(5), 387–391. [PubMed: 17065131] 

Venner CM, Nankya I, Kyeyune F, Demers K, Kwok C, Chen PL, … Arts EJ. (2016). Infecting 
HIV-1 Subtype Predicts Disease Progression in Women of Sub-Saharan Africa. EBioMedicine, 
13, 305–314. [PubMed: 27751765] 

Wang M, Wang Q, Ding H, & Shang H (2015). Association of Hippocampal Magnetic Resonance 
Imaging With Learning and Memory Deficits in HIV-1-Seropositive Patients. J Acquir Immune 
Defic Syndr, 70(4), 436–443. [PubMed: 26258566] 

Wechsler D (1997). Wechsler Memory Scale - Third Edition. The Psychological Corporation, San 
Antonio, TX.

WHO. (2016). Global Health Sector Strategy on HIV 2016–2021: Towards Ending AIDS. 
World Health Organization, http://apps.who.int/iris/bitstream/handle/10665/246178/WHO
HIV-2016.05-eng.pdf;jsessionid=6624B3EED4E6186B44D2FB1ABA95A1A3?sequence=1.

Wilde NJ, Strauss E, & Tulsky DS (2004). Memory span on the Wechsler Scales. J Clin Exp 
Neuropsychol, 26(4), 539–549. [PubMed: 15512941] 

Woods SP, Moore DJ, Weber E, & Grant I (2009). Cognitive neuropsychology of HIV-associated 
neurocognitive disorders. Neuropsychol Rev, 19(2), 152–168. [PubMed: 19462243] 

Woods SP, Scott JC, Dawson MS, Morgan EE, Carey CL, Heaton RK, … Group, H.I.V.N.R.C. (2005). 
Construct validity of Hopkins Verbal Learning Test-Revised component process measures in an 
HIV-1 sample. Arch Clin Neuropsychol, 20(8), 1061–1071. [PubMed: 16198529] 

Woollard SM, Bhargavan B, Yu F, & Kanmogne GD (2014). Differential effects of Tat proteins derived 
from HIV-1 subtypes B and recombinant CRF02_AG on human brain microvascular endothelial 
cells: implications for blood-brain barrier dysfunction. J Cereb Blood Flow Metab, 34(6), 1047–
1059. [PubMed: 24667918] 

Yang B, Akhter S, Chaudhuri A, & Kanmogne GD (2009). HIV-1 gp120 induces cytokine expression, 
leukocyte adhesion, and transmigration across the blood-brain barrier: modulatory effects of 
STAT1 signaling. Microvasc Res, 77(2), 212–219. [PubMed: 19103208] 

Yechoor N, Towe SL, Robertson KR, Westreich D, Nakasujja N, & Meade CS (2016). Utility of a brief 
computerized battery to assess HIV-associated neurocognitive impairment in a resource-limited 
setting. J Neurovirol, 22(6), 808–815. [PubMed: 27245592] 

Yndart A, Kaushik A, Agudelo M, Raymond A, Atluri VS, Saxena SK, & Nair M (2015). 
Investigation of Neuropathogenesis in HIV-1 Clade B and C Infection Associated with IL-33 
and ST2 Regulation. ACS Chem Neurosci, 6(9), 1600–1612. [PubMed: 26110635] 

Yusuf AJ, Hassan A, Mamman AI, Muktar HM, Suleiman AM, & Baiyewu O (2017). Prevalence of 
HIV-Associated Neurocognitive Disorder (HAND) among Patients Attending a Tertiary Health 
Facility in Northern Nigeria. J Int Assoc Provid AIDS Care, 16(1), 48–55. [PubMed: 25331222] 

Kanmogne et al. Page 20

J Int Neuropsychol Soc. Author manuscript; available in PMC 2021 November 11.

A
uthor M

anuscript
A

uthor M
anuscript

A
uthor M

anuscript
A

uthor M
anuscript

http://<italic>http://www.unaids.org/en/regionscountries/countries/cameroon/</italic>
http://<italic>http://www.unaids.org/en/regionscountries/countries/cameroon/</italic>
http://<underline><italic>http://apps.who.int/iris/bitstream/handle/10665/246178/WHO-HIV-2016.05-eng.pdf;jsessionid=6624B3EED4E6186B44D2FB1ABA95A1A3?sequence=1</italic></underline>
http://<underline><italic>http://apps.who.int/iris/bitstream/handle/10665/246178/WHO-HIV-2016.05-eng.pdf;jsessionid=6624B3EED4E6186B44D2FB1ABA95A1A3?sequence=1</italic></underline>


A
uthor M

anuscript
A

uthor M
anuscript

A
uthor M

anuscript
A

uthor M
anuscript

Kanmogne et al. Page 21

Table 1:

Demographic and clinical characteristics by HIV status. Values are Mean (SD), Median [IQR], or N (%).

Characteristics HIV− HIV+ P Value

N
a Mean (SD) or N (%) N

a Mean (SD), Median [IQR], or N (%)

DEMOGRAPHICS

 Age (years) 395 34.6 (10.5) 347 37.9 (9.38) <0.001

Age range [IQR] (years) 18 – 64 [26, 42] 18 – 60 [31, 45]

 Education (years) 394 12.4 (4.23) 346 9.65 (3.78) <0.001

Education range [IQR] (years) 0 – 21 [9, 16] 1 – 20 [6, 12]

 Male, N (%) 395 137 (34.7%) 347 77 (22.2%) <0.001

HIV DISEASE

 CD4 - - 306 407 [246, 574] -

 Viral Load, N (%) 305

 - Undetectable 173 (56.7%)

 - Detectable 132 (43.3%)

 Log10 Viral Load
(among subjects with detectable VL)

- - 132 4.59 (1.28) -

HIV-1 CRF02_AG subtypes 58.17%

Non-CRF02_AG subtypes 41.83%

 ART Status, N (%) 343

  - ART - - - 189 (55.1%) -

  - Naive - - - 148 (43.1%) -

  - Not Current - - - 5 (1.46%) -

Notes: Student’s t-test was applied for continuous variables, and Fisher’s exact test for categorical variables; SD, standard deviation; IQR, 
interquartile range.

a
Total number of participants with available data for the corresponding variable.

Subjects recruitment sites: HIV+ cases were recruited from 1) the HIV voluntary counseling and testing sections of the Day-care Service in 
the Yaoundé Central Hospital; 2) the Yaoundé Jamot Hospital; 3) the Efoulan District Hospital, Yaoundé; and 4) the Etoug-Ebe Baptist Hospital, 
Yaoundé. Seronegative controls were recruited from the same health services, as well as among 1) caregivers and visitors to the Neurology 
outpatient clinic and Day-care service in the Yaoundé Central Hospital; 2) the Health and Social Welfare Centre of the University of Yaoundé-1; 
and 3) Yaoundé general population.

Exclusion criteria: 1) present or past history of CNS disease unrelated to HIV, 2) head trauma, 3) current alcohol intoxication (blood alcohol 
content of each participant was measured using a Breathalyzer), 4) known psychiatric disease or treatment with antipsychotic drugs, and 5) ongoing 
systemic illness or fever (temperature of 37.5°C or higher).

Inclusion criteria: adults at least 18 years old with no exclusion criteria and able to give a written consent.
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Table 2:

Conversion of the raw scores to scaled scores for tests assessing attention/WM, learning and memory domains.

Attention/WM Learning Memory

Scaled 
Score

PASAT Correct Spatial Span 
Total

HVLT-R Total 
Recall

BVMT-R Total 
Recall

HVLT-R 
Delayed 
Recall

BVMT-R 
Delayed 
Recall

Scaled 
Score

1 - 0–4 0–7 - 0 - 1

2 - 5 8–9 0 1 0 2

3 0 6 10 1–2 2 - 3

4 1–5 7 11–12 3 - 1–2 4

5 6–8 8 13 4–6 3 3 5

6 9–11 9 14–15 7–10 4 4 6

7 12–13 10 16–17 11–14 - 5–6 7

8 14–16 11 18–19 15–19 5 7–8 8

9 17–19 12 20 20–22 6 9 9

10 20–21 13 21–22 23–24 7 10 10

11 22–24 14 23–24 25–27 8 11 11

12 25–29 15–16 25–26 28–29 9 - 12

13 30–33 17 27 30 - 12 13

14 34–37 18 28–29 31–32 10 - 14

15 38–40 19 30 33–34 11 - 15

16 41–42 20 31 35 - - 16

17 43–44 21–23 32 36 12 - 17

18 45–48 24–27 33–34 - - - 18

19 49 28–32 35–36 - - - 19

J Int Neuropsychol Soc. Author manuscript; available in PMC 2021 November 11.



A
uthor M

anuscript
A

uthor M
anuscript

A
uthor M

anuscript
A

uthor M
anuscript

Kanmogne et al. Page 23

Table 3.

T-score calculation formulas based on scaled scores for tests assessing attention/WM, learning and memory 

domains.

Test Formula

Attention/WM Domain

 PASAT-R Correct 50 + 10*[(scaled score) – (7.9122 + 2.4260*((edu + 1)/10) – 3.5543*(age/100) + 0.0713*male)]/2.7261

 Spatial Span Total 50 + 10*[(scaled score) – (7.4951 + 2.8769*((edu + 1)/10) – 4.9839*(age/100) + 0.6297*male)]/2.7489

Learning Domain

 HVLT-R Total Recall 50 + 10*[(scaled score) – (7.6307 + 5.2578*((edu + 1)/10)^2 – 1.9497*((edu + 1)/10)^3 – 5.7325*(age/100) + 
0.0336*male)]/2.4772

 BVMT-R Total Recall 50 + 10*[(scaled score) – (7.5089 + 2.9896*((edu + 1)/10) – 4.9868*(age/100) + 0.5772*male)]/2.6067

Memory Domain

 HVLT-R Delayed Recall 50 + 10*[(scaled score) – (7.8029 + 3.0362*((edu + 1)/10) – 5.0123*(age/100) – 0.5062*male)]/2.6146

 BVMT-R Delayed Recall 50 + 10*[(scaled score) – (7.7140 + 2.7984*((edu + 1)/10) – 5.2135*(age/100) + 0.4162*male)]/2.4451

Abbreviation: edu = education; male = 1 for male, 0 for female.
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Table 4.

Comparisons of attention/WM, learning, and memory demographically-corrected T-scores between controls 

and HIV+ patients.

Test HIV- (N=395) HIV+ (N=347) Cohen’s d (95% CI) P Value Adj. P Value

N Mean (SD) N Mean (SD)

Attention/WM Domain

 PASAT Correct 362 50.0 (10.0) 316 47.2 (9.77) −0.29 (−0.44, −0.14) <0.001 <0.001

 Spatial Span Total 363 50.0 (10.0) 320 49.2 (10.2) −0.08 (−0.23, 0.07) 0.302 0.302

Attention Summary Score 361 50.0 (7.92) 315 48.2 (8.02) −0.23 (−0.38, −0.08) 0.003 0.005

Learning Domain

 HVLT-R Total Recall 363 50.0 (9.99) 321 48.7 (10.6) −0.13 (−0.28, 0.02) 0.097 0.097

 BVMT-R Total Recall 363 50.0 (10.0) 321 47.9 (10.4) −0.20 (−0.35, −0.05) 0.009 0.018

Learning Summary Score 362 50.1 (7.78) 321 48.3 (8.43) −0.22 (−0.37, −0.06) 0.005 0.005

Memory Domain

 HVLT-R Delayed Recall 363 50.0 (10.0) 321 48.0 (10.8) −0.19 (−0.34, −0.04) 0.013 0.021

 BVMT-R Delayed Recall 364 50.0 (9.99) 321 48.1 (11.2) −0.18 (−0.33, −0.03) 0.021 0.021

Memory Summary Score 363 50.1 (7.99) 321 48.1 (8.88) −0.24 (−0.39, −0.09) 0.002 0.005

Notes: Cohen’s d compares HIV+ to HIV−; the higher the T-score, the better NP performance is. SD, standard deviation; CI, confidence interval; 
HVLT, Hopkins verbal learning test; BVMT, brief visuospatial memory test. Adj, adjusted. Adjusted P values were corrected for individual tests 
within each domain; and p-values for domain summary scores were adjusted for all comparisons. Adjustments were done using the false discovery 
rate (FDR) method.
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Table 5.

Comparisons of proportions of impairment in attention/WM, learning, and memory domains between controls 

and HIV+ patients.

Test HIV− (N=395) HIV+ (N=347) OR (95% CI) P Value Adj. P Value

N N impaired (%) N N impaired (%)

Attention Domain

 PASAT Correct 362 49 (13.5%) 316 73 (23.1%) 1.92 (1.29, 2.86) 0.001 0.002

 Spatial Span Total 363 51 (14.0%) 320 56 (17.5%) 1.30 (0.86, 1.96) 0.217 0.217

Attention Summary Domain 361 46 (12.7%) 315 55 (17.5%) 1.45 (0.95, 2.21) 0.087 0.087

Learning Domain

 HVLT-R Total Recall 363 55 (15.2%) 321 58 (18.1%) 1.23 (0.82, 1.85) 0.306 0.306

 BVMT-R Total Recall 363 45 (12.4%) 321 60 (18.7%) 1.62 (1.07, 2.47) 0.023 0.046

Learning Summary Domain 362 44 (12.2%) 321 54 (16.8%) 1.46 (0.95, 2.25) 0.084 0.087

Memory Domain

 HVLT-R Delayed Recall 363 46 (12.7%) 321 69 (21.5%) 1.89 (1.25, 2.84) 0.002 0.004

 BVMT-R Delayed Recall 364 55 (15.1%) 321 68 (21.2%) 1.51 (1.02, 2.24) 0.040 0.040

Memory Summary Domain 363 46 (12.7%) 321 66 (20.6%) 1.78 (1.18, 2.69) 0.006 0.018

Notes: OR, odds ratio, compares HIV+ to HIV−. CI, confidence interval; HVLT, Hopkins verbal learning test; BVMT, brief visuospatial memory 
test. Impaired, domain deficit score>0.5 or individual test deficit score>=1. Adj, adjusted. Adjusted P values were corrected for individual tests 
within each domain; and p-values for domain summary scores were adjusted for all comparisons. Adjustments were done using the false discovery 
rate (FDR) method.
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Table 6

Comparisons of attention/WM, learning, and memory demographically-corrected T-scores between HIV+ 

patients based on viral loads, ART use, immune status, and viral genotype.

EFFECTS OF VIRAL LOADS

Test VL undetectable VL detectable Cohen’s d (95% CI) P Value Adj. P Value

N Mean (SD) N Mean (SD)

Attention/WM Domain

 PASAT Correct 164 47.4 (9.49) 124 47.3 (10.6) 0.00 (−0.23, 0.24) 0.970 0.97

 Spatial Span Total 166 48.6 (9.92) 124 50.1 (10.9) −0.15 (−0.38, 0.09) 0.212 0.424

Attention Summary Score 164 48.0 (7.77) 123 48.8 (8.79) −0.10 (−0.34, 0.13) 0.401 0.76

Learning Domain

 HVLT-R Total Recall 166 49.7 (10.4) 125 48.4 (10.8) 0.12 (−0.12, 0.35) 0.323 0.353

 BVMT-R Total Recall 166 47.5 (10.2) 125 48.6 (10.4) −0.11 (−0.34, 0.12) 0.353 0.353

Learning Summary Score 166 48.6 (8.31) 125 48.5 (8.37) 0.01 (−0.23, 0.24) 0.964 0.964

Memory Domain

 HVLT-R Delayed Recall 166 48.2 (10.4) 125 48.5 (10.7) −0.03 (−0.27, 0.20) 0.782 0.782

 BVMT-R Delayed Recall 166 47.6 (11.2) 125 48.7 (11.1) −0.09 (−0.33, 0.14) 0.426 0.78

Memory Summary Score 166 47.9 (8.25) 125 48.6 (9.16) −0.08 (−0.31, 0.15) 0.508 0.76

EFFECTS OF ART

Test No ART On ART Cohen’s d (95% CI) P Value Adj. P Value

N Mean (SD) N Mean (SD)

Attention/WM Domain

 PASAT Correct 142 46.3 (9.66) 170 47.8 (9.93) −0.15 (−0.37, 0.08) 0.202 0.404

 Spatial Span Total 145 49.3 (11.1) 171 49.1 (9.41) 0.02 (−0.20, 0.24) 0.879 0.879

Attention Summary Score 141 47.8 (8.31) 170 48.4 (7.88) −0.07 (−0.30, 0.15) 0.523 0.785

Learning Domain

 HVLT-R Total Recall 146 47.7 (11.2) 171 49.7 (10.2) −0.19 (−0.41, 0.03) 0.096 0.192

 BVMT-R Total Recall 146 48.0 (11.2) 171 47.7 (9.68) 0.03 (−0.19, 0.26) 0.780 0.780

Learning Summary Score 146 47.8 (9.05) 171 48.6 (7.92) −0.10 (−0.32, 0.13) 0.397 0.785

Memory Domain

 HVLT-R Delayed Recall 146 48.3 (11.1) 171 47.9 (10.6) 0.03 (−0.19, 0.26) 0.759 0.759

 BVMT-R Delayed Recall 146 47.7 (11.9) 171 48.4 (10.6) −0.06 (−0.28, 0.16) 0.603 0.759

Memory Summary Score 146 48.0 (9.56) 171 48.1 (8.32) −0.02 (−0.24, 0.21) 0.884 0.884

EFFECTS OF CD4 COUNTS

Test CD4 <350 cells/μl CD4 ≥350 cells/μl Cohen’s d (95% CI) P Value Adj. P Value

N Mean (SD) N Mean (SD)

Attention/WM Domain

 PASAT Correct 116 47.1 (9.97) 171 47.4 (9.96) 0.02 (−0.21, 0.26) 0.844 0.927

 Spatial Span Total 115 49.3 (10.9) 174 49.1 (9.92) −0.01 (−0.25, 0.23) 0.927 0.927
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EFFECTS OF VIRAL LOADS

Test VL undetectable VL detectable Cohen’s d (95% CI) P Value Adj. P Value

N Mean (SD) N Mean (SD)

Attention Summary Score 115 48.2 (8.64) 171 48.3 (7.85) 0.01 (−0.23, 0.25) 0.949 0.949

Learning Domain

 HVLT-R Total Recall 116 48.9 (11.6) 174 49.2 (9.60) 0.03 (−0.21, 0.27) 0.804 0.804

 BMVT-R Total Recall 116 47.4 (10.4) 174 48.1 (10.2) 0.07 (−0.17, 0.30) 0.588 0.804

Learning Summary Score 116 48.1 (9.24) 174 48.6 (7.54) 0.05 (−0.18, 0.29) 0.626 0.949

Memory Domain

 HVLT-R Delayed Recall 116 48.5 (11.1) 174 48.1 (10.0) −0.03 (−0.27, 0.20) 0.791 0.791

 BVMT-R Delayed Recall 116 48.4 (11.2) 174 47.8 (11.2) −0.05 (−0.29, 0.19) 0.680 0.791

Memory Summary Score 116 48.4 (9.22) 174 48.0 (8.26) −0.05 (−0.28, 0.19) 0.698 0.949

EFFECTS OF VIRAL SUBTYPE

Test non-AG & AG-Plus AG Cohen’s d (95% CI) P Value Adj. P Value

N Mean (SD) N Mean (SD)

Attention/WM Domain

 PASAT Correct 63 45.8 (10.8) 86 48.1 (9.84) 0.23 (−0.10, 0.56) 0.173 0.173

 Spatial Span Total 64 48.6 (11.6) 89 51.6 (9.93) 0.27 (−0.05, 0.60) 0.098 0.173

Attention Summary Score 63 47.1 (9.30) 86 50.0 (7.61) 0.35 (0.02, 0.68) 0.038 0.114

Learning Domain

 HVLT-R Total Recall 64 47.9 (11.2) 89 47.6 (10.1) −0.02 (−0.35, 0.30) 0.884 0.884

 BVMT-R Total Recall 64 46.7 (9.53) 89 49.0 (10.2) 0.23 (−0.09, 0.56) 0.158 0.316

Learning Summary Score 64 47.3 (8.72) 89 48.3 (8.01) 0.13 (−0.20, 0.45) 0.444 0.666

Memory Domain

 HVLT-R Delayed Recall 64 47.5 (11.3) 89 47.7 (9.72) 0.02 (−0.30, 0.34) 0.902 0.936

 BVMT-R Delayed Recall 64 48.4 (11.2) 89 48.6 (10.9) 0.01 (−0.31, 0.34) 0.936 0.936

Memory Summary Score 64 47.9 (9.64) 89 48.1 (8.35) 0.02 (−0.30, 0.35) 0.893 0.893
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