
1 
 

Title:  Hepatic, renal, hematologic and inflammatory markers in HIV-infected children on long-term 

suppressive antiretroviral therapy.    

Authors:  Ann J. Melvin1, Meredith Warshaw2, Alexandra Compagnucci3, Yacine Saidi3, Linda Harrison2, 

Anna Turkova4, Gareth Tudor-Williams5 and the PENPACT-1 (PENTA 9/PACTG 390/ANRS 103) study 

team. 

1Division of Pediatric Infectious Disease, Department of Pediatrics, University of Washington and Seattle 

Children’s Research Institute, Seattle, WA, USA 

2Center for Biostatistics in AIDS Research, Harvard T.H. Chan School of Public Health, Boston, MA, 

3INSERM, SC10-US19, Paris, FRANCE  

4Medical Research Council, Clinical Trials Unit, London, UNITED KINGDOM  

5Imperial College London, London, UNITED KINGDOM. 

 

Corresponding author: 

Ann J. Melvin M.D., M.P.H. 

Seattle Children’s Hospital 

Division of Pediatric Infectious Disease MA.7.226 

4800 Sandpoint Way NE 

Seattle, WA  98105 

Tel: 206-987-2535 

FAX: 206-987-3890 

e-mail: ann.melvin@seattlechildrens.org 

 



2 
 

Abbreviated Title: Clinical Outcomes in HIV-infected children on ART 

Key Words: HIV, children, antiretroviral therapy, toxicity 

Abstract word count: 250 

Text word count: 2318 

 

Conflicts of Interest and Source of Funding: 

No authors report conflicts of interest. 

PENTA was supported by the European Commission/European Union seventh framework programme 

(FP7/2007-2013) under the Eurocoord grant agreement number 260694, the sixth framework contract 

number LSHP-CT-2006-018865, the fifth framework programme contract number QLK2-CT-2000-00150, 

and by the PENTA Foundation. UK clinical sites were supported by a grant from the MRC; sites in France 

were supported by ANRS; those in Italy by a grant from the Instituto Superiore di Sanita-Progetto 

Terapia Antivirale 2004, 2005. GSK and BMS provided drugs in Romania. 

Overall support for the International Maternal Pediatric Adolescent AIDS Clinical Trials Network 

(IMPAACT) was provided by the National Institute of Allergy and Infectious Diseases (NIAID) of the 

National Institutes of Health (NIH) under Award Numbers UM1AI068632 (IMPAACT LOC), UM1AI068616 

(IMPAACT SDMC) and UM1AI106716 (IMPAACT LC), with co-funding from the Eunice Kennedy Shriver 

National Institute of Child Health and Human Development (NICHD) and the National Institute of Mental 

Health (NIMH). The content is solely the responsibility of the authors and does not necessarily represent 

the official views of the NIH. 

 

 



3 
 

Abstract: 

Background: Data are sparse on long-term toxicity of antiretroviral therapy (ART) in HIV-infected 

children.  PENPACT-1 was an open-label trial randomizing HIV-infected children to protease inhibitor 

(PI)- vs non-nucleoside reverse transcriptase inhibitor (NNRTI)-based ART.  

Methods: We examined changes in clinical, immunologic and inflammatory markers from baseline to 

year 4 in the subset of PENPACT-1 children who had viral suppression between week 24 and year 4 of 

ART. Liver enzymes, creatinine, cholesterol and hematologic parameters were assessed during the trial. 

Cystatin C, hs-CRP, IL-6, d-dimer and sCD14 were assayed from cryopreserved specimens. 

 Results:  Ninety-nine children (52 on PI- and 47 on NNRTI-based ART) met inclusion criteria. Median age 

at initiation of ART was 6.5 years (IQR 3.7 – 13.4), with 22% age < 3 years at ART initiation; 56% of PI-

treated children received lopinavir/ritonavir and 70% of NNRTI-treated children received efavirenz 

initially.  There was no evidence of significant clinical toxicities in either group, with growth, liver, kidney 

or hematologic parameters either unchanged or improved between baseline and year 4. Total 

cholesterol levels increased modestly, with no difference between groups.  IL-6 and hs-CRP showed 

greater decrease after 4 years in the NNRTI based ART group. The change in IL-6 was -0.35 pg/ml in the 

PI group vs -1.0 in the NNRTI group (p=0.05) and the change in hs-CRP was 0.25 µg/ml PI vs -0.95 NNRTI 

(p=0.005). 

Conclusion: These results support the safety of prolonged ART use in HIV-infected children and suggest 

that suppressive NNRTI-based regimens may be associated with lower levels of systemic inflammation.   
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Introduction  

Combination antiretroviral therapy (ART) has significantly improved the outcome of HIV disease in 

children. While protease inhibitor (PI)-based therapy has been shown to have improved virologic 

outcome in children less than 3 years of age1, no antiretroviral (ARV) class has shown consistent 

superiority in regards to virologic suppression in older children. Thus clinicians select ARV regimens 

largely on availability and short term toxicity as data are sparse on the long-term toxicity profiles of 

differing ART regimens in HIV-infected children. In spite of improved immune function and long term 

viral suppression, chronic HIV infection in adults is associated with increased morbidity and mortality 

from non-AIDS related conditions including cardiovascular, renal, hepatic and neurologic disease2,3. 

While the reasons for this are multifactorial, long-term morbidity of treated HIV infection is thought to 

be due in part to chronic inflammation which is not completely ameliorated by ART3-5.  Although non-

AIDS related clinical morbidity in children is less well demonstrated because of their overall lower risk 

for these conditions, the cumulative effect of a prolonged inflammatory state is likely to be significant 

given the duration of HIV infection and need for life-long ART starting from infancy.  Studies in HIV-

infected adolescents have demonstrated increased risk for future cardiovascular, bone and renal 

disease6-9. Therefore even small differences in ART toxicity and inflammatory markers may be clinically 

significant over time in ART treated children.  

PENPACT-1 was a long-term international open label 2x2 factorial design trial randomizing HIV-infected 

children to PI-based vs non-nucleoside reverse transcriptase inhibitor (NNRTI)-based ART and to switch 

to second line therapy at high vs low viral load10. In the primary analysis, there was no difference 

between treatment or switch criteria in virologic outcome and serious adverse events. The long-term 

nature of this trial provides the opportunity to further explore ART toxicity and markers of inflammation 

in ART treated children.  
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Methods  

Population: At the start of the study, children participating in PENPACT-1 were either ART-naïve or had 

received ARVs for less than 56 days as part of prevention of mother-to-child transmission.  Children 

were randomized to start two nucleoside reverse transcriptase inhibitors (NRTIs) plus either a PI or 

NNRTI and to switch from first-line to second-line ART at a viral load threshold of 1000 copies/ml or 

30,000 copies/ml: none of the children in the current analysis switched to second line therapy during 

the trial.  The specific ARTs were chosen by the treating clinician according to the randomized group.  

Drug substitutions within the same class were allowed for non-virologic reasons such as toxicity or 

change in availability. Children participating in PENPACT-1 who had no confirmed viral load >400 

copies/ml between week 24 and year 4 after ART initiation and had samples available for testing from 

baseline and after year 3  were included in this analysis.  Post-year 3 samples were selected as close to 

year 4 as possible.  

 

Clinical assessments: Children had assessments including growth, liver enzymes, creatinine, complete 

blood count and quantitative HIV RNA at screening, baseline, weeks 2, 4, 8, 12, 16, 24 and then every 12 

weeks until the last randomized child reached 4 years of follow-up.  Non-fasting triglycerides and 

cholesterol were measured at baseline and every 24 weeks throughout the trial. Laboratory assessments 

were performed at the local study site according to standard procedures.   

 

Cystatin C, high-sensitivity C-reactive protein (hs-CRP), interleukin-6 (IL-6), d-dimer and soluble (sCD14) 

were measured from stored cryopreserved specimens from either screening or baseline and the closest 

available sample to year 4 by the Laboratory for Clinical Biochemistry Research at the University of 

Vermont.  HsCRP and cystatin C were measured using the BNII nephelometer (Siemens Healthcare 

Diagnostics, Deerfield, IL). IL-6 was measured by ultrasensitive chemiluminescent enzyme-linked 
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immunosorbent assay (ELISA) (Quantiglo HSHuman IL-6 Immunoassay; R&D Systems). Soluble CD14 was 

measured with an enzyme-linked immunosorbent assay (QuantikinesCD14 Immunoassay, R&D Systems).  

D-dimer levels with immunoturbidometric methods on the Sta-R analyzer, Liatest D-DI (Diagnostica 

Stago, Parsippany, NJ).   

 

Statistical analysis: Participant baseline characteristics were compared between treatment arms using 

Fisher’s exact test, chi-square tests, or Wilcoxon rank-sum tests as appropriate. Medians and 

interquartile ranges (IQR) were calculated for clinical measures at baseline and year 4. Changes in 

clinical measures were calculated as the value at 4 years minus baseline. The medians, their distribution-

free 95% confidence intervals11 and interquartile ranges were calculated for the changes in clinical 

measures from baseline to year 4. Changes in clinical measures were compared between the two 

treatment arms using Wilcoxon rank-sum tests. The analyses presented were exploratory; two-sided p-

values ≤0.05 were identified as statistically significant with no adjustment for multiple tests. Statistical 

analyses were conducted using SAS v. 9.4 (SAS Institute, Cary, NC). All analyses were as-treated.  Height, 

weight and BMI z-scores were calculated based on British 1990 growth centiles12. 

Results   

Population:  Ninety-nine children (52 on PI- and 47 on NNRTI-based cART) from countries in Europe and 

the Americas maintained viral suppression on their initial ART regimen and had stored samples available 

from either screening or baseline and close to year 4 (Error! Reference source not found.Table 1). 

Samples from screening or baseline were initially drawn between 9/2002 and 1/2005 and the year 4 

samples between 6/2005 and 4/2009 (median year 4 study week was 192; range weeks 141-216). Two 

participants originally randomized to the NNRTI arm substituted a PI within the first 2 weeks of 

treatment due to adverse events and were included in the PI group for these analyses. Median age at 

initiation of ART was 6.5 years (IQR 3.7 – 13.4), with 22% age < 3 years at ART initiation, and 53% were 



7 
 

male. The median baseline viral load was 5.1 log copies/mL (IQR 4.6 – 5.6) and median CD4% was 15.5 

(IQR 6.5 – 22.0).  Fifty-six percent of the PI-treated children received lopinavir/ritonavir and 70% of the 

NNRTI-treated children received efavirenz in their initial regimens.  There were no statistically significant 

differences in baseline demographic or clinical characteristics between treatment arms. 

 

Growth, immunology and clinical parameters:  

Table 2 shows baseline and 4 year values for all parameters and changes from baseline to 4 years for the 

entire group. The 95% confidence intervals for these changes exclude zero for everything except CD8% 

and CD4/CD8 ratio. Table 3 compares changes over four years between study arms. Overall at 4 years 

there was no evidence of significant liver, kidney or hematologic dysfunction in either treated group. 

Growth, liver, kidney and hematologic parameters either did not show significant changes or improved 

between baseline and year 4.  Median alanine amino-transferase (ALT) and aspartate transferase (AST) 

levels and the AST platelet ratio index (APRI) were lower at year 4, with no difference between the PI vs 

NNRTI-treated children.  Hematologic parameters were stable with no evidence for significant 

neutropenia at year 4.  Hemoglobin levels rose slightly over the 4 years with a slightly greater increase 

noted in the NNRTI-treated group.  Cholesterol levels were higher at year 4 in the PI-treated group than 

in the NNRTI-treated group but the difference was not significant.  Triglyceride levels decreased in both 

groups over the 4 years, but as not all the samples were drawn in a fasted state, triglyceride levels were 

not included in the analysis. CD4 percent  increased from a median 16% (IQR 7,22) to 33% (IQR 25,39)at 

4 years, with an improvement in CD4/CD8 ratio and no difference by treatment group.   Height and 

weight z-scores improved in both groups with no difference between treatment arms. 

 

Inflammatory markers: All inflammatory markers showed decreases over the 4 years; the 95% 

confidence intervals for the decreases in IL-6 and D-Dimer did not include 0.  Both IL-6 and hsCRP 
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showed greater decreases after 4 years in the NNRTI-based ART group; these differences were 

statistically significant. The median change in IL-6 was -0.35 pg/ml in the PI group vs -1.01 pg/ml in the 

NNRTI group (p=0.05) and the median change in hsCRP was 0.25 µg/ml PI vs -0.95 µg/ml NNRTI (p=0.005).  

(Table 3).   

Sensitivity analysis: As nelfinavir is no longer a preferred PI, a sensitivity analysis was conducted 

excluding the 21 participants initially taking nelfinavir (supplemental table). The results were similar and 

all differences were in the same direction.  

 

Discussion 

Our data support the long-term safety of ART in children.  Although the importance of early ART for 

infants and symptomatic children is unquestioned13, the data for the benefit of starting ART for older 

asymptomatic children are less robust14.  All current international15,16 and most national guidelines17 

recommend starting all children with HIV on ART regardless of their age or CD4 cell count, however, 

there remain concerns for potential long-term toxicity of ART in children who may be stable 

immunologically for years before therapy is initiated18,19. Our data suggest children who are suppressed 

on therapy show little evidence of long-term renal, hepatic, or hematologic toxicity. Conversely, apart 

from total cholesterol, all parameters studied improved or were stable over 4 years.   

 

The toxicities of individual ARVs are well characterized171717. Most of these adverse effects improve with 

time on ART and the rate of ART discontinuation or switch is generally low20-22.  In addition, many of the 

newer ARVs are better tolerated and provide additional options for treatment should modifying ART due 

to intolerance become necessary.  Most studies of ART-associated toxicity in children report on only 

grade 3 or higher adverse events or are limited to short-term follow-up22-24 and include children on ART 
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but with elevated HIV RNA levels.  It can be difficult to sort the medication effects from the effects of 

active viral replication which itself can lead to elevations in liver enzymes25, neutropenia, 

thrombocytopenia and anemia26,27.  By selecting the subpopulation of PENPACT-1 participants who 

remained virologically suppressed throughout the study, the effect of HIV replication on the laboratory 

parameters studied was minimized.  

 

In the primary analysis of PENPACT-1, no differences in virologic outcome or serious adverse events 

were seen between the children randomized to PI vs NNRTI-based treatment10.  Similarly, in the subset 

of participants with suppressed viral replication represented in this analysis, there were no significant 

differences in markers of hepatic, renal or hematologic function over the 4 years in the groups treated 

with PI vs NNRTI-based ART. The only measured difference over the 4 years between the two groups 

was seen in the markers of inflammation, with a greater decrease in median hs-CRP and IL-6 levels in the 

children on suppressive NNRTI-based treatment.  The clinical significance of 

this finding is unclear. Our selected PENPACT-1 data provide valuable evidence in this regard for 

clinicians wishing to evaluate abnormal laboratory results in children on treatment. 

 

HIV infection has been associated with an increase in risk factors associated with development of 

cardiovascular disease in adults and children6,7,28-30.   The relative contributions of traditional 

cardiovascular disease risk factors, uncontrolled viral replication, immune activation, and antiretroviral 

medications continue to be investigated31,32. There was higher mortality in the HIV-infected adults 

treated episodically with ARVs compared to those who received continuous ARVs in the Strategies for 

Management of Anti-Retroviral Therapy Study33, with the majority of deaths due to non-HIV related 

causes. Further investigation in the SMART trial revealed mortality34,35 and risk of development of 

cardiovascular disease36 to be associated with plasma levels of Il-6, D-dimer, hs-CRP and sCD14 levels, 
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however only D-dimer was found to decrease significantly after 6 months of continuous ART in a 

subgroup of the SMART participants37.  While many studies have confirmed higher levels of 

inflammatory markers in HIV-infected adults38,39 and children40, treatment with ARVs has not 

consistently been shown to decrease inflammation.  D-dimer and/or IL-6 levels have been found to 

decrease after starting ARVs in some studies but not others 37,41-43 . However, ARV treatment has not 

resulted in decreased hs-CRP or sCD14 in most studies37,43-46.  [MA1]The[GTW2] populations in most of these 

studies included individuals with detectable HIV RNA, which could make interpretation difficult as 

elevated viral load has been shown to be associated with higher D-dimer and hs-CRP levels, although 

inconsistently40,42,44,47-49.  In our population of children with suppressed viral replication for 4 years, D-

dimer, IL-6, hs-CRP and sCD14 were stable or decreased on therapy with the greatest decrease seen in 

levels of IL-6 and D-dimer.  Our results are consistent with a recent report investigating inflammatory 

markers in HIV-infected adolescents with prolonged virologic control. In this cross-sectional study, 

sdCD14 levels were higher than uninfected controls after a median of 4-11 years of viral suppression, 

while IL-6 levels were similar to the uninfected controls, suggesting an effect of suppressive ART on IL-6 

but not sdCD14 levels 46.  

 

In our cohort, there was a greater decrease in the levels of IL-6 and hs-CRP in the NNRTI-treated 

children. Several studies have investigated the effects of PIs vs NNRTIs on inflammatory markers with 

conflicting results. IL-6 levels were lower in adults treated with nevirapine and efavirenz compared to PI-

50, but no effect of PI vs NNRTI treatment was found on IL-6 levels in adolescents changing therapy41.  

However, both of these studies were observational and the participants were not randomized to their 

ART regimens.   In a substudy of A520232 which randomized ART-naïve HIV-infected adults to 

tenofovir/emtricitabine or abacavir/lamivudine and to efavirenz or atazanavir/ritonavir, there was no 

difference in the decline of IL-6 levels after 96 weeks in participants randomized to efavirenz vs 
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atazanavir/rit and hs-CRP levels were unchanged from baseline in both groups. Our cohort is the only 

study investigating inflammatory markers in children randomized to initial ART. 

 

It is a strength of this analysis that all the participants were suppressed throughout follow-up; this 

makes it more likely that the results are related to the ARTs rather than effects of HIV viral replication. 

However, our study has several limitations, including a relatively small sample size.  The analysis was 

based on single measurements at two time-points and there was no requirement that children be free 

of minor illnesses at the time of study visits which may have impacted CRP and IL-6 in particular. The 

study is primarily exploratory, with some variables not available for all individuals, and analyses were 

not adjusted for multiple comparisons. The children were on various different regimens which did not 

allow a determination of the influence of specific NRTIs, NNRTIs or PIs.  In addition, there was no control 

group.  Because of this we do not know if similar changes would have been seen in healthy children or 

HIV-infected children who were on neither PI- or NNRTI-based ART regimens. 

Conclusion 

In this cohort of HIV-infected children with prolonged viral suppression after randomization to either a 

PI or an NNRTI-based ART regimen, we found that there were no significant differences in routine 

laboratory measures between the two randomized groups.  All parameters were stable or improved 

over the 4 years of treatment with the exception of total cholesterol which was higher at 4 years in both 

treatment groups.  There was however, indication of a greater decrease in biomarkers of inflammation 

in the NNRTI-treated group.  This may have implications for the choice of ART for long-term health of 

ART treated children. 

These results support the safety of prolonged ART use in HIV-infected children and suggest that 

suppressive NNRTI-based regimens may have some advantage in terms of decreased levels of systemic 

inflammation.   



12 
 

 

References 

1. Violari A, Lindsey JC, Hughes MD, et al. Nevirapine versus ritonavir-boosted lopinavir for HIV-
infected children. N Engl J Med. 2012;366(25):2380-2389. 

2. Freiberg MS, Chang CC, Kuller LH, et al. HIV infection and the risk of acute myocardial infarction. 
JAMA internal medicine. 2013;173(8):614-622. 

3. Deeks SG, Tracy R, Douek DC. Systemic effects of inflammation on health during chronic HIV 
infection. Immunity. 2013;39(4):633-645. 

4. Kaplan RC, Sinclair E, Landay AL, et al. T cell activation and senescence predict subclinical carotid 
artery disease in HIV-infected women. J Infect Dis. 2011;203(4):452-463. 

5. Triant VA, Grinspoon SK. Immune dysregulation and vascular risk in HIV-infected patients: 
implications for clinical care. J Infect Dis. 2011;203(4):439-441. 

6. Giuliano Ide C, de Freitas SF, de Souza M, Caramelli B. Subclinic atherosclerosis and 
cardiovascular risk factors in HIV-infected children: PERI study. Coron Artery Dis. 2008;19(3):167-
172. 

7. McComsey GA, O'Riordan M, Hazen SL, et al. Increased carotid intima media thickness and 
cardiac biomarkers in HIV infected children. AIDS. 2007;21(8):921-927. 

8. Mora S, Sala N, Bricalli D, Zuin G, Chiumello G, Vigano A. Bone mineral loss through increased 
bone turnover in HIV-infected children treated with highly active antiretroviral therapy. AIDS. 
2001;15(14):1823-1829. 

9. Leao FV, de Menezes Succi RC, Machado DM, et al. Renal abnormalities in a cohort of HIV-
infected children and adolescents. Pediatr Nephrol. 2016;31(5):773-778. 

10. Babiker A, Castro nee Green H, Compagnucci A, et al. First-line antiretroviral therapy with a 
protease inhibitor versus non-nucleoside reverse transcriptase inhibitor and switch at higher 
versus low viral load in HIV-infected children: an open-label, randomised phase 2/3 trial. The 
Lancet Infectious diseases. 2011;11(4):273-283. 

11. Hahn GJ, Meeker WQ. Statistical Intervals: A Guide for Practitioners. New York: John Wiley & 
Sons; 1991. 

12. Cole TJ, Freeman JV, Preece MA. British 1990 growth reference centiles for weight, height, body 
mass index and head circumference fitted by maximum penalized likelihood. Stat Med. 
1998;17(4):407-429. 

13. Violari A, Cotton MF, Gibb DM, et al. Early antiretroviral therapy and mortality among HIV-
infected infants. N Engl J Med. 2008;359(21):2233-2244. 

14. Puthanakit T, Saphonn V, Ananworanich J, et al. Early versus deferred antiretroviral therapy for 
children older than 1 year infected with HIV (PREDICT): a multicentre, randomised, open-label 
trial. Lancet Infect Dis. 2012;12(12):933-941. 

15. Foster C, Bamford A, Turkova A, et al. Paediatric European Network for Treatment of AIDS 
Treatment Guideline 2016 update: antiretroviral therapy recommended for all children living 
with HIV. HIV Med. 2016. 

16. Sanchez-Gonzalez G. The cost-effectiveness of treating triple coinfection with HIV, tuberculosis 
and hepatitis C virus. HIV medicine. 2016;17(9):674-682. 

17. Mueller Y, Mpala Q, Kerschberger B, et al. Adherence, tolerability, and outcome after 36 months 
of isoniazid-preventive therapy in 2 rural clinics of Swaziland: A prospective observational 
feasibility study. Medicine. 2017;96(35):e7740. 



13 
 

18. Valentine ME, Jackson CR, Vavro C, et al. Evaluation of surrogate markers and clinical outcomes 
in two-year follow-up of eighty-six human immunodeficiency virus-infected pediatric patients. 
Pediatr Infect Dis J. 1998;17(1):18-23. 

19. Dunn D, Group HIVPPMCS. Short-term risk of disease progression in HIV-1-infected children 
receiving no antiretroviral therapy or zidovudine monotherapy: a meta-analysis. Lancet. 
2003;362(9396):1605-1611. 

20. Buck WC, Kabue MM, Kazembe PN, Kline MW. Discontinuation of standard first-line 
antiretroviral therapy in a cohort of 1434 Malawian children. Journal of the International AIDS 
Society. 2010;13:31. 

21. Lapphra K, Vanprapar N, Chearskul S, et al. Efficacy and tolerability of nevirapine- versus 
efavirenz-containing regimens in HIV-infected Thai children. Int J Infect Dis. 2008;12(6):e33-38. 

22. Mutwa PR, Boer KR, Asiimwe-Kateera B, et al. Safety and effectiveness of combination 
antiretroviral therapy during the first year of treatment in HIV-1 infected Rwandan children: a 
prospective study. PLoS One. 2014;9(11):e111948. 

23. Strehlau R, Donati AP, Arce PM, et al. PRINCE-1: safety and efficacy of atazanavir powder and 
ritonavir liquid in HIV-1-infected antiretroviral-naive and -experienced infants and children aged 
>/=3 months to <6 years. Journal of the International AIDS Society. 2015;18:19467. 

24. Tukei VJ, Asiimwe A, Maganda A, et al. Safety and tolerability of antiretroviral therapy among 
HIV-infected children and adolescents in Uganda. J Acquir Immune Defic Syndr. 2012;59(3):274-
280. 

25. Siberry GK, Cohen RA, Harris DR, et al. Prevalence and predictors of elevated aspartate 
aminotransferase-to-platelet ratio index in Latin American perinatally HIV-infected children. 
Pediatr Infect Dis J. 2014;33(2):177-182. 

26. Coyle TE. Hematologic complications of human immunodeficiency virus infection and the 
acquired immunodeficiency syndrome. Med Clin North Am. 1997;81(2):449-470. 

27. Ellaurie M, Burns ER, Rubinstein A. Hematologic manifestations in pediatric HIV infection: severe 
anemia as a prognostic factor. Am J Pediatr Hematol Oncol. 1990;12(4):449-453. 

28. Triant VA. HIV infection and coronary heart disease: an intersection of epidemics. J Infect Dis. 
2012;205 Suppl 3:S355-361. 

29. Ross AC, Rizk N, O'Riordan MA, et al. Relationship between inflammatory markers, endothelial 
activation markers, and carotid intima-media thickness in HIV-infected patients receiving 
antiretroviral therapy. Clin Infect Dis. 2009;49(7):1119-1127. 

30. Sims A, Hadigan C. Cardiovascular complications in children with HIV infection. Curr HIV/AIDS 
Rep. 2011;8(3):209-214. 

31. Bastard JP, Fellahi S, Couffignal C, et al. Increased systemic immune activation and inflammatory 
profile of long-term HIV-infected ART-controlled patients is related to personal factors, but not 
to markers of HIV infection severity. J Antimicrob Chemother. 2015;70(6):1816-1824. 

32. McComsey GA, Kitch D, Daar ES, et al. Inflammation markers after randomization to 
abacavir/lamivudine or tenofovir/emtricitabine with efavirenz or atazanavir/ritonavir. AIDS. 
2012;26(11):1371-1385. 

33. Strategies for Management of Antiretroviral Therapy Study G, El-Sadr WM, Lundgren J, et al. 
CD4+ count-guided interruption of antiretroviral treatment. N Engl J Med. 2006;355(22):2283-
2296. 

34. Kuller LH, Tracy R, Belloso W, et al. Inflammatory and coagulation biomarkers and mortality in 
patients with HIV infection. PLoS Med. 2008;5(10):e203. 

35. Sandler NG, Wand H, Roque A, et al. Plasma levels of soluble CD14 independently predict 
mortality in HIV infection. J Infect Dis. 2011;203(6):780-790. 



14 
 

36. Duprez DA, Neuhaus J, Kuller LH, et al. Inflammation, coagulation and cardiovascular disease in 
HIV-infected individuals. PLoS One. 2012;7(9):e44454. 

37. Baker JV, Neuhaus J, Duprez D, et al. Changes in inflammatory and coagulation biomarkers: a 
randomized comparison of immediate versus deferred antiretroviral therapy in patients with 
HIV infection. J Acquir Immune Defic Syndr. 2011;56(1):36-43. 

38. Neuhaus J, Jacobs DR, Jr., Baker JV, et al. Markers of inflammation, coagulation, and renal 
function are elevated in adults with HIV infection. J Infect Dis. 2010;201(12):1788-1795. 

39. Armah KA, McGinnis K, Baker J, et al. HIV status, burden of comorbid disease, and biomarkers of 
inflammation, altered coagulation, and monocyte activation. Clin Infect Dis. 2012;55(1):126-136. 

40. Miller TL, Somarriba G, Orav EJ, et al. Biomarkers of vascular dysfunction in children infected 
with human immunodeficiency virus-1. J Acquir Immune Defic Syndr. 2010;55(2):182-188. 

41. Cervia JS, Chantry CJ, Hughes MD, et al. Associations of proinflammatory cytokine levels with 
lipid profiles, growth, and body composition in HIV-infected children initiating or changing 
antiretroviral therapy. Pediatr Infect Dis J. 2010;29(12):1118-1122. 

42. Kaplan RC, Landay AL, Hodis HN, et al. Potential cardiovascular disease risk markers among HIV-
infected women initiating antiretroviral treatment. J Acquir Immune Defic Syndr. 
2012;60(4):359-368. 

43. Hattab S, Guihot A, Guiguet M, et al. Comparative impact of antiretroviral drugs on markers of 
inflammation and immune activation during the first two years of effective therapy for HIV-1 
infection: an observational study. BMC Infect Dis. 2014;14:122. 

44. Guimaraes MM, Greco DB, Figueiredo SM, Foscolo RB, Oliveira AR, Jr., Machado LJ. High-
sensitivity C-reactive protein levels in HIV-infected patients treated or not with antiretroviral 
drugs and their correlation with factors related to cardiovascular risk and HIV infection. 
Atherosclerosis. 2008;201(2):434-439. 

45. Madrid L, Noguera-Julian A, Falcon-Neyra L, et al. Microbial translocation and T cell activation 
are not associated in chronic HIV-infected children. AIDS. 2014;28(13):1989-1992. 

46. Persaud D, Patel K, Karalius B, et al. Influence of age at virologic control on peripheral blood 
human immunodeficiency virus reservoir size and serostatus in perinatally infected adolescents. 
JAMA pediatrics. 2014;168(12):1138-1146. 

47. Pontrelli G, Martino AM, Tchidjou HK, et al. HIV is associated with thrombophilia and high D-
dimer in children and adolescents. AIDS. 2010;24(8):1145-1151. 

48. Miller TI, Borkowsky W, DiMeglio LA, et al. Metabolic abnormalities and viral replication are 
associated with biomarkers of vascular dysfunction in HIV-infected children. HIV Med. 
2012;13(5):264-275. 

49. Shikuma CM, Ribaudo HJ, Zheng Y, et al. Change in high-sensitivity c-reactive protein levels 
following initiation of efavirenz-based antiretroviral regimens in HIV-infected individuals. AIDS 
Res Hum Retroviruses. 2011;27(5):461-468. 

50. Borges AH, O'Connor JL, Phillips AN, et al. Factors Associated With Plasma IL-6 Levels During HIV 
Infection. J Infect Dis. 2015;212(4):585-595. 

 


