Changes in markers of T-cell Senescence and Exhaustion With HIV Therapy
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Results

Table 1. Baseline measurements of markers of immunosenescence
and T cell exhaustion by randomized treatment group

Abstract

Background:
Residual immune activation and immunosenescence may contribute
to chronic comorbidities in treated HIV-1 infection. It is unclear

Summary

In this prospective study of ART-naive participants who
achieved virologic suppression after initiation of TDF/FTC

Figure 1. Early and Late Changes in Immunosenescence
Markers by Treatment Arm O
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infection that may lead to adjunct ART regimens with more

Residual immune activation and immunosenescence may contribute

potent anti-inflammatory effects as a strategy to prevent

to chronic comorbidities in those treated for HIV-1 infection. It is
unclear whether the integrase inhibitor, raltegravir (RAL), which has

increased penetration into the gastrointestinal and lymphoid tissues,
affects immunosenescence and T cell exhaustion to a greater extent

than ritonavir boosted protease inhibitors (PIs).

Objective

To characterize the changes in biomarkers of T cell senescence and
exhaustion longitudinally among treatment-naive individuals who
were randomized equally to one of three regimens of tenofovir
disoproxil fumarate-emtricitabine (TDF/FTC) plus an integrase-based
regimen containing RAL or a protease inhibitor-based regimen
containing either atazanavir/ritonavir (ATV/r) or darunavir/ritonavir
(DRV/r).
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Methods

ACTG A5260 Study Participants

and Design

o Longitudinal evaluation of ART-naive
HIV-infected individuals (n=328)
without known CVD, diabetes
mellitus, or use of lipid lowering
medications who enrolled in a
randomized antiretroviral therapy
treatment trial (ACTG A5257)
Randomization into ACTG A5257
was stratified by screening HIV-1
RNA level (> or <100,000

copies/ml) and Framingham 10-year
coronary heart disease risk score
(<6% risk or 26% risk) and ACTG
A5260s participation

Randomly assigned to

(71%) participants who had HIV-1
RNA <50 copies/ml by week 24 and
thereafter.

Laboratory and Biomarker

tenofovir/emtricitabine plus

Assessment

atazanavir/ritonavir (ATV/r, a o
pharmacologically boosted protease
inhibitor [PI/r]), darunavir/ritonavir
(DRV/r, a PI/r), or raltegravir (RAL,
an integrase inhibitor)

o Analyses were restricted to 234

Cellular markers of
immunosenescence (%CD28-
CD57+) and exhaustion (% PD1+)
were determined by flow cytometry.

Data Analysis

o Changes from baseline were
examined at earlier (24 weeks) and
later (96 weeks) time points and
summarized as mean fold change
and with 95% confidence intervals.
Pairwise treatment group
comparisons were assessed with
Wilcoxon rank-sum tests and p-
values adjusted with false discovery
rate control.

chronic comorbidities associated with HIV-1 infection.
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