DACTG EARLY ANTIRETROVIRAL THERAPY REDUCES BUT DOES NOT ELIMINATE HIV DNA IN BLOOD 00387

Trevor A. Crowellt2, Justin Ritz3, Lu Zheng?, Asma Nagvi4, Joshua Cyktor?, Scott F. Sieg®, Javier R. Lama®, James F. Rooney’, Lawrence Fox8, Jintanat Ananworanich?®, Joseph J. Eron19, Gert U. van Zyl*t, John W. Mellors?, and Eric S. Daar!? ‘ -
for the AIDS Clinical Trials Group (ACTG) A5354 Study Team YV VIN/MININ

1 U.S. Military HIV Research Program, Walter Reed Army Institute of Research, Silver Spring, MD, USA; 2 Henry M. Jackson Foundation for the Advancement of Military Medicine, Bethesda, MD, USA,; 3 Harvard T.H. Chan School of Public Health, Boston, MA, USA; 4 University of Pittsburgh, Pittsburgh, PA, USA; > Case Western Reserve University, Cleveland, OH, USA; 6 Asociacion Civil Impacta Salud y
Educacion, Lima, Peru; ” Gilead Sciences, Foster City, CA USA; 8 Division of AIDS, National Institute of Allergy and Infectious Diseases, Bethesda, MD, USA, ° University of Amsterdam, Amsterdam, The Netherlands; 1° University of North Carolina at Chapel Hill, Chapel Hill, NC, USA; 11 Stellenbosch University, Cape Town, South Africa; 12 Lundquist Institute at Harbor—-UCLA Medical Center, Torrance, CA, USA

HRP

U.S. MILITARY HIV RESEARCH PROGRAM |

BACKGROUND . o Figure 1. HIV DNA at 48 Weeks after Antiretroviral Therapy Initiation.

+ ART initiation during acute or early HIV infection (AEHI) may limit HIV Sensitive and specific assays performed on a large number of CD4+ T cells (A) By Fiebig Stage
reservoir establishment, enhance reservoir decay, and limit viral genetic . . . . pol _ gag
diversification, thereby facilitating HIV remission detected HIV DNA in all participants after 48 weeks of ART regardless of . —
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people living with HIV (PLWH) have mostly found that viral rebound occurred o oo o . ¢ B e, : x
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associated with limited or no detectable proviral DNA after 48 weeks of ART These flndlngs may eXpIaln Why rapld Vlral rebound ha’S been ObserVEd a'fter ;é . . : -f ‘t‘:} "% .
METHODS ART cessation In early-treated individuals with undetectable HIV DNA by | SRR [ :

e Adults with anticipated AEHI were enrolled into a single-arm, open-label IeSS Sensitive methOdS X

clinical trial at 30 sites in the Americas, Africa, and Southeast Asia (Table 1)
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testing and categorized per protocol as Group 1 (Fiebig I/1l), Group 2 (Fiebig « Compared to all other Fiebig stages at enrollment, Fiebig | participants had: (B) By Study Group
11/1V) or Group 3 (Fiebig V)  Lower pre-ART HIV gag DNA (all p<0.05) and marginally lower pre-ART HIV pol DNA (all p<0.10; Table 3) pol gag
« Participants were followed longitudinally with visits at weeks 1, 4, 12, 24,  Among 154 participants with HIV RNA <50 copies/mL without protocol-defined ART interruption, 100% had detectable HIV gag or pol DNA at 100000 .
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« Two HIV DNA targets were used to increase the likelihood of detection  Week 48 HIV DNA did not correlate with CD4+ or CD8+ T cell interferon-gamma responses to env, gag, nef, or pol peptide stimulation (rho § o s . Hij { L L.
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« Peripheral blood mononuclear cells were stimulated with potential T cell _ (126) o (1256) - P - (126) i | rees - o1
epitope peptide pools and stained for expression of CD3, CD4 and CD8 and Age, median years (IQR) 24 (19-32)  26(23-35)  27(23-39)  33(26-43) 26 (23-38) Pol, 100 1719 3203 2536 2021
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Table 1. Acute or Early HIV Diagnostic Criteria R:Cg:n o ’ ’ ’ ’ ’ median (IQR)  (28-233)  (466-2637) (439-2853) (881-6261) (454-2588) Study Group Study Group
Criterion to 2N Criterion to 2ENE Estimated ; . HIV DNA at 48 weeks was measured in 5 million purified CD4* T cells. Undetectable HIV DNA measurements are indicated with open symbols. Two participants with
Diagnose HIV Infection frotm Establish Recenc ffOtm Fiebig Stage Black/African American 17% 42% 39% 57% 65% Tab|e 4. Proportion (95% C|) Wlth Undetectab|e POSt-ART H|V DNA undetectable HIV DNA by qPCR for gag at 48 weeks (1 in Fiebig |, 1 in Fiebig(lll; open symbols) ;Nere detectable by qPCR for pol (data not shown). Bars represent medians
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Study eligibility was assessed using available test results to satisfy one of six study-specific criteria, each mapped to an estimated Fiebig Stage group




	Sensitive and specific assays performed on a large number of CD4+ T cells detected HIV DNA in all participants after 48 weeks of ART regardless of Fiebig stage at ART initiation.��These findings may explain why rapid viral rebound has been observed after ART cessation in early-treated individuals with undetectable HIV DNA by less sensitive methods.�

