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Mission: HIV Cure Committee 

Identify safe, effective and 
feasible therapies to diminish HIV 
reservoirs in infants, children and 
adolescents to change the course 
of treatment from lifelong ART to 
time-limited ART, with the goal of 
sustained virologic suppression 
when ART is stopped (HIV 
Remission and Cure)
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Complications of Chronic HIV 
Infection

Mirani G et al. CID2015

• IMPAACT P1074: Prospective multicenter cohort study from 

4/2008-6/2014; 1201 HIV- infected youth- 87% perinatally-

infected; median age 20.9 years

• High prevalence of co-morbid conditions-psychiatric and 

neurodevelopmental disorders, increased substance and 

alcohol use, anxiety disorders, metabolic conditions, fractures 

• Standardized mortality rate 31.5X the general U.S. population; 

most deaths from HIV-related medical conditions



HIV-1 Incurable: Latent Reservoir in 
Resting Memory CD4+ T Cells
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Reviewed in Blankson J et al. Ann Int, Med 2002; Chomont N et al. Nat Med 2009; Hill AM et al. 
PNAS 2014; Hill AM et al. PLoS PATH. 2016
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Proviral Reservoirs Decay with Long-term Virologic Control 

of Perinatal Infection and Differs by Age at Virologic

Suppression

HIV DNA at VS:

<1 yr: 2.24 ; 1 to <5 yrs: 2.18 log10

copies/106 cells; p= 0.86]

First two years-after VS-HIV-1 DNA levels decreased by (–0.50 and –0.15 log10

copies/ million PBMCs per year, respectively);p=0.005

2-14 years after VS-HIV-1 DNA decay not statistically different

Estimated mean half-life of HIV-1 DNA from VS was 5.9 years and 18.8 years, 

respectively (P = .09)

Uprety et al. CID 2017

N=61



HIV-1 DNA Dynamics During ART 
(Adults)

7Besson et al. CID 2014

Year 0-1: median decay -0.86 

log10 copies/million CD4+ T 

cells
Year 1-4: median decay -0.11 

log10 copies/million CD4+ T 

cells

Years 4-7:-0.02 log10 

copies/million CD4+ T cells

>7 years:-0.006 log10 

copies/million CD4+ T cells

Median HIV-1 DNA after 10 

years of ART 439 

copies/million CD4 cells



8Rainwater-Lovett K et al. PloS ONE 2017

11 long-term early ART treated youth; 

No inducible reservoir detected (234 –

one million replicates); 

No full-length, intact genomes identified 

in  the 164 single near full-length 

genomes analyzed
26%

71%
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P1115 (Versions 1.0 and 2.0)

+ T cell based vaccines (CAP532) +  bNAbs

ART+LRAs+bNAbs+/-T-cell based 

vaccines & +HXTCs+? HXTCs

2016                    2017                    2018                   2019                   2020

IMPAACT 2008 VRC01 to promote 

reservoir clearance in infancy

Long-term suppression + LRAs + bNAbs

+ T cell based vaccines and other

immunotherapeutics

Long-term suppression + T cell based 

vaccines (CAP532) + bNAbs

IMPAACT 2015 

(CNS Reservoirs)

Roadmap to Pediatric HIV Remission and Cure

ART+ T-cell based vaccines     (CAP532) 

& +HXTCs/ ?vedolizumab+ LRAs



ART Cessation in Pediatric Cure Trials 
(P1115)
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Step 1

High-risk infants HIV-Infected ART cessation

(Age 2-4 yrs)

ART re-initiation

Step 2 Step 3 Step 4

P1115 (Version 1.0) 

Protocol Chairs: Yvonne Bryson, MD; Ellen G. Chadwick, MD; Mark Cotton, MD
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IMPAACT HIV Cure Scientific Committee Meeting

IMPAACT Annual Meeting

31 May 2017

12:00 to 3:00 pm ET

12:00-12:20 pm Committee Updates Deborah Persaud and Ellen 

Chadwick

12:20-12:40 pm Biomarkers of HIV persistence as Predictors of 

HIV Rebound off ART

Robert Siliciano

12:40 -1:00 pm Is HIV-1 antibody a useful biomarker for cure 

studies?

Katherine Luzuriaga

1:00-1:20 pm Effect of very early ART and therapeutic 

vaccines on reservoir size and viral rebound in 

non-human primates

Afam Okoye

1:20-1:40 pm Break

1:40-2:00 pm Pediatric experience with ART interruption: 

What’s to fear?

William Borkowsky

2:00-2:20 pm Considerations for ART interruption in African 

infants participating in P1115 

Mutsa Bwakura-Dangarembizi

2:20-3:00 pm Moderated Discussion Deborah Persaud and Ellen 

Chadwick



Discussion

•What is the optimal biomarker profile to safely stop ART in very 
early treated children (≥ 2 years of age) in P1115?

•How are NHP models relevant to pediatric HIV cure research?

•Is there a role for non-virologic biomarkers in HIV cure research?

•What are the most concerning risks about stopping ART in P1115?

• What are the benefits to stopping ART in P1115?

•Do the benefits of stopping ART in P1115 outweigh the risks? 

•What is the most important information that should be provided to 
clinicians and study participants for informed consent to stop ART 
in P1115?
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