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Pediatric ART Interruptions Transiently Raise HIV DNA Without Large Changes to Long-
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Figure 1. OPH cohort data and study design.

A) Overall cohort comprises 120 Kenyan children who acquired HIV near birth and received early ART.

B) HIV-1 subtype from 106 participants sequenced via pol.
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C) Histogram of ART initiation age colored to show balance of male and female children.
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Figure 2. Viral loads for the suppressed and viremic subsets of OPH participants, stratified based on whether viral load

dropped below 1000 copies/mL within the first year of ART and stayed below 3000 copies/mL thereafter.

Mathematical modeling HIV DNA inclusive of viremia — HIV DNA levels

can be described by accounting for HIV RNA
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Figure 4. Modeled kinetics including viremia allow comparison with viremic and suppressed subset.
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A) Model schematic/equations linking HIV RNA viremia and creation of HIV DNA

B) Seven example model fits where each column shows a participant, and the rows show HIV RNA and observed intact and
defective HIV DNA (dots) vs model output of total HIV DNA (I1+12+13, solid line) and Phase 3 long-lived HIV DNA (I3, dashed

line) which is intended to approximate the rebound competent HIV reservoir.
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Decay rates in the suppressed subset — Differential decay of intact and

defective proviruses

: p=0.02
GE) 1 yr
S j
= :
o 10yr ]
>
o
D ]
Stable -
(no decay) 1
RNA
10 yr
: phase 3 _
] 1-10 yr p=0.0003
44mo Intact
: DNA
L phase 3
o 1y 0=0.43 1-8yr
= :
T |
Defective
DNA
RNA Intact phase 2
1 mo - phase 2 DNA 0-1yr
: 2-12 mo phase 2
: 0-1yr
1 wk - <'>
RNA
phase 1
0-2 mo

®

CD4 count

0-1yr

Defective

DNA
phase 3
1-8 yr

$

CD4 count
1-10 yr

A

uolsuedxa 1915e4

Aedap 1915e4

Figure 3. Estimated population means
(dots) and 95% confidence intervals
(Cl, lines) for each data type. Phases
were defined as the first 0-2 months, 2-
12 months for HIV RNA and O-1 year
for HIV DNA, and 1-8 years on ART.
Axes are split by no decay (or very
stable kinetics) such that half-lives and
doubling times can be presented.
Arrows on Cl indicate overlap with no
decay. Comparisons indicate 1-sided Z-
fest.

Comparing HIV DNA decay rates in suppressed and viremic subsets —

Similar long term reservoir kinetics despite viremia
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Figure 5. Box plots of individual
half-life estimates for intact and
defective HIV DNA for Phase 2
and Phase 3 split by suppressed
(N=55) and viremic (N=27)
participants. P-values indicate
one-sided Mann-Whitney U-
Test.
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Conclusions

* Cross-subtype IPDA worked on 5 virus subtypes for 120 children from Nairobi

* Differential decay of intact and defective proviruses in this pediatric cohort observed for
two phases (O-1 year and 1-8 years on ART)

* Modeling could describe HIV DNA whilst accounting for HIV viremia in children who did

not achieve perfect suppression and had transient viremia

* Long-term estimated decay rates in suppressed and viremic participants were not
significantly different, suggesting that transient viremia does not strongly raise
reservoirs and/or alter long-term dynamics
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