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RESULTS

* Fourteen participants (5 assigned female sex at birth) evaluated
longitudinally from ART yr 1 to ART yr 17-23 (median 20 yr; 8-10
timepoints). (Table 1)

* Median pre-ART plasma HIV RNA 4.2 log,,cp/mL; median pre-ART
CD4 count 377/mm3.

* At yr 1 of ART, median IPD: 204 cp/million CD4+ T-cells; median
intact provirus percentage (intact divided by total proviruses): 66%

At last time point (median 20 yr on ART), median IPD fell to 16
cp/million CD4+ T-cells; intact provirus percentage fell to 7%

* Decay of intact proviruses but not defective proviruses over the
course of time on ART: intact proviruses declined by 13-fold from first
to last time point, whereas total proviruses (which includes intact
provirus) declined by only 3-fold and defective provirus levels were
generally stable (median 0.7-fold reduction) (Table 2, Fig 2).

* Five participants had biphasic IPD decay, 3 had biphasic decay with a
second phase plateau (slope effectively zero), and 2 showed evidence
of increased IPD levels during the second decade (Figure 1)

* Inflection or transition of decay occurred at a median of 5 yr after
ART initiation (range 2-13 yr).
* Median first phase IPD half-life was 1 yr (n=10), whereas median

second phase IPD half-life was >25 yr (n=8).

* In 4 participants, there was a variable pattern of IPD decay, or
substantial censored DNA levels, perhaps due to fewer cells assayed
or lower IPD levels. Not included in modeling

but transcriptionally silent proviruses; 2) clonal expansion of cells
with intact proviruses.

Figure 1: Intact Provirus Decay over Two Decades of Suppressive ART:

* 5 participants: initial rapid decline followed by markedly slower second
phase decline (Pattern A).

* 3 participants: initial rapid decline followed by zero-slope plateau
(Pattern B)

» 2 participants (both female): initial rapid decline followed by late

increases (nadir to final, 2.9-fold, 6.3-fold) (Pattern C).
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Table 2: Decay of intact proviruses but not defective proviruses

Fold-reduction from first to last timepoint

P Median (Q1, Q3) (Minimum, maximum)
13.4 (4.6, 46.0) (1.8, 91)
0.7 (0.3, 1.7) (0.1, 4.5)
2.7 (1.2, 4.9) (0.3, 6.7)

Decreases in intact, defective, and total proviral DNA from first to last timepoint. First timepoint is year one on
ART. Last timepoint is year 17-23 on ART. Q1: 25 percentile. Q3: 75t percentile.

Figure 2: Intact Proviruses, Intact Percent (intact/total),
Total Proviruses Over 20 years of ART
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