Analytical Treatment Interruption (ATl) Among African Women with Early ART

Initiation with or without VRCO01 Circulating at HIV Acquisition:
Study Design and Early Observations of Viral Rebound and Control
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Background

Viremia rebounds rapidly in most people living with HIV upon ART
cessation. Early ART initiation is associated with ART-free virologic

control, and broadly neutralizing anti-HIV-1 antibodies (bnAbs) may
modulate immune responses to HIV (eg, as depicted in Fig 1). Durable o |cONTINUE non-NRT s
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@ / Fig 2. HVTN 805/HPTN 093/A5390 study schema and schedule of key virologic and safety lab monitoring.
A. dendridic cell-mediated virus endocytosis & T cell activation B. dendridic cell-mediated immune complex endocytosis & Tcell activation

Fig 1. Vaccinal effect. Adapted from Karuna & Corey, Annu Rev Med 2020. In the absence (A) & presence (B)
of bnAb-Env immune complexes, dendritic cells are among the first responders of the innate immune system.

Eleven participants from South Africa, Malawi, Botswana and Zimbabwe have enrolled, thus far. Eight of 11 women met ART re-initiation criteria (n=5 for viral load
[VL]; n=3 for participant/clinician request; see Fig 3). One participant requesting ART re-initiation had tenofovir levels consistent with ART use during ATIl. Median
time to confirmed VL>200 was 4.8 weeks (range 2.3 to 26.7+). Median time to meet virologic ART re-initiation criteria was 17.1 weeks (5.1+ to 30.7+). ART was re-
initiated a median of 7 days later, followed by re-suppression. No SAEs or Grade 22 related AEs were reported.
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Fig 3. Individual participant viral load (red circles) and CD4+ T-cell counts (blue squares) over time during ATI. The treatment each participant received in the pre-ATlI AMP study (i.e., Placebo or VRC01 10
mg/kg or 30 mg/kg) is indicated above each panel. Time of first viremia is indicated with the gray dashed line. Time of re-initiating ART is indicated by the beginning of the gray shaded areas. ART re-
initiation criteria met are: viral load (805-003827, 805-733087, 805-451261, 805-953736, 805-131856, 805-370244), participant request (805-911832 due to participant concern about CD4 count and
805-907560 due to relocation), and CRS clinician request (805-907560) due to participant relocation. Participant 805-911832 had tenofovir levels in Dried Blood Spots that were consistent with ART use
during ATI. Participants 805-861376, 805-370244, 805-131856 and 805-953736 each experienced =1 ART-free VL decline of 20.5 log, consistent with possible immune-mediated, temporary virologic

control.
Conclusions

AMP ATI eligibility includes African women with an estimated HIV In a safe and well-tolerated ongoing ATl developed with local stakeholder
acquisition date within 8 weeks of receiving VRCO01 or placebo in the engagement, African women with early ART initiation +/- prior VRCO01 exhibit
AMP study, early ART initiation, and 21 year of viral suppression. evidence of viral rebound and control. Research to advance sustained
Participants complete an NNRTI switch, as needed, then stop ART and virologic remission and HIV cure, including closely monitored ATls, can be
receive frequent viral load (VL) and CD4+ T-cell count monitoring. See conducted safely among women in sub-Saharan Africa. Next steps include
Fig 2. ART re-initiation criteria include CD4<250, VL>1,000 for 4 weeks completion of assays to explore potential immunologic and virologic signals
without a 20.5 log decline, or participant/clinician request to restart ART. that may associate with observed viral rebound and control.
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