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Summary

 Antibodies can be combined into a cocktail that
covers most global HIV-1 strains

* Long-acting antibodies can be administered every
siXx months

* HVTN, HPTN, and partners are advancing a triple
antibody cocktail for HIV-1 prevention



Limited Progress in Global HIV-1 Prevention
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2022 HIV-1 deaths: 630,000 & UNAIDS

Source: Prepared based on 2023 prevention scorecards and Global AIDS Monitoring https://www.unaids.org/sites/default/files/media_asset/2023-global-hiv-prevention-coalition-scorecards-key-findings _en.pdf
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PrEP Use Relative to 2025 UNAIDS Targets:
Need for Additional HIV-1 Prevention Options
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Proof of Concept: VRC01 Antibody HIV-1 Prevention (AMP)
Outstanding Safety, Tolerability, Adherence, Acceptance, Efficacy
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NAb Correlates of Protection in NHPs and Humans (AMP)
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Long-Acting Triple bNAb Cocktail for Global Coverage:
VRCO07-523LS, PGT121LS, PGDM1400LS
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LS Mutations Extend bNAb Half-Life

* LS mutations in Fc extends serum half-life of bNAbs from ~20 to ~70
days and also increases half-life in colorectal tissue

« Supports dosing every 6 months for HIV-1 prevention

HIV bnAb pharmacokinetics in VRC 602, VRC 605, HVTN 116 — Extended half-life of VRCO1LS in rectum (IHC)
VRC 606 clinical trials
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LS Mutations Extend bNAb Half-Life:
VRCO07-523LS, PGT121LS, PGDM1400LS
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Similar PK Profiles Support Dosing Every 6 Months:
VRCO07-523LS, PGT121LS, PGDM1400LS
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Clinical Studies of bNAbs for HIV-1 Prevention
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HVTN/HPTN bNAb Program:
Strategic Approach and Partnerships

* Proof-of-concept efficacy study (AMP) showed that a single bNAb can
protect humans from HIV-1 acquisition against antibody-sensitive virus

 Triple bNADb cocktail achieves outstanding coverage of global HIV-1 and
shows substantial therapeutic efficacy in 83% (10 of 12) of PLWH

* It is possible that prevention efficacy will be higher than therapeutic
efficacy as a result of limited transmitted/founder variants

« LS mutations extend antibody half-life and support convenient dosing of
the bNADb cocktail every 6 months

« Partnership to bring the optimal triple bNAb cocktail into phase 2
efficacy trials: HVTN, HPTN, NIAID, VRC, IAVI



HVTN/HPTN bNAb Program:

Goals
2027

* Initiate 2 harmonized phase 2 trials evaluating efficacy of a bNAb cocktail for
prevention of HIV-1 acquisition in populations at risk (Combo AMP)

* Define the regimen and efficacy trial design for prevention of HIV-1 in infants

2030-2032

 Analyze Combo AMP and determine neutralization correlates for each bNAb
to define optimal fixed dose combination regimen (2030-2031)
 Perform and analyze efficacy trial of bNAb cocktail in infants (2028-2032)




ALy
s

HVTN HPTN BIDMC/Ragon

Larry Corey Mike Cohen Boris Julg

Huub Gelderblom Nirupama Sista Victoria Walker-Sperling
David Montefiori Philip Andrew Malika Aid

Yunda Huang




