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We are working to build a multi-bnAb vaccine regimen for high

breadth and potency

V2 apex (PCT64/PG9 class)

Willis et al Immunity 2022
Melzi et al Immunity 2022
Ma et al. Sci. Immunol. 2025

CD4bs (VRCO1 class)

Leggat et al. Science 2022
Cottrell et al. Sci Trans Med 2024
Wang et al. Sci Immunol 2024
deCamp et al. npj Vaccines 2024
Willis et al. Science 2025

Lin et al. PNAS 2025

trimer delivery by mRNA in humans
relevant to all epitopes

Ramezani-Rad et al. Sci Trans Med 2025

Parks et al. Sci Trans Med 2025

selected publications from our collaborations

V3 glycan (BG18/PGT130 class)

Steichen et al. Science 2024
Xie et al. Science 2024
Madden et al. Immunity 2025

MPER (10E8/LNO1 class)

Schiffner et al. Nat. Immunol. 2024
Ray et al. Nat. Immunol 2024
Rantalainen et al. Nat. Comms 2026

multi-priming (3- or 4-way)

Sutton et al. Sci. Immunol 2025
Xie et al. Sci. Immunol 2025



Strategy to induce bnAbs: Germline-targeting vaccine design
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Proof of concept for GT priming:
eOD-GT8 60mer induced VRCO1-class precursors in 97%
of vaccine recipients in the 1AVI G001 clinical trial
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VRCO1-class mAbs elicited in GOO1 bind CD4bs with same angle of

approach as bnAbs
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Now building on the successful prime+boost1 in IAVI G002 and
successful priming in Africa in IAVI G003
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Vaccination with mRNA-encoded nanoparticles drives early
maturation of HIV bnAb precursors in humans
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eOD-GT8 60mer mRNA-LNP primed VRCO1-class responses to high
frequencies in 94% of vaccinees in IAVI G002 (US) and G003 (Africa)
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Robust vaccine induction of maturation toward bnAb in humans:
“Elite” VRCO1-class B cells with =5 key residues, corresponding to Abs with
neutralizing activity, were detected in most participants and had high frequencies

and high polyclonality
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CryoEM shows that VRCO01-class BCRs elicited by eOD—core bind
trimer with VRCO01-class binding mode
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Conclusions from IAVI G002+G003:

+ The immunological results establish clinical proof of concept that heterologous boosting
can advance bnAb precursor maturation; demonstrate bnAb priming in Africa, where the
HIV burden is greatest; and encourage development of additional boosters to induce
bnAbs.

% The high rate of urticaria in IAVI G002 compared with clinical studies of non-HIV mRNA
vaccines suggested a role for the HIV antigens expressed by mRNA, which will require
further investigation and mitigation in future studies.

Current and next steps:

s IAVI G004 testing lower dose prime-boost regimen from G002 currently ongoing in
So.Africa. Also testing BG18-class priming immunogen. All as Moderna mRNA.

s If safety and immuno from IAVI G004 are acceptable, we aim to conduct a follow on study
attempting to induce bnAbs with a full boosting regimen

+ Pre-clinical studies ongoing to finalize bnAb-inducing sequential boosting regimens
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