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What key question was asked?

Can broadly neutralizing antibody (bNAb) therapy impact the HIV
reservoir?

What was the key finding / take-home message? q

Changes in the size and composition of the intact proviral reservoir
after bNADb therapy.

How is this important for an HIV cure? N
Goal of HIV-1 cure research is to reduce or silence the
reservoir. \
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T,,2= 3.7 years 2IAS

Siliciano et al - Nature Medicine 2013

T,/o= 4 years (0-7 years)

T1,= 18.7 years (>7 years)

Peluso et al - JCI Insight 2020

T,/,2= 4.9 years

Cho et al - PNAS 2022
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Bournazos et al - JEM 2013

1. Broadly neutralizing antibodies mediate effector functions

2. Therapy with bNabs potentially eliminates infected CD4+ T cells and
reduces HIV-1 latent reservoir in people living with HIV
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3BNC117 + 10-1074
(30 mg kg~! each)
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bNAbs

- . Towards
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Group 1 - L Off ART+3BNC117-and 10-1074 - - Off ART OffART/A-
3BNC117

10-1074

©® Leukapheresis VY 10-1074 V 3BNC117 Gaebler et al - Nature 2022
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Plasma HIV-1 RNA (log,, copies/ml)

Group 1: Late Rebound/Ongoing Viral Suppression through dosing period
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Group 1: Early ART restart during dosing period
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Q4PCR Al an HIV Cure
RIAS

Sequences recovered
902 intact (12.6%) proviruses
6275 defective (87.4%) proviruses

bNAb Therapy ART alone

Intact

Structural Variation
Missing Internal Gene
LTR defects

MSD mutation
Non-Functional
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bNADb therapy (>7 years ART)
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bNADb therapy (>7 years ART)
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ART+bNADb (Group 2)
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RIAS
- Immunotherapy with 3BNC117 and 10-1074 was associated with significant

decrease in the intact proviral reservoir without measurable effect on the
defective reservoir

® Hypothesis:
® Antibody therapies might interfere with
O Time clonal expansion and reservoir
.’ o > maintenance by targeting dividing cells
.’: O that express viral proteins directly or

by enhancing CD8+ T cell immunity

- However, magnitude of the change in reservoir size after bNAb therapy was not
sufficient to delay rebound.
Outlook:
Longer, and larger studies to
determine immunological mechanisms
T T e T T T P > as well as a precise half-life of the
intact reservoir during antibody

therapy

AIDS 2022 Affiliated Independent Event



Nussenzweig Lab

Michel Nussenzweig

Lilian Nogueira
Elina Stoffel
Thiago Oliveira
Gaelle Breton
Victor Ramos
Alice Cho

Anna Gazumyan
Melissa Cipolla
Zijun Wang

Mila Jankovic
Masa Jankovic
Gabriel Scrivanti

NIH

Tae-Wook Chun
Susan Moir
Michael C. Sneller
Anthony Fauci

Randy Tressler
Steve Smiley

Marina Caskey
Katrina Millard
Martina Turroja
Allison Butler
Melissa La Mar
Leah Todd

Irina Shimeliovich
Juan Dizon
Mridushi Daga
Anna Kaczynska
Maggi Pack

Jill Horowitz

All lab members

MGH

Nikolaus Jilg
Johannes Scheid
Rajesh Gandhi

All study
participants!

Dennis Schaefer-Babajew
Adriana Barillas-Batarse
Jennifer McQuillan
Amy Huang

Kristie Gordon

Spencer Chen

Harald Hartweger
Marianna Agudelo
Shlomo Finkin

Thomas Hagglof
Charlotte Viant

Beth Israel

Mike Seaman

Monogram
Jacqueline Reeves

Christos Petroupoulos

For the Cure

i
rch Enterprise to Advance a Cure for HIV \\ 5

Towards

an HIV Cure
RIAS

Tﬁ/ﬁ%ﬁ THE ROCKEFELLER UNIVERSITY HOSPITAL
Clinical Research Office Nursing Staff
Kadija Fonfana Jill McCabe
Rhonda Kost Rita Devine
Facilitation Office Hospital
Arlene Hurley Barry Coller

Richard Hutt
Kathy Dowd
Donna Brassil

IRB

Sarah Schlesinger
Dale Miller
Vanessa Smith

RUH Pharmacy
Robert MacArthur

Barbara O’Sullivan

James Krueger

Administration
Maija Williams
Michelle Romanick

Biostatistics
Caroline Jiang
Roger Vaughan

BILL& MELINDA _

GAT};S foundation

Einstein-Rockefeller-CUNY
Center for AIDS Research

QA .
7 ¥
b
~

{ K
./
oy
L_/"‘,

BEAT-HIV

DELANEY COLLABORATORY




RAIDS 2022

Affiliated Independent Event

Towards

an HIV Cure
Christian Gaebler, MD, MS RIAS

Assistant Professor of Clinical Investigation
Laboratory of Molecular Immunology - The Rockefeller University

Pathways to an HIV cure, 28 July 2022

Broadly neutralizing
antibodies and the
HIV reservoir




