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HIV cure strategies will require a combined strategy
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HIV cure: a hurdle race
I- Viral reservoirs
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HIV cure: a hurdle race
II-Immune responses

Viral replication in lymphoid organs
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Strategies targeting the viral reservoir

Kill infected cells
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Strategies seeking to reinforce host barriers

Inducing Immunotherapies
intrinsic resistance
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HIV cure: an increasing number of clinical trials

Ongoing interventional studies

TAG DN

Treatment Action Group

https://www.treatmentactiongroup.org/cure/trials/

22 monoclonal antibodies (bNAbs)

12 including vaccine candidates

12 Cell therapies (including CAR cells)

9 Cell modulators (BCL2 inhibitors, jak/kinase inh, mTOR...)
9 ART based (early treatment, intensification, ATI...)

6 other gene editing technologies

4 Latency reversal agents

4 TLR7/TLR9 agonists

4 cytokines

2 Immune checkpoint inhibitors



bNADbs, versatile tools against HIV-1 infection

Neutralizing
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Beyond neutralization

Ma:rophage.

1.Complement dependent
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2. Antibody-dependent cellular
cytotoxicity (ADCC)

Schriek et al Antiviral Res 2024

Vaccinal effects?




Developement of broadly neutralizing antibodies in rare individuals

Screening of plasma for breadth = Classification of broad neutralizers = Mapping the targets of bNAbs
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Determinants of bNAb development,
exposure to antigens and viral diversity
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4,484 individuals from the Swiss HIV Cohort Study
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Coordinated antibody response in people controlling HIV-1 without ART

Cross neutralizing activity found in some PTCs related to sporadic viral exposure
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Autologous neutralizing antibodies increase with early ART and shape HIV rebound after treatment interruption
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bNAbs for passive
administration
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Single cell sorting
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Antibody cloning
and expression

bNAbs for passive administration protocols

bNAbs in clinical trials
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bNAbs: maintenance of viral suppression after ART discontinuation
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People maintaining undetectable viremia despite bNAbs waning titers
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Mechanisms associated with post-intervention control?
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Key role of CD8+ T cell responses

a L bt
v viralrebound  Infection with
! intwomice autologous virus i
' . H
O N .
' ¥ 50 !
: | A ’ !
H H
: u :
H "
'
é o] 0] ®
NSG mCD4" T cell Start of weekly Infection Infection mCD8" T cell
engraftment blood sampling engraftment
- /L Il Il Il } v/
V/4 T T T T 7/ T
0 3 4 5 6 il
Groups Weeks post-mCD4° T cell engraftment
-CD8" Tcells ). 0
4 ¥l
+CD8" Tcells T§_:T. )T ®
b -CD8' T cells c +CD8' T cells
g H
5§ & E § 5 E
§ % 8% g 3 8%
£ £ %8 £ £ 8§
—~ 87 ' ' ' 5 ~ 8- ' '
2 o ! & P
@ .
S i [ Fa o 2 i [ .
s 7 o g z’ L e
E % / s~ O
£ ! ' - —Q..._ ~ > —— =N L3 o 5 | r N / ?‘ - |
g o | . X z 5 . AV
H H H . : - @ i 1 I f
@ | H 1 i e a ' v
2@ ' ' ': s A -2 & .ﬂé_ | ¥ ,' H ."( .
s ' ' X -
2 5 e sy s AT 2 S 54 R I pa—
] ' 1 W o 7 e 3 i i [
< :.',5}’-"‘.—?,‘.!*11»:_ < Vo s p—
F4 ' ¥ v . £ o = H [y /4 \
- <§ ; g F o ezl /
I = A C/ore 8 g o i) e
= A AN a = v | ~d
I 1 i ! = I N
34 AN ¥ o Fa g 3+ - 1 ”
I ' ks ' ]
LOD ---@— -"(":””: —————————————————————— 2(3' LoD -——-0—-6—‘“—»} ——————————————————————
T T T T T T T T T - T T T T T T T T T
2 3 4 5 6 7 8 9 10 M 2 3 4 5 6 7 8 9 10 1M

Weeks post mCD4" T cell engraftment

Fisher etal Nat Immunol 2026

Weeks post mCD4'" T cell engraftment

(°'6oy) pooiq 11 sed s180 1,800 —



A. Antibody engineering and bispecifics
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Beyond passive administration, the bNAbs in the HIV cure agenda
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ANRS 176 RHIVIERA 02: Potential for HIV remission of ART and broadly
neutralizing antibodies delivered during primary HIV-1 infection

Mﬁ p ANRS 176 RHIVIERA 02: primo-bNAbs
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Viral Load
(RNA copies/ml)

Monitoring viral rebound
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