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DURING THERABY CONFLICTS OF INTEREST
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Dr. Peluso has served on a Data Safety Monitoring Board for American Gene
Technologies.
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HIV PERSISTENCE .
ourneThereY - Community Summary

* In an non-interventional study, we evaluated HIV rebound dynamics in
PWH pausing ART who were prior non-controllers vs. controllers

* In comparison to non-controllers, controllers had different rebound
dynamics including reduced slope of rebound

* The rebound dynamics in an immunotherapy trial among PWH who
exhibited post-intervention control was indistinguishable from the
spontaneous controllers in the non-interventional study

 Understanding the interactions between the virus and immune system in
both contexts can guide future HIV cure trials

www.hiv-persistence.com



SWAREL Background

 The early host-virus interactions
immediately post-ART (“the intercept”)
likely determine how well the immune
system can control HIV

On ART Off ART

 Deep investigation of this early period may
lead to novel cure strategies or biomarkers
of delayed rebound or low set point

Plasma HIV RNA

 We explored the early viral dynamics of

spontaneous and post-intervention control Time
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orinereary - Mlethods: SCOPE-ATI Study
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Non-Cont: >200 cpm
Cont: set point
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urnetieart | Results: SCOPE-ATI Study

e 20 PWH on ART: 13 prior non-controllers and 7 prior controllers on ART
 Median age 59 years (range 32-75)
* 25% women
e 70% White, 20% Black, 10% Latino

 Compared to non-controllers, known prior controllers had:
 Longer time to rebound: 15 vs 38 days, p=0.004
 Longer duration of “detected, not quantifiable”: 8 vs 21 days, p=0.1
 Longer duration off ART: 23 vs 102 days, p<0.001

* Total duration of viremia (non-controller): median 7 days (3-13)
(D4 counts stable, no acute retroviral syndrome, no transmissions
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ourne iy | Results: SCOPE-ATI Study
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ourne iy | Results: SCOPE-ATI Study

* Linear mixed effects model to regress for each individual over time
 Added each group to compare slopes of individual curves
* 0.24 log/day in non-controllers vs 0.03log/day in controllers, p<0.001
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Methods: UCSF-amfAR Study

Therapeutic vaccination
(CE-specific T cells)

Vaccine boosting
Reservoir reduction

Vaccinal effect; blunted
rebound

Conducted concurrently (2020-2023) with SCOPE-ATI study

Weeks 0, 4, 12 Week 20 Weeks 24-34 Weeks 34-80
) A e
% q b q %t A
D) ;
Conserved MVA boost bNAbs TLR9 Agonist bNAbs Analytic
element 10-1074 Lefitolimod 10-1074 treatment
vaccine via VRC07-523LS VRCO07-523LS interruption
electroporation (Set-point)
Phase 1, single-arm study of non-controllers on ART
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prneherry | Results: UCSF-amfAR Study
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rnetiesy - Results: Modeling Rebound in Both Studies
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rne ey Results: Modeling Rebound in Both Studies
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puriNG THERAYY | Conclusions
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ART Coordinated response involving
innate and adaptive immunity

Antigen-presenting cell

CD8* T cell

7.©

CD4* T cell

Viral load

‘ Long-term control

Natural killer cell
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Antibody—~

Months to years Weeks

Landovitz, Scott, Deeks Nat Rev Microbiol 2023

www.hiv-persistence.com



HIV PERSISTENCE .
DURING THERAPY Conclusions

 The HIV rebound dynamics of post-interventional control in the UCSF-

amfAR study were similar to those observed in spontaneous controllers
in the SCOPE-ATI study

 The delay in rebound and slow rate of increase suggest that for immune
control to be achieved, the responses need to be present and functional
just as the virus begins to spread

* Intense studies on the biology of the intercept period could lead to novel
cure strategies and the identification of biomarkers that might predict
how well virus may be controlled after rebound
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