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T-Cell Responses Induced by HTI Vaccines and Vesatolimod
Correlate With Improved Control of HIV Rebound
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Methods

AELIX-002 (NCT03204617) and AELIX-003 (NCT04364035) were randomized, placebo-controlled studies in early-treated people with HIV of HTI vaccines
given alone or in combination with VES, respectively (Figure 2)-®

Background

* Vaccination with HIV-specific T-cell immunogens is a key component of a potential HIV cure strategy .

e The HIVACAT T-cell immunogen (HTI) redirects cellular immune responses to HIV targets associated with viral control'? (Figure 1)
* Populations, ATI design, and ART resumption criteria were the same in both trials

Figure 1. Identification of beneficial T-cell targets that confer protection in HIV-controllers Figure 2. AELIX-002 and AELIX-003 study designs
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Protective ratio was calculated as the ratio of the median viral loads between OLP non-responders and OLP responders.

ART, antiretroviral therapy; ATI, analytical treatment interruption; ELISpot, enzyme-linked immunospot; HLA, human leukocyte antigen; HTI, HIVACAT T-cell immunogen; IFN-y, interferon gamma; pVL, plasma viral load;
ELISpot, enzyme-linked immunospot; GM-CSF, granulocyte-macrophage colony-stimulating factor; HTI, HIVACAT T-cell immunogen; OLP, overlapping peptide.

VES, vesatolimod.

* HTlis a 529 aa immunogen that includes regions of Gag, Pol, Vif, and Nef covering 26 beneficial overlapping peptides (OLP) identified with a protective ratio
> 1 and linked by triple alanine sequences (AAA). Post-vaccination responses to regions covered by HTI in the HVTN 502 (STEP) trial exhibited higher in vitro
virus replication inhibition capacity and were associated with lower viral set points in breakthrough infections?

Analyses

* Longitudinal changes in HTI-specific T-cell responses were measured by IFN-y enzyme-linked immunospot (ELISpot) up to the start of ATI, and magnitude,
breadth, and focus of the responses at ATI start were compared between studies

* Longitudinal changes in total and intact proviral HIV-1 DNA and levels at ATI start were compared
Viral rebound dynamics were compared between studies

* Vesatolimod (VES), a toll-like receptor-7 agonist, activates immune responses, potentially leading to improved HIV control. VES induced a modest delay in
HIV rebound in HIV controllers who stopped antiretroviral therapy (ART). The combination of VES with Ad26/MVA vaccination improved virologic control and
delayed viral rebound after ART discontinuation?® e

* Correlations between efficacy and clinical and immune parameters were investigated

Ob- t- * Pooled survival analysis of efficacy outcomes was undertaken using the Gehan—Breslow—Wilcoxon test stratifying the trial participants by HTI responses
jeC IVGS reached in the active and placebo arms
* To report AELIX-003 final immunogenicity results, and AELIX-002/AELIX-003 pooled analyses of immune correlates of virological outcomes after a 24-week

analytical treatment interruption (ATI)

Resu |tS Figure 5. HTI breadth Table 3. Viral rebound parameters during ATI
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Weeks since discontinuation of ART
Participants in ATI at risk
High HTI | 26 11 5 4 2 1 0
Low HTI | 26 6 1 0 0 0 0
Placebo | 32 7 1 1 0 0 0

Weeks since discontinuation of ART
Participants in ATI at risk
HighHTI | 26 26 19 19 18 17 12
LowHTI [ 26 25 9 5 4 4 2
Placebo | 32 29 19 13 9 9 5

Weeks since discontinuation of ART
Participants in ATI at risk
HighHTI | 26 24 15 14 11 11 7
LowHTI [ 26 15 5 2 2 2 2
Placebo | 32 21 7 5 5 4 4

* Viral outcomes during ATI (time to first detectable, time to reach plasma viral load [pVL] > 10,000, peak
pVL reached, last pVL before ART resumption, time off ART) were comparable between participants in
the 2 studies (Figure 7 and Table 3)

vaccine + VES recipients, respectively (Figure 4)

Figure 4. Focus of HTIl-specific responses
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HTI responses at ATl start in the AELIX-003 trial were similar to those induced by
the more complex AELIX-002 vaccine regimen

Average distribution of total HIV-1 T cells according to their specificity at the indicated timepoints. HTI-specific responses are shown for placebo
(blue) and active (red) arms. The other non-HTI HIV-1-specific responses are shown in gray.

ATI, analytical treatment interruption; C, ChAdOx1.HTI; D, DNA.HTI; HTI, HIVACAT T-cell immunogen; M, MVA.HTI.

Individual and median HIV-1 pVL during the 24 weeks of ATl in both trials, for all placebo (blue) and active (red) arms. Lines are interrupted at week
of ART resumption. Dotted lines represent limit of HIV-1 pVL detection and the 10,000 and 100,000 virologic thresholds for ART resumption.
ATI, analytical treatment interruption; ART, antiretroviral therapy; pVL, plasma viral load.

* The magnitude of HTI T-cell responses correlated with better viral control during AT
 Participants with HTI-specific responses above 835 spot-forming cells / 10° peripheral
blood mononuclear cells—corresponding to the median magnitude of the pooled
active participants at ATI start—had a significantly delayed and slower viral rebound,
and an increased time off ART versus individuals with below the median responses
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* The magnitude of HTI T-cell response as a potential correlate of improved viral
control during ATI needs to be confirmed in future trials
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