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I Summary of Biomarker Signatures in Ph1b Study in PLWH with Budigalimab

Budigalimab administered for short duration at low doses was well tolerated in PLWH. Target
Safety and PD engagement was observed at all doses with near-complete PD-1 receptor saturafion for ~10 weeks
post-ATI with four 10 mg biweekly IV doses

Explorato Biweekly administration of budigalimab 10 mg I\ for 4 doses led to delayed viral rebound and/or
P ry ART-free viral control in & of 9 participants who completed dosing, with 2 participants remaining off
Efficacy ART until the end of the study

Trends in budigalimab-dependent increase in T follicular helper-like cells, CO8+CXCR5+ cells and
Exploratory CD4+CCRE+ cells were observed in participants with low viral load

Biomarkers Viremia during ATl was associated with increased CDB+ T cell activation, proliferation, differential
transcriptomic trajectories, and TCR clonality/diversity

Phase 2 study (NCT06032546) examining ART-free viral control with budigalimab and ABBV-382 is
Next Steps I ongoing (Poster #411)

Program Abstract

Background: HIV infection is a major global health problem with ART-free viral control remaining an unmet need. PD-1
blockade offers a promising approach to help address this. We conducted a phase 1b randomized double-blind study
(NCT04223804) with an investigational PD-1 inhibitor, budigalimab, in people living with HIV-1 (PLWH) and included planned
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analytical treatment interruption (ATI) enabling exploratory efficacy and biomarker analyses. Budigalimab was well tolerated,
and ART-free viral suppression was observed in a subset of participants. Preliminary exploratory biomarker analyses
characterizing the impact of treatment and ATI are presented.

Methods: Safety, pharmacokinetics and pharmacodynamics were examined across multiple intravenous doses of budigalimab
(28710 mg; n=31) and placebo (n=10). Exploratory analyses examined off-ART viral load kinetics, PD-1 receptor saturation, T
cell activation and proliferation, plasma cytokines and chemokines, and genome-wide transcriptomic abundances.

Results: High peripheral PD-1 receptor saturation was observed for a period of approximately 10 weeks with 10mg Q2Wx4
doses of budigalimab. Six of 9 participants who completed the 10mg Q2Wx4 doses administered during ATI had delayed viral
rebound and/or off-ART viral control (HIV-1 RNA <1000 copies/mL), with 2 participants maintaining viral control off ART at
<200 copies/mL for over 29 weeks. None of the participants receiving placebo demonstrated this viral load kinetic profile.
Increased CD8+ T cell activation was observed and correlated with viral load during ATI. Participants with high viral load during
ATI displayed differential transcriptomic trajectories as compared to the profile in participants with low viral load (HIV-1 RNA
<1000 copies/mL). Budigalimab treatment was associated with more frequent increases in plasma CXCL9 and CXCL10 during
ATI as compared to placebo, though there was no association of these markers with treatment response. A trend in
budigalimab-mediated expansion of peripheral CXCR5+CD8+ T cells, T follicular helper- like cells and CCR6+CD4+ T cells was
observed in the participants with low viral load, potentially contributing to HIV-specific T cell responses.

Conclusion: Low dose budigalimab was well-tolerated in Phase 1b studies in PLWH. The exploratory efficacy and biomarker

responses highlighted encouraging characteristics of budigalimab in facilitating immune- mediated viral control, warranting
further evaluation in Phase 2 studies.between host immune responses and viral persistence.

| Presenter Disclosure Information

In compliance with the conflict-of-interest policies,
Preethi Krishnan is an employee of AbbVie, Inc. and may own AbbVie, Inc. stock or stock options

Additional author disclosures: MR is a speaker for AbbVie, Gilead Sciences, ViiV Healthcare, and Janssen and a
consultant for Gilead Sciences, ViiV Healthcare, Merck, and Abbott. JL has no disclosures to declare. AGPdS, HS, RT,
TR, TV. FZ, MO, AV, DC and PD are employees of AbbVie, Inc. and may own AbbVie, Inc. stock or stock options

Funding: AbbVie, Inc. funded this trial and participated in the trial design, research, analysis, data collection,
interpretation of data, and the review and approval of the publication. All authors had access to relevant data and
participated in the drafting, review, and approval of this publication. No honoraria or payments were made for
authorship

I Anti-PD-1 mAb, Budigalimab: Investigation of Inmune-Mediated HIV-1 Control

Chronic HIV-1 disease results in immune exhaustion and dampens T-cell responses through upregulation of inhibitory co-
receptors or “immune checkpoints,” such as PD-11

* PD-1 inhibitors are approved as cancer immunotherapies, and in HIV-1 infection, offer a potential approach to enable durable
viral control without ART through reversal of T-cell exhaustion and restoration of T-cell functionality24

= Budigalimab is an investigational humanized, recombinant IgG1 L234A L235A mAb

+ Phase 1 frials in solid tumors show multi-round 250 mg IV Q2W or 500 mg IV Q4W dosing has similar efficacy and safety
profile for cancer patients as that of approved PD-1 inhibitors58

Study M19-939 (NCT04223804) is a phase 1b randomized double-blind study to investigate a shorter course of low-dose
budigalimab in PLWH undergoing analytical treatment interruption (ATI)

I Objective: Identify potential efficacious dose and regimen of budigalimab with a favorable safety in PLWH

I Outcomes: Safety, pharmacokinetics, PD-1 receptor saturation, biomarkers, viral kinetics
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I M19-939: Phase 1b Randomized Double-Blind Study of Budigalimab in PLWH

Study Design
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I M19-939: Phase 1b Randomized Double-Blind Study of Budigalimab in PLWH

Study Design
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I Exploratory Efficacy: Viral Load Kinetics During ATI

Biomarker Signatures in Phase Ib Study With PD-1 Inhibitor, Budigalimab, in PLWH Undergoing ATI

Viral Load in All Participants Undergoing ATl
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Biomarker Signatures in Phase Ib Study With PD-1 Inhibitor, Budigalimab, in PLWH Undergoing ATI

10 mg Q2Wx4 Budigalimab: Participants With Delayed Viral
Rebound and/or Off-ART Viral Control@ (N = 6 of 9°)
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I Exploratory Biomarkers: Markers Associated with T cell Activation
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[ Increased CO8+ T cell activation (HLA-DR, not

shown) and proliferation (KiG7) observed and
correlated with viral load during ATI

Viral rebound and budigalimab treaiment associated
with more frequent increases in CXCLS (MIG) and
CXCL10 (IP-10)

« Mo longitudinal changes in IL-6, IL-8, IL-10, IL-
12p70, IL-15, IL-18, MDC, BCA-1, IL-21, MIP-
3a, TARC, Tgf-p1 or PD-L1 were observed (data
not shown)

+ Increase in HIV specific T cell response to HIV gag

peptide pools cbserved in a limited analysis in a
subset of samples correlating with viral load (data not
shawn)
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I Exploratory Biomarkers: Inmunophenotyping T Cell Subsets
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A trend in budigalimab-mediated expansion of peripheral CXCR5+CD8+ T cells, T follicular helper-like (Tg,) cells and CCRE6+ CD4+ T cells
observed in the participants (1 to 5) with low viral load

« Al baseline, 71 £ 14% of the CD3+/non-nalve/CXCRS+ cells expressed PD-1 (not shown)
+ Af baseline, 42 + 8% of T,,—like cells expressed PD-1 (not shown)
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I Exploratory Biomarkers: Pharmacogenomic Analyses

Viral Load vs nse*Time
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+ To identify transcriptomic differences associated with viral control, participants with low (<1000 copies/mL) vs high {=1000 copies/mL) viral load
in 10 g groups were compared with FBO
+« ALFDR = 0.15, 130 differentially expressed genes (DEGS) identified. The DEGs were enriched in chromosomal organization genes and
contained numerous immunoglobulin (Ig) and histone genes
+ Expression of most (97%, 126/130) DEGs tended to increase in participants with high viral load, and were not associated with budigalimab
treatment
* TCR/BCR repertoire analysis is ongoing. Preliminary analysis indicates expansicn of TCR alpha and beta clonality and CDR3 sequence
diversity during viremia (data not shown)
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