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Conclusions Plain Language Summary
 |n virologically suppressed people with HIV, administration of amtabafusp alfa was * Antiretroviral therapy is a type of medicine that treats HIV and helps stop the
associated with a coordinated immune response, including cytokine induction, as well virus from spreading
as CD4" and CD8" T-cell engagement, redistribution, activation, and proliferation — However, if people with HIV stop taking this therapy, the virus can return;
* T cell-related cytokines initially increased in a dose-dependent manner and this happens because some HIV hides in cells in the body where the
plateaued at higher exposures, whereas proinflammatory and regulatory cytokines medicine cannot reach
continued to increase with escalating doses  Amtabafusp alfa is being studied as a new type of medicine that helps the
* HIV-1 proviral DNA levels did not significantly change after amtabafusp alfa immune system find and kill cells with HIV, including those that hide from
monotherapy, suggesting combination regimens may be necessary to impact the antiretroviral therapy
latent HIV-1 reservoir — Researchers are studying this medicine as part of a combination of drugs that
 Amtabafusp alfa administration was associated with pharmacodynamic changes might help cure HIV
consistent with the mechanism of action of bispecific T-cell engagers  This study showed that amtabafusp alfa made the immune system more active;
* Overall, these findings highlight the potential value of combining amtabafusp alfa with however, it did not reduce the amount of hidden HIV in the body
latency-reversal strategies to enhance target engagement and enable measurable - More studies are needed to understand whether amtabafusp alfa can be combined
iImpact on the latent HIV reservoir with other drugs to help cure HIV

Introduction Methods

* The persistence of a latent viral reservoir represents a key _ _ _ « A randomised, blinded, placebo-controlled, Phase 1b study was conducted in VS PWH aged =18 years on stable antiretroviral
barrier to achieving an HIV cure’ Figure 1. ABF Mechanism of Action therapy (Figure 2)
» Bispecific T-cell engagers have the potential to redirect E“‘*Z’J;’f |§;‘sr;§;'°n « Participants were randomised to receive intravenous infusions of ABF or placebo in single ascending doses (SAD; 0.3-150 mgq)
cytotoxic T cells to cells harbouring HIV, targeting them /\ or multiple ascending doses (MAD; 30 mg at first dose, followed by 30 mg or 75 mg every 2 weeks for 5 doses total)
for elimination=? o ¥ - At prespecified time points, CD3RO, absolute CD4* and CD8* T-cell counts, and markers of T-cell activation (CD69) and
 Amtabafusp alfa (ABF; GS-8588) is a novel HIV bispecific E;ficetl?r proliferation (Ki-67) were assessed by flow cytometry; serum cytokines were measured using Meso Scale Discovery V-PLEX assays
T-cell engager consisting of an envelope (Env)-targeting « The latent viral reservoir was measured using the intact proviral DNA assay (Accelevir)
engineered CD4 domain 1 variant paired with an anti-CD3 Cell harbouring
T cell-engaging antigen-binding fragment (Figure 1) proviral Din "Illtl‘;‘,glga,:‘j\d
— In vitro, ABF facilitates potent, broad, and specific Figure 2. Study Design
killing of CD4* T cells harbouring a diverse panel of oos , Day
HIV clinical isolates? | - A/ T . ol N
— ABF demonstrated no adverse findings in nonhuman D1"\>=< Antens 03mg(n=1) °D3R_°s‘:‘mp"“ga C H B
primate models45 and was generally safe and well | smo (1= 1) _
tolerated in a Phase 1b study of virologically suppressed éé g §2;§§ [ romincptenctying
(VS) people with HIV (PWH)®.7 e Qggss 1BOmE (=8| oo . . . . . Randomised, blinded, placebo-controlled,
_ _ (GS- ) '(f:‘?aﬁt e Phase 1b study
- In VS PWH, medlan CD3 receptor OCCUpanCy (CDBRO) In ABF, amtabafusp alfa; D1v, domain 1 variant; Env, envelope. Key e||g|b|||’[y criteria:
CD2* T cells increased proportionally to dose and peaked F WA QH I | @l ) / P I//LW/ ¥ At At . Aged =18y
at 70%, 83%, and 91% 2 hours after administration of 1 4 B 151617 22 293031 36 434445 50 57585060 64 71 78 85 % 113 127 155 « Plasma HIV-1 RNA <50 copies/mL
ABF 30 mg, 75 mg, and 150 mg’ reSpeCtively, indicating CD3R’IOsamp|ing I L I L I » VS on stable antiretroviral for 26 mo
T-cell engagement; no CD3RO accumulation was observed For CD3RO in the Phase 1b study of 30 mg (n=6) fy;: . CD4* cell count 2350 cells/pL
after multiple dosing®” VS PWH, please scan the QR code Upto75ma =) I jmmunophenyping
P o, i1 L]
IPDA

(intact and total)

aFor the SAD cohort, CD3RO samples were collected on Day 1 at predose and multiple time points up to 48 hours post dose and at any time during all other clinical visits where CD3RO samples were collected.

bThe cytokine serum sampling schedule was subject to alteration based on emerging data. Cytokine serum sampling was conducted predose, at the end of the infusion, and at 4 hours post dose on dosing days, in addition to the other time points indicated.
¢Samples of whole blood for T-cell responses were collected predose on dosing days.

dCD4*/CD8* T-cell count sampling was conducted predose on dosing days.

¢For the ABF 30 mg group within the MAD cohort, CD3RO samples were collected on Day 1 at predose and at 2 hours post dose; on Days 15, 29, and 43 at predose; and at any time during all other clinical visits where CD3RO samples were collected. For the
ABF up to 75 mg group within the MAD cohort, CD3RO samples were collected on Days 1, 15, 29, 43, and 57 at predose and at 2 hours post dose and at any time during all other clinical visits where CD3RO samples were collected.

fSamples of whole blood for T-cell responses were collected at additional time points not shown.

ABF, amtabafusp alfa; CD3RO, CD3 receptor occupancy; IPDA, intact proviral DNA assay; MAD, multiple ascending dose; Q2W, every 2 weeks; SAD, single ascending dose; SD, single dose; VS, virologically suppressed.

Objective

 To evaluate the effect of ABF administration on immune biomarkers and the HIV-1 reservoir in VS PWH

Results

Study Participants T-Cell Immunophenotyping and Counts » Ki-67 expression, a marker of T-cell proliferation, increased on both CD4+ and CD8* T cells following ABF administration,
with peak expression observed between Days 4 and 8 (Figure 5A
+ A total of 54 participants (SAD, n = 37; MAD, n = 17) were randomised « CD69 expression, a marker of T-cell activation, P P y (Figu )
and received =1 dose of study drug increased on both CD4* and CD8* T cells following « Consistent with increases in Ki-67 expression, peripheral CD4* and CD8* T-cell counts increased following ABF
ABF administration, with peak expression observed administration in both SAD and MAD cohorts (Figure 5B)

— Of these, 39 participants (SAD, n = 26; MAD, n = 13) received ABF

on Day 4 (Figure 4)

and 15 participants (SAD, n =11; MAD, n = 4) received placebo
Cvtoki R * Repeated increases in CD69 expression were observed Figure 5. (A) CD4* and CD8* T-Cell Proliferation and (B) Peripheral T-Cell Counts Following ABF Administration
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B. W T cell-related cytokines M Proinflammatory and regulatory cytokines = « The fold changes from baseline for both intact and total proviral HIV-1 DNA were not significantly different between ABF
2 Y e R - and placebo cohorts (Figure 6)
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changes in immune biomarkers associated with ABF administration
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