RCUS

BIOSCIENCES

— 4 8
.I
T m—

Fc-silent Anti-TIGIT Antibod A ffer Best-i
Potential By Potentiating Robust CD8*

T Cell-Mediated Anti-tumo #n ity Witho
Peripheral Regulatory T Depletion

Kelsey E. Sivick Gauthier, PhD
Director, Biology
March 18th, 2024




2

Co-blockade of TIGIT and PD-1 is Required for RCUS

Full Activation of the CD226 Axis PIOSCIENCES
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Fc-silent Anti-TIGIT Promotes Anti-tumor Immunity RCUS
Without Regulatory T Cell (T,.,) Depletion (OSCIENCES
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T..q and Exhausted CD8* T Cell Subsets in Human RCUS
NSCLC Tumors Co-express PD-1, TIGIT, and CD226 PIOSCIENCES

Exhausted T Cell Differentiation

Circulating and Resident Terminally
precursor exhausted (T ,e4) Differentiated (T,.y)

©O—e—0—@

Self-Renewa
Proliferation
Cytokine Secretion
80- l—.** ,ﬂ ] Circulation '
60 O lﬂ.ﬂ.l@ﬁ
" Cytotoxicity |

Inhibitory Receptors

Targets of PD-1 & TIGIT
dual blockade

% PD-1"TIGIT'CD226"
N b
? % 9




Fc-silent Anti-TIGIT Potentiates Precursor Exhausted
Tumor-specific T Cell Activation and Differentiation
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AB154 (or dom) and AB308 are Potent Anti-TIGIT
Antibodies in Clinical Development
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In Contrast to Fc-enabled AB308, Dom Does Not RCUS
Promote ADCC Against Peripheral Human T, in vitro o
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In Contrast to Fc-enabled AB308, Dom Does Not RCUS
Deplete Peripheral T, in Phase 1 Patients with 510SCIENCES
Advanced Solid Cancer
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Peripheral eT,., Have Higher Levels of TIGIT and are RCUS
Preferentially Targeted by NK Cell-mediated ADCC PlosclENcEs
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Fc-silent Anti-TIGIT Potentiates Anti-tumor Immunity RCUS
While Avoiding Depletion of Peripheral T [OSCIENCES
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TIGIT is an Inhibitory Receptor that Outcompetes the
CD226 Activating Receptor for Shared Ligand CD155
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T..q and Exhausted CD8* T Cell Subsets in Human RCUS
NSCLC Tumors Co-express PD-1, TIGIT, and CD226 PIOSCIENCES
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Exhausted T Cell Subsets in Human NSCLC Tumors
Express PD-1, TIGIT, and CD226
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MC38 is an Ideal Experimental Model to Evaluate

Anti-PD-1 Combination Partners

e Model: The MC38 colon carcinoma

model is T cell infiltrated and anti-PD-1 ,)k\ —

responsive

* Readouts: Tools exist to monitor
endogenous MC38 cancer cell-specific
CD8* T cell responses

« Surrogate antibody design: Fc-silent
domain for a pure blocking antibody

— Avoid tumor-specific effector T and NK cell killing

— Avoid toxicities associated with peripheral T
depletion
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Fc-silent Anti-TIGIT Potentiates Expansion of

Tumor-specific CD8* T Cells and Tumor Control
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Addition of Dom to Anti-PD-1 Zimberelimab (Zim) Resulted

in a 33% Reduction in Risk of Progression or Death as
Compared to Zim Alone in PD-L1 High Metastatic NSCLC

RCUS
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- Addition of dom to zim does not appear to add any meaningful toxicity

2023 ASCO; ARC-7 (NCT04262856) is a randomized Phase 2 study
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In Contrast to Fc-enabled Anti-TIGIT, Dom Does Not
Promote ADCC Against TIGIT Expressing Cell Lines

Target: CHO x TIGIT Killing is Fc Dependent
-~ 25_ %k %k %k k
GJ — ****
= qéa 2.0-
F ©
S 5 1.5
o)
o\o Nans
0.5
TIGIT:
Fc-enabled Fc-silent
lgG1 Fc, lgG1 Fcg
I AB308 dom
M Fab,,.+ Fc, Fabpgspst FCs

RCUS

BIOSCIENCES

Killing Correlates
with TIGIT Expression

—_— —_—
3

% Dead Target
(fold change)
T

o
|

TIGIT: _ ——

<><>§f7§%%

I AB308

om



Based on FoxP3 and Helios Expression, Three Subsets /XRCUS
of T,., Can Be Identified in Human Peripheral Blood SRR
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20 sakaguchi et al (2020) Ann Rev Immunol
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