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T cell Engagers for Cancer Immunotherapy
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T cell Engagers (TCEs) are classically designed
as bi-specific antibody like proteins that
simultaneously engage

T cells and tumor cells leading to targeted
tumor cell death

Targeting of T cells through anti-CD3 arm
leads to T cell recruitment and activation

Targeting of tumor cells through
anti-Tumor Associated Antigen (TAA) antibody
increases specificity of killing



Tumor Mutational Burden

T Cell Engagers Active in Solid Tumors, but Unmet Need Remains
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Mechanisms associated with immune escape to
PD-L1/PD-1 inhibition

Adapted from Hedge and Chen 2020 Immunity 52
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE ”

Tarlatamab in Small-Cell Lung Cancer after
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Zymeworks Trispecific Co-Stimulatory T Cell Engagers: Overcoming Lack of Efficacy and Durability of Resporsesworks
in Solid Tumors by Optimization of Signal 1 and 2

Low T cell infiltration and primary or treatment related T cell Zymeworks Trispecific Co-Stimulatory Program
anergy remain challenges in the treatment of solid tumors

T cell
Limited T Cell

Infiltration Provides Signal 1 (CD3) and Signal 2 (CD28)

in one molecule to increase
T cell activation and proliferation

Signal 1  Signal 2

Tumor Cells

o3 Engineered to balance signal 1 and 2 for

optimized target-dependent

g o CD28
"' T cell activation and expansion

TriTCE Co-Stim have the potential to
provide more durable responses and
reinvigorate T cell responses in ‘cold’
tumors with lower T cell infiltration

Healthy Cells

Arvedson T et al Ann Rev Cancer Biol2022
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Balance of T Cell Activation by Signal 1 and Signal 2 Critical to Achieve Optimal T Cell

Activation And Prevent Severe Adverse Events

No signal 2
T cell anergy and limited T cell
proliferation

T cell anergy, reduced T cell
activation and proliferation

Making a Meaningful Difference

Optimal Signal 1 and Signal 2
T cell activation and proliferation

Optimal signal strength for T cell activation

Zymeworks

Strong T cell (CD28) Activation
Induction of cytokine release syndrome (CRS)
and/or immune-related adverse events (irAEs)
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Activation of
autoreactive Tcells

Toxicities associated with T
cell overactivation




CD28 Co-stimulatory T Cell Engager Approaches

Bispecific CD28 T cell Engagers

T cell

PSP CD28 x TAA +/- PD1

Limitations:

Initial clinical activity for CD28-TAA
+PD1, but potential toxicity due to
autoreactive T cells’

Trispecific CD28 T cell Engagers

T cell . .
= First Generation:
Signal  Signal
A « High affinity CD3 and CD28
9 !‘ 1 r superagonist paratopes23
4 L
ILR...,“[I“A ~~~~~ coz8 « T cell binding, activation and TMDD
Y §'I.\ observed in periphery23

« Target-independent activity and T cell

{/ Vﬂ activation
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T cell

Signal  Signal
1

Zymeworks

CD28 x TAA + CD3 x TAA

Limitations:

» Optimized for single agent activity and strong CD28 agonism, potential for
similar toxicity to CD28-TAA and difficult to optimize by dose adjustment

» Exposure of two molecules at required dose levels potentially suboptimal

Zymeworks’ Next Generation Solution:

» Balanced low affinity CD3 and CD28 engagement

» Conditional CD28 binding that only binds in cis with CD3 engagement
« Strict target-dependent activity and T cell activation

* |dentified via Azymetric™ screening of various antibody geometries and
CD3 and CD28 paratope affinities



Trispecific T cell engager
(TriTCE) Designed to Target
DLL3-expressing Solid Tumors

On track for IND submission in 2026

Optimized design
@ Potential first-in-class costimulatory TriT CE targeting DLL3

Q Optimized DLL3, CD3, CD28 binding affinities and coordinated binding geometry
using Azymetric™ and EFECT™ platforms

o Leverages obligate cis-T cell binding and conditional CD28 engagement to prevent
unintended T cell activation and fratricide

Differentiated profile

Q Superior in vitro and in vivo pharmacology profile relative to DLL3 x CD3 bispecifics including
tarlatamab

0 Integrated co-stim drives long-term cytotoxicity at low effector to T cell ratios

Q Increased T cell proliferation, survival, and anti-tumor activity upon prolonged exposure

Significant patient need

® DLL3is expressed on the surface of SCLC and other neuroendocrine tumors but rarely on
the surface of normal cells

o SCLC accounts for about 15% of all lung cancer diagnoses in the U.S. each year!



DLL3 is an Ideal Target to
Evaluate TriTCE

Co-stim Platform, with
Opportunities in Multiple
Cancers

o Responsiveness of DLL3-expressing tumors
to TCE modality validated with Imdelltra™ and
other DLL3 bispecific TCEs; however,
opportunity for improved responses remains

0 DLL3 is expressed on the surface of SCLC
and other neuroendocrine tumors but rarely
on the surface of normal cells

o Clean expression profile and absence of on-
target, off-tumor side effects observed for
DLL3 x CD3 bispecifics provides ideal TriTCE
Co-Stim target profile

Making a Meaningful Difference

Percentage of Patients with DLL3+ Tumors (%)

85%

17%

SCLC
(N = 1050)

7%

NEPC
(N=47)

77%

GEP NEC
(N=13)

74%

Zymeworks

TPS 21%

TPS 225%

TPS = 50%

TPS 275%
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TriTCE Co-stim: A Differentiated TCE Platform with conditional cis CD28 co-stimulation

and transferability to diverse targeting strategies

Established workflow, transferable format
Validated on multiple TAAs, including CLDN18.2, DLL3

TriTCE Co-stim Platform Workflow

=1 =
I b
i i
i~ i~

Format Engineering in vitro Activity in vivo Non-GLP
& Screening & Differe ntiation Activity & PK NHP Toxicity & PK
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Locked CD3/CD28 geometry:
optimized for efficient conditional cis CD28 co-stimulation
and strict TAA dependence

A\

CD28 P
TAA ¢ Tumor cell

T cell
% « JaR
o “ e

CcD3
5

Versatile tumor

Fine-tune CD3 and CD28

affinity: targeting solutions

» Cytotoxic potency * Monovalent/bivalent
Fab, scFv, VHH

Multi-TAA logic-gated
designs
*  pMHC targeting

= o U

e T cell activation
» Cytokine production °
e T cell proliferation
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ZW209 Design Facilitates Desirable T Cell Engagement

Conditional binding of CD28, requiring

co-engagement of CD3
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via trans binding of CD3 and CD28.
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ZW209 Exhibits Improved Potency Relative to Bispecific and A
Trispecific Clinical TCE Benchmarks at Low Effector: Target Ratios
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ZW209 Mediates Sustained T Cell-Mediated Cytotoxicity Over Repeated A A
Stimulations

Stimulation 1 Stimulation 2 Stimulation 3
(3-4 Days) (3-4 Days) (3-4 Days)
Restimulate with tumor Restimulate with tumor cells

cells and antibody and antibody

Sustained cytotoxicity relative to bispecific TCEs
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ZW209 Mediates Enhanced DLL3-dependent T Cell Proliferation and A A
Survival

Target-Dependent T Cell Proliferation T Cell Survival
ZW209 ZW209 CD28null AMG 757t rgagatnve
ontrol
| 40000 — -
ok B zZw209
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How about preclinical in vivo models?

LY
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Engineering of TCEs Increases Complexity of in vivo Modeling mf."“"mpks

aCD3 Paratope

Requires presence of human T cells or transgenic expression

of human CD3 . .
Co-stimulation Paratope

Is there cross-reactivity to mouse proteins or is a transgenic
mouse required? Is your signaling pathway intact? Does the
mouse biology reflect the human biology?

aTAA Paratope

Is there cross-reactivity to mouse protein or is a transgenic
mouse required? Cell line expression of human protein?
Expression patterns.

Tumor Associated Antigen

Making a Meaningful Difference



PBMC Humanized Models: Admix vs Established

Zymeworks

Admix Established
o + ‘J&nﬂl ‘*: ::_. ¥
) ‘ f 3 /» C )% ()] da:i ,;,::j -t.:-. C ‘.zs; p §n~

* More physiologic T cell priming and

+ Controlled tumor/T cell ratio engagement

* Fast and cost-effective « Allows control over experimental window

+ Ideal for rapid initial screening of multiple (immune reconstitution vs tumor growth)

constructs + Allows assessment of target specificity and

donor variability effects
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ZW209 Mediates Enhanced Anti-tumor Activity in an Admixture Xenograft %

Model
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ZW209 Mediates Enhanced Anti-tumor Activity in an Established Xenograft -

Model

Zymeworks

Tumorinoculation Human naive PBMCinjection Treatment start 24hrs post-
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Tolerability Concerns for TCEs

On Target Off Tumor Activity

TAA ~ f

Low TAA on Organ High TAA on tumor

Neurotoxicity

Immune cell-associated Neurotoxicity Syndrome (ICANS)

Making a Meaningful Difference
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Cytokine Release Syndrome

Fever and
Activation or lysis of T cells and B cells constitutional
symptoms
LY Ao
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®
oo
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.
° ® e A4 ° ° . .
o« e ° 4. o % e .
IFN-y, o °* le o LI
TNF-a ¢ .'l R
cell and endothelial cell
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macrophage endothelial cell dendritic cell
L]
IL6,IL-1, o|  Tocell further
IL-8,IL-10 activation and
TNF-a feedback loop .
@ Grade 4
Mechanical ventilation
and high grade organ
toxicities
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ZW209 Displays Favorable In vivo Safety Profile: No Systemic A A
Cytokine Induction Observed in an in vivo Cytokine Release Model

s, PBMCs « Irradiate Mice + Antibody Treatment Assess Cytokine Production:
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ZW209 is Well-tolerated in

Cynomolgus Monkeys
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Serum concentration (ug/mL)

Zymeworks
Dose 2
1000 i
P;
100 < !\ . i b
E g 3
] = S| .
. .
10 L e L . 1
0 T 14
Time (day)

ZW209 exhibits transient, mild increases
in serum cytokine expected of TCEs, and
an antibody-like PK profile in non-GLP
NHP
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« Zymeworks TriTCE Co-Stim provides balanced CD3 and CD28 activation to prevent overactivation of T cells

» Enhanced tumor target-dependent activity associated with sustained T cell viability and cytotoxicity resulting in
improved anti-tumor activity in preclinical models compared to bispecific TCEs

* No CD28 binding in absence of CD3 engagement, lowering the risk of CD28-mediated immune related adverse
events, well tolerated in in vivo systemic cytokine release (SCR) models

+ ZW209 nominated for development with a planned IND submission in H1-2026

Making a Meaningful Difference
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