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Engineering Multispecifics and ADCs to Adapt to Different
Tumor Environments

zymeworks

We engineer biotherapeutics
with multiple in-house

We select We customize the modalities for the target +

difficult-to-treat cancers

complementary technologies

tumor microenvironment
¢ ¥ 15
1 1

5 Geometry prevents it
» from binding to the same
HER2 mole cule
Current focus: The foundation antibody is
Gynecological cancers, selected using Azymetric™ to
NSCLC, and gastrointestinal screen multiple geometric formats
cancers

Zymeworks technology used to design
different parts of the ant body:

EFECT™ ; ProTECT™; T-cell engagers;
TOPOT1i Platform; ZymeLink™

Auristatin/Hemiasterlin; TLR7, ISAC; '

site-specific conjugation

RCT randomized din cal tridl; TME tumor microenvironment; TOPOLi topoisomerase-1 nhibitor

Making a Meaningful Difference

Zanidatamab: Lead multispecific in clinical trials.
HERZ biparatopic antibody engineered to overcome
challenges in heterogenous tumors

under
« FDA Priority Review (action date of Nov 29, 2024)

+ Licensed to Jazz and BeiGene
- Positive pivotal data 2L+ BTC (Lancet Oncology)
« Phase 3, 3-arm RCT: 1L GEA topline
~ late 2024
Multispecifics
» Multiple MOAs in single molecule
« Synergistic biology (understand the TME)
« Precision targeting through multivalency

Antibody-drug conjugates

- Antibody design (mono, bispecific, etc)

« Payload (4+ in-house developed payloads)
» DAR (selectaccording to need: 2, 4, 8)

antibody-dng conjugate; BLA Biologics License Appliatior, BIC b larytractcancer; DAR dng-antbody ratio; GEA gastroesophageal adenocarcnama; HER2 human epidermal growth factor receptor 2, ISAC mmunestimulating antibody conjugate; MOA mechansm of action
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Differentiated Development of Multispecific Antibody Therapeutics xymo...‘m’/;rks

Versatile multispecific antibody therapeutics enhancing potency and precision with proven track record and robust clinical
pipeline

Program Potential Indication Target(s) Predinical Phase 1 Phase 2 Pivotal Collaboration Partners
e —
P 15 BoiGone
GEA HER2 x HER2 PO GEAG 0
i BeiGene
Bc HERZXHERZ 0u."l“h.“.l"
il BoiGone
BC and other solid tumors HER2 x HER2 0"" TR
il soiGene
Z\'N17]'. OVCA, I“IISCLC and other MSLN- MSLN x CD3 (2+1)
Bispedific T Cell Engager expressing cancers
Tr!TCE SZo-Stmulalory Under active evaluation TAA xCD3 xCD28 - Pilot toxicology studies
Trispedific T Cell Engager
TriTCE Checkpoint Inhibition : : ) ) )
Trispecific T Cell Engager Under active evaluation TAA x PD-L1x CD3 - pilot toxicology studies

Selected Partnered Programs

INJ-78278343 Castration-Resistant Prostate o —
Bis pecific Cancer saacten

o differentiation 3 protein complex and

rmed el death ligand 1; TAA tum
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Multispecific T-Cell Engagers zym{vw.or*ks
Technology and Expertise to Overcome the Current Key Challenges Observed in Clinic

Key Challenges Proposed Zymeworks Solutions
1 Narrow therapeutic window and toxicity due to CRS 2+1 T-Cell Engager (ZW171)
associated with Gen 1 TCE in solid tumors Mitigate CRS with low-affinity T-cell binding and enhanced
efficacy and selectivity with avidity-driven tumor antigen
binding
2 Limited T-cell intratumoral availability and T-cell TriTCE co-stimulation: in development
anergy in solid tumors Increase T-cell fitness, activation, and proliferation via

tumor-dependent T-cell co-stimulation

3  Immunosuppressive tumor microenvironment TriTCE checkpoint inhibitor: in development
limiting T-cell responses in solid tumors Increase T-cell responses through simultaneous
checkpoint blockade and avidity-driven binding

oytokine release syndrome; TCE T-cell engager; TriTCE trspedfic T-cell engager
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ZW171
MSLN x CD3 Multispecific

A bispecific T cell engager expected to
commence Phase 1 studies in the second
half of 2024

oot

zymeworks

r\ Opportunity

\J * Optimized 2+1 format and geometry with enhanced mesothelin
(MSLN)-dependent anti-tumor activity®
* MSLN has a slow turnover rate making it suitable for TCE
targeting?

Rationale
@ * Moderate to high membranous expression is frequent in ovarian
cancer, non-small cell lung cancer (NSCLC), mesothelioma and
other cancers3
* Preliminary antitumor activity supports utility of T-cell targeted
therapies in treatment of MSLN-expressing solid tumors*

Progress

s * ZW171 exhibits MSLN-dependent cytotoxicity in MSLN-
expressing cancer cell lines!

* Superior in vitro and in vivo anti-tumor activity compared to
clinical benchmark in preclinical studies!

* IND cleared by the FDA




Designed to Widen the Therapeutic Window: Enhanced Safety zyn.:}..mr'ks
+ Anti-Tumor Activity

Azymetric™ and EFECT™ KO Fc

/ Variety of formats, geometries and paratope affinities were
ZW171 generated and screened prior to lead candidate final design

-development of ZW171.
Antibody Format
aCD3 Paratope

2 +1 format (two aMSLN paratopes, one aCD3 paratope) optimized for
tumor-dependent antitumor activity

Novel CD3 paratope with low affinity and
reduced T cell binding to mitigate CRS
No T cell activation in absence of tumor

aMSLN Paratopes

Avidity dependent MSLN binding of two aMLSN
paratope drives cytotoxicity to tumor cells and
spares normal tissues to mitigate on target off tumor
toxicity

Making a Meaningful Difference



4 Key Challenges to Overcome in The Design of a MSLN Targeting T Cell Engager ,ym'f:v';m

Challenge ZW171 Design Solution

Normal tissue expression
could lead to off tumor on

target toxicity? & Y g , s .».f;‘_.;}g ‘ Optimized 2 +1 format and geometry enables avidity dependent

ATH 2 MSLN binding of two aMLSN paratopes and selective cytotoxicity to
— tumor cells versus normal tissues and reduce impact of soluble MLSN

Soluble MSLN in serum may i e on potency

: . i

bind and neutralize i

targeted therapy?2345 / PRV /

L T“'ted AU IOT gctiaty == @ & Optimized 2 +1 format and geometry (two aMSLN scFv paratopes,

with past MSLN-targeted e e N f ® - ’ :

e = & % one aCD3 Fab paratope) with enhanced MSLN-dependent anti-tumor
agents highlights need to " ( ) activity

optimize anti-tumor activity

Cytokine release syndrome e ™

s . =B Novel CD3 paratope with low affinity and reduced T cell binding to
Shitec by [ ecll tarpe g — - mitigate CRS, avoid T cell activation in the absence of tumor, and

Tnetapks lmits Ceerdpsiic support effective MSLN-dependent tumor cell killing

windows e 2 i

ncotarget. 2017, 8 2674 retal. O Can ) 447-93; 3. Smith KER, etal., JCO2024; 42, 25652565, 4 Holevoet et af. Am JRespr Gt Gare Med 2013181(6) 6205, 5. Staran et . Ciin Chem 2.50(4) 721-5; 6. Shmabukwo-Varth et dl.j. immunother apy
rSie eT T
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Designed for Safety Both in T Cell and Tumor Cell Engagement L.,
* Novel anti-CD3 paratope engages CD3 at a different epitope than prior anti-CD3 antibodies utilized in T-cell engagers

- Exhibits reduced T cell binding and cytokine release but no impact on redirected T cell-mediated lysis of tumor
cells

- NHP toxicology data shows ZW171 is well-tolerated up to 30 mg/kg

CD3 On-cell Binding Cytokine Release” Cytotoxidty
80000 50— 125
e 2
® 40+ = 100
60000 :|E~ g
30 = 75
£ 40000~ 2 8
= =] -
~ 20- o 50-
o £
-
20000+ = = »
Pan T cells « 109 14 Tumorcel « :\: 4 T + Tumor Cel
0 0- 0 ey
104 102 10° 102  10* 104 102 10° 102 10* 10° 0 10% 102 10° 10% 10* 10°
Concentration (nM) Concentration (pM) Concentration (pM)

-8~ ZW171 anti-CD3 -8~ Gen 1 anti-CD3 (high affinity) -# Gen 2 anti-CD3 (low affinity)
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ZW171 Mediates Cytotoxicity Against High and Moderate MSLN- Expressing ,ym":'-'w;m
Tumor Cells

Bivalent MSLN binding drives binding to tumor cells that express moderate to high levels of MSLN and spares binding to low MSLN-
expressing normal tissue

High MSLN Expressing Moderate MSLN Expressing Low MSLN Expressing (Normal-like)

_ 150 _ 200 _ 150
g 2 £ 125
§ g 10 £ - ZW171
& 1004 @ H 100_-—W A
3 3 1004 § 3 - - Negative control
| 5 5 . (HAXCD3)
E 50 & w £ 50
= e F 254
2 Lung ES i Colorectal ® . Melanoma

0 ' ' T Tr——rT——r——r— i

0 10¢ 102 10° 102 10¢ 10f 0 0% 10% 10° 10* 10* 10° 0 104 102 10° 102 10* 10°
Concentration (pM) Concentration (pM) Concentration (pM)

_ 150 _ 150+ =™
£ £ £
5 100{_= 5 100- @ 1004
| ; :
E E o g ]
8 2 =
® Ovarian B = Mesothelioma ® . Ovarian

0 0 ™, A AL QR R It PERANE A LAY IR |

0 104 102 10° 102 10* 10° 0 10* 102 10° 102 10* 10° 0 104 102 10° 100 10° 10°
Concentration (pM) Concentration (pM) Concentration (pM)

MSLN-dependent cytotoxicity in MSLN* lung, ovarian, colon, mesothelioma, gastric and pancreatic cancer cell lines

=W “§W Lok W
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Designed for Safety Both in T Cell and Tumor Cell Engagement

ZW171 mediates MSLN-dependent cytokine release and T cell proliferation

MSLN-Dependent Cytokine Release MSLN-Dependent T cell Proliferation
100 100+
- £ 8o-
= 50 = N <=+ MSLN
E 7 S
60= T 604
g & s ]
- P ° i
E 40 & 40
a <= +MSLN 8 5o
-
od —a= T cell only o -a=T cell only
103 102 10' 10° 10" 102 10% 10* 10° 104 103 102 10" 10° 10' 102 10° 10*
Concentration (pM) Concentration (pM)

—>Mitigates the risk of
* Peripheral T cell activation
» Cytokine Release Syndrome (CRS)

MSDT cell prolferation assay with pan T cel s with/without OVCAR-3 ovarian tumorcelsat 10 1E

N, et Pres
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ZW171 Maintains Cytotoxic Potency in Presence of Clinically Relevant MSLN Concentrations . me%o«x
Observed in Patient Serum Samples
* Soluble serum MSLN levels are elevated is some, but not all, MSLN-expressing cancers

* Serum MSLN levels are elevated in mesothelioma and ovarian cancer patients, but remain comparable to healthy controls in lung and
pancreatic cancer patients

Patient Serum MSLN Levels Cytotoxicity in the presence of soluble MSLN

—_— 3-

= 252 Il Healthy 120 & ZW1T

c 3

= B Cancer 100 & ZW171 + 25 ng/mL (0.7 nM) sSMSLN

cé T 80 -8 ZW171 + 100 ng/ml (3 nM) sSMSLN

E € 60-

s (]

» X 404
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° 20—
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ZW171 Mediates Greater Cytotoxicity Against MSLN-Expressing Tumor Cells ,ym":"w';m
Compared to Benchmark

The activity of ZW171 was benchmarked against Harpoon’s MSLN targeting MH6T TriTAC™

: ARSI MSLNHih-Expressing Ovarian Cancer Model MSLNMed_Expressing Colorectal Cancer Model
‘5 Anti-MSLN
SscFv 1000+ _ ”
Anti-CD3 9 - RN e —_ g
Fab ) S
E good £
E & £
l [} . . ;’ 5 Vi
£ 600 wsiniHC & 15004  msin HC
= S
ZW171 S 4004 S 1000+
S
o <) 5
g 200+ 2 s500- HCT-116
Anti-MSLN A"ﬁ'ch L OVCAR3 =
Lo i 0 1 1 1 1 1 I 1 0 Ll | 1 1 1 1
0 5 10 15 20 25 30 35 0 5 10 15 20 25
Anti-Albumin VHH ‘ ‘ ‘ A ‘ ‘ ‘ ‘
Days post-treatment Days post-treatment
MH6T TriTAC 4 ZW171(3mgkg) A HPNTATAC™ (08mgkg) == Nega ive control 3mgkg) = ZW171(3mgkg) 4= HPNTATAC™ (043mg/kg) ~e- Negative control (3 mg/kg)
& ZW171 (1mgkg) =+ HPN TATAC™ (0.14 mg/kg)
OVCAR-3 tumar engrafted mice were humanizd with donar PBMC (3 donors) and dosed iv. QW x4 wthZW171l arip.daly Mice were engrafted with HCT-116 e Is and humanized with donor PBMVC (3 danors). Mce weredosed iv. QW x4 with ZW171
x18 vith HPN TriTAC. Neg control (HACD3) orip. dalyx 13 wth HPN TriTAC. Neg ot rd (HACD3)

an N, et 3l Preserted at AACR. 2003 (abstr&29%
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ZW171: A Differentiated MSLN x CD3 Bispecific T Cell Engager

Widening the therapeutic window of bispecific T-cell engagers

@@

Therapeutic Rationale

MSLN is a clinically validated target
with high expression in many solid
tumor types that represent a high
unmet medical need

Investigational MSLN-targeted
biologics have demonstrated clinical
activity in MSLN-expressing cancers

Making a Meaningful Difference

Product Differentiation

Engineered for optimal format,
paratope affinity, and stability

Reduced anti-CD3 affinity and 2+1
avidity-driven format expected to
translate to improved safety
profile and widened therapeutic
index

(753
&
Opportunity

First and best-in class treatment
for MSLN-expressing cancers

Improved anti-tumor activity in
MSLN-expressing in vivo tumor
models compared to clinical
benchmark

zymeworks

Next Milestones

The Company has received IND
clearance by the FDA to
commence clinical studies for
ZW171 and commence Phase 1
studies in the second half of 2024

ey 47 4l



Next Generation CD28 Co-
stimulatory Trispecific T cell
Engager Platform

Designed to provide more durable
responses in solid tumors and superior
activity in ‘cold’ tumors

oot

zymeworks

Next Gen TriTCE Co-stim can provide increased T cell

Therapeutic Rationale

fitness, activation, and proliferation via tumor-
dependent T cell co-stimulation

Novel approach of modular geometry and avidity
screening of trispecifics to optimize T cell activation by
Signal 1 and Signal 2

TriTCE Co-stim show superior anti-tumor activity to
bispecific benchmarks and exhibit no activation of T
cells in absence of tumor cells

r@ Product Differentiation
/

Expand utility to additional tumor targets

@ Next Milestones



Zymeworks Trispecific Co-Stimulatory T Cell Engagers:

in Solid Tumors by Optimization of Signal 1 and 2

Low T cell infiltration and T cell anergy remain challenges in the
treatment of solid tumors

Limited T Cell
Infiltration

Tumor Cells

Healtliy Cells

Arvedson T et al Am Rev Cancer Biol 2022

Making a Meaningful Difference

Overcoming Lack of Efficacy and Durability of Responseé'vc.orks

Zymeworks Trispecific Co-stimulatory Program

Provides Signal 1 (CD3) and Signal
2 (CD28) in one molecule to
increase T cell activation and
proliferation

Engineered to balance signal 1
and 2 for optimized TAA-
dependent 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




Established a Workflow for TriTCE Co-Stim Platform Lead Format Selection

Making a Meaningful Difference

Lead TriTCE Co-Stim Format with Desired Characteristics

v’ Target-Dependent Activity

v’ Cytotoxicity of Target Cells
v" T Cell Activation

v No Loss of T cell Viability
v No T cell:T cell Bridging



TriTCE Co-Stim Engineered for Enhanced T Cell Functionality, Antitumor Activity
and Tolerability

T cell engager antibody design is critical to elicit optimal T cell synapse formation and to the widened
therapeutic index

TriTCE Co-Stim platform tested with several targets including CLDN18.2! and DLL32

Y/

T
Y
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CLDN 18.2 TriTCE Co-Stim Enhances T cell Responses and Antitumor Activity Versus

Benchmark Bispecific TCEs

Tumor Cell Survival (%)

Enhanced Cytotoxicity at Low E:T

zymeworks

120+ 120+ 120
4 0 § 5 g T o = T 7 . i E x
100.._._=i=%=~; 100t —;E?—_l_I o 100 ;=3=;=:-§-=-0‘:
) . or 2 iy -
80+ 80+ ! 80
60+ 60~ s 60
K=
40~ 40- t,‘ 40
204 SNU 601 204 KATO-IlI - 20- SKOV-3
(CLDN18.2Mg") (CLDN18.2™id) —e (CLDN18.2'ow/neg)
G T L] 1 1 L] L] 1 1 o 1 1 L] 1 1 L] 1 1 L] L] 1 L] 1 1 L] 1
102 102 10" 10° 10" 102 10° 10 102 102 107" 10° 10" 102 10° 10* 102 102 10" 10° 10" 102 10° 10*

Antibody Concentration (pM)

>

—e— CLDN18.2 TriTCE Co-Stim —e— AMG 910

—e— CLDN18.2 Bispecific TCE =~ —e— ASP2138

—e— Negative Control

Proliferation

Improved T cell Proliferation and Survival

CellTrace™ Violet

Making a Meaningful Difference

MFI
(AF647; Bel-xL)

30000+

20000+

10000+

Survival

Bl CLDN18.2 TriTCE Co-Stim
[ CLDN18.2 Bispecific TCE
Il AMG 910

Bl ASP2138

Bl Negative Control

Newhook L, et d_ Presented at ACR Annual Meeting. 2004 (abstr# 6719)
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CLDN 18.2 TriTCE Co-Stim Displays Sustained T Cell Fitness and Antitumor Activity in a Serial - m-’:';v-‘

Repeat Challenge Assay

Sustained Tumor Cell Cytotoxicity, T cell Viability and T Cell proliferation Over Repeated T cell Stimulation

Stim. 1
(Day 0)

Stim. 2
(Day 2)

IDX
IDX

Stim. 3
(Day 4)

Stim. 4
(Day 7)

Stim. 5
{Day 9)

Stim. 6
(Day 11)

(Day 14)

—

®

CE T cell engager

Functional Testing

T Cell Isolation
& Restimulation

Tumor Cell Cytotoxicity

Viability (%)

T Cell Viability
120~
100 e
C *—e
80+ \/<; T °
60~ e \
®
404 H]
20+
0 ] 1 ] L] 1 ] 1 ]
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Assay Day

T Cell Proliferation
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2 80 \.
% 604 3
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© 404
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20+ \
o ] 1 1 ] ] ] 1
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104
° °
8,'§ 8- /
c o
_g‘ﬂ 6+ o
o2
58 4+ /.
*
& ¢ 27 /\s
2 / NI,
L
0 ] ] 1 1 = ] ] 7
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Assay Day

Newhook L, et d. Presented at AZCR Amnual Meeting. 2024 (abstr# 6719)
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orks

—e— CLDN18.2 TriTCE Co-Stim

—o— CLDN18.2 Bispecific TCE
—e— AMG 910
—e— ASP2138

CD28 costimulation m

ediates
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Treatment with CLDN 18.2 TriTCE Co-Stim Results in Activation of Naive and Expansion of
Tem and Ty, Memory Cell Subsets

Tcem and Tgy, Expansion of CD4+ and CD8+ T cell at E:T of 1:1

Negative CLDN18.2
Control TriTCE Co-Stim
I DN (CCR7-CD45R0-)

Il Naive (CCR7+CD45R0-)
Bl T, (CCR7+CD45R0+)
Il T, (CCR7-CD45R0+)

100 100

=
&

% of CDd+ T Cells

CD4+
% of CD4+ T Cells

“ A
A 3
o o
100
2 8
3 E 75
+
- =
0 - B
a 8 o
o Q
2 g
o ‘: 25 i 25
ES =
0 o
L] W .1 A
& & F o

Test articles incubated with PBMCs co-cultured with CLDN18.2-expressing SNU 601 target cells and assessed for expansion of memory subsets.
Memory subsets of CD4+ or CD8+ T cells were analyzed by flow cytometry after 5 and 7 days of co-culture at an E:T of 1:1.

7 P T "GV LTI
o} k) |
- R ." 2
T o N A oy v

Taw T central memory; Ty T effector memory;
Newhook L, et al. Presented at SITC Annual Meeting. 2023 (abstr # 1372)
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CLDN 18.2 TriTCE Co-Stim Mediates Enhanced Anti-Tumor Activity and Increases Activated

zymeworks

Intratumoral T cells in vivo Compared to Benchmark Bispecific TCEs

Greater Anti-Tumor Activity and Increased Activated T cell Infiltration in Tumor But Not in Blood

in vivo Antitumor Activity

1000+
T
800~
E
(<)
£ 600-
=
(2}
> 400-
| =
g
2 200-‘
Days Post-Treatment
® CLDN18.2 TATCE Co-Stim
@ CLDN18.2 Bispecific TCE
® AMG 910*
@ Negative Control
T Test articles dosed at 0.01 mg/kg
Making a Meaningful Difference
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CLDN 18.2 TriTCE Co-Stim Exhibits Conditional CD28 Binding and Obligate Cis T Cell Engagement

zymeworks
Conditional Bindi f CD28 - e T
on' _I e : Obligate cis Binding of CD3 and CD28 on T Cells
Requiring Co-engagement of CD3
T Cell Bindin 807
g T Cell: T cell Bridging 2
15000~ £ 207
E . \\' % 304 —e— THTCE Co-Stim
< 10000+ T s AMG 910 ‘/{_\‘#k 3 20- _e—2—&—% --®= THTCE Co-Stim (CD28™")
§ cD28 ¢ TriTCE Co-Stim { . = a i 1 B —e— Positive Control
3 cp3 i ; nul ® *——% —e— CD3xCD28xTAA CODV Analo
J 3 THTCE Co-Stim (CD28™!) S s o 0 g
3 °0%° Bk ©  TrTCE Co-Stim (CD3"" Co2EKG DO oy===psmemespemtmmemmimml. e Negative Control
§ L > o-Stim ) Jurkat Jurkat 0 10° 10' 102 10° 10* 10°
o4 * NegativeContiol Antibody Concentration (pM)

No Reduction of T Cell Viability

T Cell Monoculture Viability
e TriTCE Co-Stim does not mediate T cell:T cell bridging
g 16007 ® TriTCE Co-Stim » Cell bridging by immune cell-engaging antibodies has the potential to mediate
55 1200 ® TriTCE Co-Stim (CD28™") effector cell fratricide, ultimately depleting cells required for therapeutic
= E @ Positive Control efficacy (Wang et al., 2018).
g lg 800 sk @® CD3xCD28xTAA CODV Analog
g 2 i @ Puromycin
o 400+ @ Negative Control
>
=
= o
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CLDN 18.2 TriTCE Co-Stim Has a Favorable Safety Profile In Vitro and in a
Mouse CRS In Vivo Model

No cytokine release observed using in vitro or in vivo models of CRS

No Cytokine Release in vitro with
Human PBMC Only

Solid-Phase
Cytokine Release Assay

ABody Weight (%)

5000 =
*
_. 40004 -
E
S 3000
e
™ 2000+
2
=~ 1000+
o -
® CLDN18.2 TriTCE Co-Stim
® CLDN18.2 TriTCE Co-Stim (CD28"")
® Superagonist aCD28
® CD3xCD28xTAA CODV Analog
® Mitogen
© Negative Control

Making a Meaningful Difference

{TC Anrual Meeting. 2023 (abstr# 1372

), Newhook L, et al. Presented at AACR Amnial Meeting. 2024 (abstr# 6719

No Body Weigh Loss or Systemic
Cytokine Release in vivo

Humanized Mouse CRS Model

zymeworks
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CLDN 18.2 TriTCE Co-Stim Co-Stim is Well-Tolerated in Cynomolgus Monkeys

zymeworks

Transient, Minor Increase in Serum Cytokine Post-Dosing Transient, Minor Decrease in Lymphocyte Count and Body Weight Post-Dosing
20-
= 159Lymphocytes  iDose2 o
3 f R
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b 00 10+ i g) I
600- > |* L S ode P
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0 50 100 150 200 250 0 50 100 150 200 250
50009MmCP-1 Dose2 80091TNFa Dose 2 —e— Surrogate TriTCE Co-Stim’- 3 mg/kg
EA 4000+ 6004 2 e 3 . g
B sosolz * Toxicology findings were mild and associated with the known
g i 400- mechanism of action of TCEs
5 | 20004 3
o N o
s F ™ ey 20043 1 vy ] i i i
£ | 10004 : AL L % * No histopathological changes observed in the stomach, where
§ o : - i S o—— P SE— CLDN18.2 is expressed (Tiireci et al., 2011)
§ 0 50 100 150 200 250 0 50 100 150 200 250 * Other histopathological changes were secondary to decreased
»: food consumption and body weight loss
Hours Post-Dose

Co-Stim and ~ 15-fold reduced cytct axic potencyvs. AMG 510 n cynomolgus T cell-dependent cyto

n a one-month, repeat dose NHP toximlogy study (Bals et al, 2020

e Y o
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Summary zym{vw.or*ks

Next generation multispecific T cell engagers with additional modalities can address existing

challenges limiting the efficacy of TCE in solid tumors.

potential to improve outcome for patients, especially those with poorly infiltrated tumors, by

increasing the depth and durability of response.

Demonstrated in vitro and in vivo activity across multiple programs, including CLDN 18.2 and

° TriTCE Co-stim approach results in differentiated anti-tumor activity in low E:T settings and has

DLL3 targeted TriTCE, with a favorable safety profile.

Newhock Let al, Abstract #6719 present ed at AACR Amiua | Meeting 2024
Repeming P et al, Abstract #67 16 Presented at AAGR Anrual Meeting 2024.
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