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Mesothelin is a Promising Target in Multiple Indications A

» Mesothelin (MSLN) is a GPI-linked membrane glycoprotein that is overexpressed oY .
in many cancer indications, including pancreatic, mesothelioma, and ovarian?, for o
which there is a high unmet medical need

« While MSLN-targeting agents have shown early signs of clinical activity, there
remains a need for therapies with improved safety and efficacy?
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Zymeworks approach: A multi-valent bispecific MSLN-targeted TCE AlphaFold model of MSLN
« Utilize our Azymetric™ and EFECT™ platforms and engineering strategies to
generate a panel of MSLN-targeting TCEs with a variety of formats, geometries, & 2
and paratope affinities W oo
u &4
* Following extensive screening, a lead candidate with enhanced anti-tumor /’@i \ b H .
activity and safety, ZW171, was selected for development x .p# é, ‘%_ P
N
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ZW171is a MSLN-targeting 2+1 Format T Cell Engager sy

Bispecific design built upon our Azymetric™ heterodimeric Fc platform technology

Fc effector function knockout using EFECT™

Bivalent binding to MSLN via dual scFv engagement

Monovalent binding to CD3¢g via Fab arm

Anti-MSLN
scFv

Anti-MSLN
scFv
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ZW171

Azymetric™ heterodimeric Fc
EFECT™IgG1FcyR KO
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ZW171 is Stable and Displays Good Developability Metrics

zymeworks

ZW171 maintains monodispersity after 14 days at 40°C

T=0 T=14 days, 40°C DLS intensity distribution after 14 days at 40°C
° ' >99% correct % | >99% correct protein
N incubate
. sample solute
<1% HMWS : <1% HMWS 0

In vitro developability analytics are within normal ranges

m AC-SINS Polyspecificity binding ELISA
_p mem) 1 2 | 3 | 4 | 5
ZW171 8.97 3.00 3.21 2.78 1.50 2.26 1.93

fast clearance 9.34 28.7 18.0 27.4 29.2 24.8 28.9
control Ab

Good plasma stability (mouse) with no evidence of scFv clipping after 2 weeks at 37°C
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ZW oCD3 Paratope is Differentiated from SP34-based Engagers ayroetiorke
Epitope: ZW-aCD3 | ZW-aCD3

« ZW-aCD3 binds a distinct discontinuous epitope
on CD3¢e

« Cross-reactive with cyno CD3

« SP34, the aCD3 paratope broadly used by others,
targets the N-terminal linear sequence of CD3¢

Affinity:

« Tuned for low affinity to improve tolerability and
minimize TMDD effects

Developability:
» Good thermal stability (Fab >70°C)
« No deamidation/iso-Asp liabilities

ZW-aCD3:CD3e complex crystal structure
superposed onto TCR structure (PDB id 7FJD)
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ZW CD3 Engager has Low Affinity, Potent Cytotoxicity and Low Cytokine ,y,.:';';v"c,pks
Release

« Comparing ZW-aCD3 activity with high affinity and med affinity SP34-based constructs
« Format: 2+1 MSLNxCD3 (lower affinity MSLN paratopes)

CD3 on-cell binding Tumor cell cytotoxicity Cytokine release
80000 Pan T - Negative control 128 H292 so- H292
» —e- 7ZW-aCD3 (2+1 bsAb) -
T 60000 y e highaff SP34 (2+1bsAb) = 100 40
3 g -y
% —e- med aff SP34 (2+1 bsAb) 5 751 £ 30-
o 10000 - . , o E
% . UU E 50 S 207
= 200007 ‘\ P P 254 = 104
‘\if"’z’ *
0~ u 0 1o 0-
104 107 10° 102 104 0 10* 102 10° 102 10* 10° 104 102 10° 102 10* 10°
Concentration (nM) 'I Concentration (pM) Concentration (pM)

2+1 format with low affinity ZW-aCD3 shows comparable cytotoxic potency to higher affinity
SP34 constructs but significantly less cytokine release
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Tuning MSLN affinity

o

zymeworks

Three MSLN affinities were tested in the lead 2+1 dual scFv format

MSLN On-cell binding
OVCARS3

:

:

MFI| (GeoMean)
g

104
Concentration (nM)

0 10° 10? 108

MSLN affinity level correlates with
high activity both in vitro and in vivo

Tumor Volume (mm?3)
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Tumor cell cytotoxicity

— 1257 H292 A
s : -+ Negative control (HAXxCD3)
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Format and Valency has a High Impact on Activity . A

Three formats compared with same MSLN and CD3 paratopes

e
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2+1 dual scFv 2+1 triple Fab 1+1 hybrid
Tumor cell killing In vivo anti-tumor activity "
g T wo —= 2+1dual scFv (ZW171lead) %
z E 1
@ g 300 -¥- 2+1 triple Fab '%“vf'
3 (3
@ S n
o S 200 -~ 1+1 hybrid “{r
E g 100 )
= 2 —»— Negative control
a2 | 3 0 (HAXCD3 or vehicle)
Concentration {(pM) Days post-treatment

2+1 dual scFv shows significantly higher activity in vitro and in vivo
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ZW171 Activity is MSLN-dependent and Shows Low Activity on MSLN-low Cell zvu:.;.\./v..or'ks
Lines

Cancer cell Healthy cell Tumor cell cytotoxicity
(MSLN-high) (MSLN-low) = = H292 (MSLN-High)
=
- £ -=- MCF7 (MSLN-Low)
' G % = OVTOKO (MSLN-Low)
s “‘u" O
G Sl 5 g
* £
n A F
- F =
NN
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Concentration (pM)
T cell proliferation IL-2 TNF-a
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QE 80 <t SN -~ ~ 80 -+ Negative control (HAXCD3) -TAA
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1041073 10210 10° 10' 102 10° 104 102102101 10° 10' 10% 10° 10* 10° 102102107 10° 10' 102 10° 10* 10°
Concentration (pM) Concentration (pM) Concentration (pM}
——— .
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ZW171 Mediates Greater Anti-tumor Activity Compared to Benchmark in ,y,.:';';v"opks
MSLN-expressing Tumor Models

Benchmarked activity of ZW171 against Harpoon’s MHG6T TriTAC™

e High E:T ratio Low E:T ratio
scFv 5 1259 5:1 OVCAR3+PBMC = ‘51 1:5 OVCAR3+PBMC
= > o ¥ .
Ly Anti-MSLN e g %9 g 03 | - ZW171
\“\ &> 2 75 2 75- - MHBT TriTAC™
Anti-CD3 @ & Eg Anti-Alb VHH & e i
- [} . i = 50 = 50 -% Neg ctrl (HAXCD3)
. l" Anti-CD3 g 2 "
".x scFv .2 25 -] 'z 25 ]
ZW171 MH6T TriTAC™ =, S
o 10 10" 10" 10° 15 1 10" 10" 108 10°
| . tudi Concentration (pM} Concentration {pM)
n VvVivo stuaies
* OVCAR3: Tumor fragments engrafted s.c. in 1250 - ,9VCAR3 25000 ---I:IF'CT-116
NOG mice, followed by PBMC engraftment < ) - T i P mec
. . g 10007 = g 20007 0.14 mpk
* HCT-116: NPG mice engrafted with HCT-116 & 0.43 mpk = :
and PBMC i.p. E ™ ' g 15001 0.43 mpk
S s00- Vehicl S 10004
- Dosing of MHBT THTAC™ and ZW171 tailored 3 *° enee $ 1000 3 mpk |
for matched exposure (verified by PK) E 250 % g 500 1mpk % 4
e 3 mpk % £ b
+ ZW171 dosed QWx4, MH6T TriTAC™ dosed 0 0 . . T 1 1
ODX18 0 1] 10 15 20 25
Iy n A 4 4
Days post-treatment
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ZW171 is Well-tolerated in Cynomolgus Monkeys eyl e

Cynomolgus monkeys administered single

dose of ZW171at 1, 10, 30 mg/kg i.v. - Serum IL-6 IHC of stomach mesothelium
« Transient increase in IL-6, MCP-1, and m_:;',r,&dose Vehicle |
GM-CSF at higher doses g W sh
£ 200 g 24h
» Dose-dependent elevation of Fibrinogen -k 72h
§ 150
« Mild hyperplasia/hypertrophy in % m_' 165
mesothelium £
o 50
~ 10 PK profile pbrscsmcte e Bl Sl 21 0G
% = 1mgkg {10mgkg) (10mgkg) (30 mgkg)
£ -&- 10 mg/kg
S e ~+ 30 mgikg Fibrinogen
= 250 -
é 10°
e g 200 -
3 3
O 104 3 150 -
E ® 100 i
8 103 1 1 1 1 1 1 1 1 1 5 i
0 48 96 144 192 240 288 336 384 :.,;50_
Time {Hours Post-Dose)
Toxicology findings were mild and associated o Vehicle 1 0 30
with the known mechanism of action for ZW171 mghg
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Summary zyrr:‘:\.m'.or“ks

« ZW171 was selected as a lead candidate through iterative engineering and screening of paratope
affinities and formats

« Dual scFv 2+1 format showed superior activity compared to triple Fab and 1+1 hybrid bispecifics
« ZW171is a stable protein with good therapeutic developability and manufacturability characteristics

« The 2+1 TCE format of ZW171 facilitates avidity-driven tumor cell binding and stimulates MSLN-
dependent T cell activation, limiting on-target off-tumor toxicities

« ZW171 exhibits potent tumor growth inhibition in MSLN expressing tumor models

« ZW171 compares favorably in vitro and in vivo when compared to currently available clinical
benchmarks

« ZW171 is well tolerated in cynomolgus monkeys up to maximum dose tested of 30 mg/kg

Collectively, these data provide a strong therapeutic rationale to support the development of ZW171
for the treatment of MLSN-expressing tumors

» GMP process established, and GLP toxicology study scheduled
« On track for IND filing in early 2024
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Next generation: TriTCE co-stim and TriTCE CPI
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TriTCE Co-stim: Next Generation Co-stimulatory Trispecific T Cell Engagers ,,,.,:';';V’;,,ks
for the Treatment of Solid Tumors

TriTCE co-stim may provide increased T cell Structure+Affinity screening enables identification of optimal TriTCE format for
fitness, activation and proliferation via

robust ‘Signal 1" + ‘Signal 2’ T cell activation and synapse formation
tumor-dependent T cell co-stimulation

High

\\ B\ % Iucoz Benchmark
VR84 N o
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Solid Format
Tumor )‘
10"
TAA-
i : . v v v X v v X X X X
» TAA-driven TCR + CD28 co-stimulation Dependent?

* Enhanced T cell activation, metabolism, TriTCE are screened for cytotoxic potency (IC50; pM) and TAA-
and fitness dependent T cell agonism

* TME-localized cytokine production and Formats that activate T cells in the absence of TAA and those that
sustained proliferation

show inferiority to bispecific TCE are eliminated from consideration
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CLDN18.2 TriTCE Co-stim Therapeutic Program . A

Enhanced cytotoxicity at low effector-to-target ratios CLDN18.2 TriTCE co-stim exhibits superior /n vivo anti-
Broviy:N . tumor activity in a PBMC-engrafted xenograft model
1 T - 1; -
E‘ %1 3] —#— CLDN18.2 TrTCE Co-Stim CLDN18.2 TriTCE Co-Stim CLDN18.2 Bispecific TCE
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‘: ‘é IV 800 800+
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* * 600 T_—4 600 - e
T T T T T 1 T T T T T 1 1 ; 1
w0 w00 w0 1(:“ 0 w0t LA L ,,‘(‘:;4 ) 0 w0t 4004 . - 400 b x
TriTCE Co-Stim may show superior activity in o /3\. 1
‘cold’, poorly infiltrated tumors o om w0 .
0 A T 20 0 T 20 —#— 01makg
—@— 0.01 mg/kg
. . . AMG 910 Negative Control Bt
Improved TAA-dependent T cell proliferation and survival 1000- wooy e
800+ 800+
Praliferation Bel-xL ]
ooy ———————— o [ CLON18.2 THTCE Co-stim o0 fI 600+ E/I
o pee| — — [ CLDN18.2 TATCE Co-Stim CD28™! 4 — 3 1 = /
"m T g e [ CLDN18.2 Bispecific TCE ”E 4007 ///;// o 400+ /_E
gL} B 3 AMG 210 E 7 P
é!m H ﬂ ézm ﬂ ﬂ H [ Negative Control g zou-lidi.‘\\ 3 200:./!/.
B - § 0 Ta—a 0+
EENERE = g SRR SRR 20 0 Aqg e 20
TriTCE co-stim may provide more durable . =

Days Post-Treatment

responses in solid tumors
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TriTCE-CPI: Trispecific T Cell Engagers with Checkpoint Inhibition for the

Treatment of Solid Tumors

Affinity
engineered

Making a Meaningful Difference

TriTCE-CPI format screening
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TriTCE-CPI: Trispecific T Cell Engagers with Checkpoint Inhibition for the ,,,,:';';.,"OPKS
Treatment of Solid Tumors

Tumor Cell Tumor Cell
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TriTCE-CPI: Trispecific T Cell Engagers with Checkpoint Inhibition for the kot

zymeworks
Treatment of Solid Tumors
T cell-dependent cellular cytotoxicity
PD-L1+/TAA+ cell line PD-L1+/TAA- cell line
= 140 : ® _ 140 -
% 1204 e £ 120- -
2 100 % 10043 ogged 1| i - :
T 80 Y ﬁ 3 80 o ;.
S 604 \ 5 60
E 40 b e S 40 -
R 204 \.‘u"» $ o aEt @ 204
o . o

'll "'l "'I "'I o ™ ™TT ™TT ™TT T™TT
104 102 10° 107 10t 10° 107 10° 107 10

PD-1/PD-L1 checkpoint

80000 bioassay ——  PD-1TriTCE-CPI

66000 - —— Bispecific TCE
- /e T Competitor Benchmark
& 40000 —— Bispecific TCE + a-PD-L1 mAb
< —— a-PD-L1mAb

20000 - R

Irrelevant antibody

o_
102 10° 102 104 10°

TriTCE-CPI constructs are high potency TAA-dependent T cell engagers with robust checkpoint blockade activity

B AP L
Making a Meaningful Difference - m
-\ e -



TriTCE CPI Formats can be Tuned to Optimize Dendritic Cell (DC)-dependent zynf;'cv’;pks

T Cell Activation A DC - T cell co-culture CD80 expression
: High affinity PD-1 1 Medium affinity PD-1
TriTCE CPI TriTCE CPI

4 9 T Cell activation
and expansion

= Bispecific TCE pm Bispecific TCE

CD80/86
Dendritic cell CDh80 > CD80 >
30000 - CDAT cells 60000 — CD8 T cells —=e— High affinity PD-1
TriTCE CPI
= o = * —®— Medium affinity PD-1
3 20000 - % 3 40000 \\ TriTCE CPI
o -/ & \
= /'/ . ),ﬁ % \ —®— Bispecific TCE
o H—} =)\ ) —e—— Bispecific TCE
| . © N 2 pecific +
g 10000 s - 8 20000 P 2 High affinity PD-1
L= ‘! % ——" e-— Bispecific TCE +
o 0 Medium affinity PD-1
Ty, BRBALL BRALLL BUEAL BRAMLL BRALLL BLELLL!
102 10" 10° 10' 10* 10° 10° 102 107" 10° 107 ) 102 10® 104 —*— |rrelevant antibody
Concentration (pM) Concentration (pM)
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