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Program Technology Target Indication Discovery Preclinical Phase 1 Phase 2 Phase 3

Solid Tumor Oncology: Antibody-Drug Conjugates (ADC)

ZW191
Topo1i ADC | DAR 8 | Fc WT ZD06519 Payload FRα Gynecological

Thoracic

ZW220
Topo1i ADC |DAR 4 | Fc Mut ZD06519 Payload NaPi2b Gynecological

Thoracic

ZW251
Topo1i ADC | DAR 4 | Fc WT ZD06519 Payload GPC3 Digestive System 

(HCC, PDAC)

Solid Tumor Oncology: Multispecifics 

Zanidatamab
Bispecific Azymetric HER2 Multiple indications

ZW171
Trivalent TCE | 2+1 Format

Azymetric
Novel anti-CD3 MSLN x CD3 Gynecological

Thoracic

ZW209
Trispecific TCE | Tri-TCE Costim

Azymetric
Novel anti-CD3
Conditional CD28

DLL3xCD3x
CD28 Thoracic

ZW239
Trispecific TCE | Tri-TCE Costim

Azymetric
Novel anti-CD3
Conditional CD28

CLDN18.2x
CD3xCD28 Digestive System 

AIID 

ZW1528
Dual Cytokine Blocker

Azymetric
Hetero-Fab | YTE IL4RαxIL33

ZW1572
Dual Cytokine Blocker

Azymetric
Hetero-Fab | YTE IL4RαxIL-31

NCT06555744

NCT06523803

HERIZON-BTC-302, HERIZON-GEA-01, EMPOWHER, +8 ongoing P1 and P2 
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Parallelization of Format Selection and Paratope Optimization Using HTP Screening 
Together with AI/ML Methods

Optimize paratopes 
for: 
• Developability
• Affinity
• PK
• scFv stability

Optimized leadLead Fine-tuning and 
optimization of lead

Test optimized 
paratopes in 
lead format

Screen multispecificsRational paratope selection 
based on epitope and 
affinity

Hit-to-lead + Candidate selection

Screen a focused library 
of paratopes designed 
from a combination of 
physics-based and 
language model-based 
features

x2

Multispecific 
format 

screening

Paratope 
optimization
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Current Bi- vs. Trispecific Co-Stimulatory T Cell Engager Approaches

Bispecific CD28 T cell Engagers
(monotherapy or in combination)

Trispecific CD28 T cell Engagers

Limitations:
• First generation used high affinity CD3 and CD28 

superagonist paratopes1,2

• Peripheral T cell binding, activation and TMDD1,2

• Target-independent activity and T cell-T cell activation

Limitations:
• Independent engagement of CD28-TAA, needs to be optimized 

to pair with CD3-TAA. Difficult to optimize by clinical dose 
adjustment.

• Exposure of two molecules at required dose levels potentially 
suboptimal

1 Seung et al., Nature (2022); 2 Promsote et al., Nature Communications (2023)

Sanofi 
(HER2xCD3xCD28; 
CD38xCD3xCD28)

Regeneron 
(MUC16xCD3 + 
MUC16xCD28, 
CD20xCD3 + 
CD22xCD28)
Janssen 
(PSMAxCD28 + 
KLK2xCD3)
Roche (CD20xCD3 
+ CD19xCD28)
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TriTCE Co-Stim Summary

 Zymeworks TriTCE Co-stim provides balanced CD3 and 
CD28 activation to prevent overactivation of T cells1,2

 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 TCEs1-5 

 No CD28 binding in absence of CD3 engagement, 
lowering risk of CD28-mediated immune related adverse 
events (irAEs), well tolerated in both in vivo CRS models1,2 

and in non-human primates3

 Platform established and transferable to other tumor 
targets

1. Newhook et al., Cancer Res. (2023); 2. Newhook et al., JITC (2023); 3. Newhook L et al., Abstract #6719 presented at AACR Annual Meeting 2024; 4. Repenning P et al., Abstract #6716 Presented at AACR Annual Meeting 2024. 5. Newhook et al., SITC (2023); 6. Skokos et al., Sci. 
Transl. Med. (2020); 7. Dragovich et al., Cancer Research (2023); 8. Stein et al., Journal Clinical Oncology (2023); 9. Martins et al., Nature Reviews Clin Oncol (2019); 10. Eastwood et al., BJP (2010); 11. Roemer et al., Blood (2011); 12. Hui et al., Science (2017); 13. Humphrey et al. (2011) 
J Natl Cancer Inst. 14. Seung et al., Nature (2022); 15. Promsote et al., Nature Communications (2023).
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Fresh Updates on Multispecifics Programs at AACR 2025!

Abstract #7318  
ZW209, a DLL3 targeted trispecific T cell engager with integrated CD28 co-stimulation, 
demonstrates safety and potent preclinical efficacy in models of small cell lung cancer
Desmond Lau, Peter Repenning, Diana Canals Hernaez, Nichole Escalante, Alec Robinson, Diego Perez Escanda, John Zhang, Hamed 
Shirvani, Catherine Wu, Kurt Stahl, Marylou Vallejo, Aditi Deshmukh, Aaron Tieu, Mariana Rocha, Begonia Silva Moreno, Lisa Newhook, 
Purva Bhojane, Paul A. Moore, Nina E. Weisser, Thomas Spreter von Kreudenstein

Abstract #3503
ZW171, a differentiated 2+1 T cell engaging bispecific antibody with antitumor activity in 
a range of mesothelin expressing cancers
Nicole Afacan, Patricia Zwierzchowski, Wingkie Wong, Maya C. Poffenberger, Chayne Piscitelli, Catherine Wu, Richard Kunze, Caitlin Low, 
Sifa Arrafi, Mina Khoddami, Alexia Piercey, Maya Poffenberger, Thomas Spreter von Kreudenstein, Nina E. Weisser, Paul Moore

https://www.zymeworks.com/publications/
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