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TROPION-Lung08: Datopotamab
Deruxtecan Plus Pembrolizumab In

Untreated Advanced/Metastatic
Non-Small Cell Lung Cancer (NSCLC)

Methods
3

Key Inclusion Criteria

Study Design and Population

» Age 218 years (if the legal age of consent is >18 years old, then follow local regulatory requirements)

» Histologically confirmed NSCLC
— Stage |lIB or llIC (and not a candidate for surgical resection or definitive chemoradiation) or stage IV
— Documented negative test results for EGFR, ALK, and ROS17 actionable genomic alterations
— No known genomic alterations in NTRK, BRAF, RET, MET, or other driver kinases with

Patient population (N=740)
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* While first-line treatment with immunotherapy (with or without chemotherapy) has improved
outcomes in patients with programmed cell death 1 ligand 1 (PD-L1)—expressing
advanced/metastatic (adv/met) NSCLC, almost all patients inevitably experience
disease progression’-4

Pembrolizumab as monotherapy has shown superior efficacy compared with chemotherapy
In treatment-naive patients with advanced NSCLC and PD-L1 expression 250%. However,
with initial pembrolizumab monotherapy, only approximately one-third of patients are
expected to be alive after 5 years*?°

Datopotamab deruxtecan (Dato-DXd) is an antibody-drug conjugate (ADC) composed of a
humanized anti—trophoblast cell-surface antigen 2 (TROPZ2) immunoglobulin G1 (IgG1)
monoclonal antibody covalently linked to a topoisomerase | inhibitor payload via a plasma
stable tetrapeptide-based cleavable linker®

In the phase 1 TROPION-PanTumor01 trial (NCT03401385), Dato-DXd
6-mg/kg monotherapy demonstrated an objective response rate (ORR) of 26% with a median

duration of response (DOR) of 10.5 months and a manageable safety profile in pretreated
patients with adv/met NSCLC’

— |In addition, preclinical studies showed that DXd ADCs combined with an anti—-programmed
cell death 1 protein (PD-1) antibody demonstrated superior anti-tumor activity compared
with monotherapy with either agent alone®

In the phase 3 TROPION-LungO01 trial (NCT04656652), Dato-DXd 6-mg/kg monotherapy met
the dual primary endpoint of progression free survival (PFS), demonstrating a significant
iImprovement in PFS compared with docetaxel in patients with adv/imet NSCLC who received

>1 prior therapy? TROPION-Lung08 Study Sites by Region

In the phase 1b TROPION-Lung02 trial (NCT04526691), first-line Dato-DXd + Primary endpoints Other secondary endpoints p—
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TROPION-Lung08 (NCT05215340) is a global, randomized, open-label, phase 3 trial of
Dato-DXd plus pembrolizumab vs pembrolizumab alone in treatment-naive patients with

Key Exclusion Criteria

* Prior systemic treatment for advanced or metastatic NSCLC

* Prior treatment with any of the following, including in the adjuvant/neoadjuvant setting?:
— Any agent, including an ADC, containing a chemotherapeutic agent targeting topoisomerase |
- TROPZ2-targeted therapy

— Any anti-PD-1, anti-PD-L1, or anti-PD-L2 agent or any agent directed to another stimulatory or
co-inhibitory T-cell receptor

— Any other immune checkpoint inhibitors

* Active or prior documented ILD/pneumonitis or suspected ILD/pneumonitis that cannot be ruled out by
Imaging at screening

* Smoking status - Prior radiotherapy <4 weeks before start of study intervention or >30 Gy to the lung within 6 months
(former/current vs never) - Clinically severe pulmonary compromise resulting from intercurrent pulmonary ilinesses

« ECOG PS (0 vs 1) » Clinically significant corneal disease

» History of severe hypersensitivity reactions to either the drug substances or inactive ingredients (includiy
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- Histology (squamous vs Pembrolizumab

but not limited to polysorbate 80) of Dato-DXd or pembrolizumab

Enrollment is ongoing
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Dato-DXd is an ADC composed of 3 components . Immunogenicity B Active Sites

A humanized anti-TROP2 IgG1 mAb, covalently linked to:
 Atopoisomerase | inhibitor payload, an exatecan derivative, via
« Atetrapeptide-based cleavable linker

Payload mechanism of action:

Humanized anti-TROP2 toDoi inhibitors13.14 . . : : : :
opoisomerase | inhibitor®1>.14.a
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IgG1 mAb Deruxtecan
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