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Background
• 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 progression1-4

• Pembrolizumab as monotherapy has shown superior efficacy compared with chemotherapy 
in treatment-naive patients with advanced NSCLC and PD-L1 expression ≥50%. However, 
with initial pembrolizumab monotherapy, only approximately one-third of patients are 
expected to be alive after 5 years4,5

• Datopotamab deruxtecan (Dato-DXd) is an antibody-drug conjugate (ADC) composed of a 
humanized anti–trophoblast cell-surface antigen 2 (TROP2) immunoglobulin G1 (IgG1) 
monoclonal antibody covalently linked to a topoisomerase I inhibitor payload via a plasma 
stable tetrapeptide-based cleavable linker6

• 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 NSCLC7

− 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 alone8

• In the phase 3 TROPION-Lung01 trial (NCT04656652), Dato-DXd 6-mg/kg monotherapy met 
the dual primary endpoint of progression free survival (PFS), demonstrating a significant 
improvement in PFS compared with docetaxel in patients with adv/met NSCLC who received 
≥1 prior therapy9

• In the phase 1b TROPION-Lung02 trial (NCT04526691), first-line Dato-DXd + 
pembrolizumab doublet treatment and Dato-DXd + pembrolizumab + platinum chemotherapy 
triplet treatment demonstrated an ORR of  60% and 55%, respectively; the median DOR was 
not reached in either group10

• 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 
adv/met NSCLC without actionable genomic alterations and with PD-L1 ≥50%11,12

ADC, antibody-drug conjugate; Adv/met, advanced/metastatic; ALK, anaplastic lymphoma kinase; BICR, blinded independent central review; BRAF, B-Raf proto-oncogene, serine/threonine kinase; Dato-DXd, datopotamab deruxtecan; DCR, disease control rate; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; EGFR, epidermal growth factor receptor; ILD, interstitial lung disease; IV, intravenous; MET, MET proto-oncogene, receptor tyrosine 
kinase; NTRK, neurotrophic receptor tyrosine kinase; ORR, objective response rate; PD-L1, programmed cell death 1 ligand 1; PFS, progression free survival; PFS2, time to second progression; PRO, patient reported outcomes; Q3W, every 3 weeks; R, randomization; RECIST, Response Evaluation Criteria in Solid Tumors; RET, ret proto-oncogene; ROS1, ROS proto-oncogene 1, receptor tyrosine kinase; TPS, tumor proportion score; TTR, time to response.
a Patients who previously received neoadjuvant/adjuvant therapy without immune checkpoint inhibitors may be considered for enrollment if therapy was completed ≥6 months prior to the diagnosis of adv/met disease. b Assessed per RECIST 1.1.
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Structure and 7 Key Attributes of Dato-DXd

• Age ≥18 years (if the legal age of consent is >18 years old, then follow local regulatory requirements)
• Histologically confirmed NSCLC

− Stage IIIB or IIIC (and not a candidate for surgical resection or definitive chemoradiation) or stage IV
− Documented negative test results for EGFR, ALK, and ROS1 actionable genomic alterations
− No known genomic alterations in NTRK, BRAF, RET, MET, or other driver kinases with 

approved therapies
• Tumor tissue sample for the measurement of TROP2 protein expression and exploratory biomarker 

analyses
• Tumor with high PD-L1 expression (TPS ≥50%) as determined by PD-L1 IHC 22C3 pharmDx
• Measurable disease using RECIST version 1.1
• ECOG PS of 0 or 1 

• Prior systemic treatment for advanced or metastatic NSCLC
• Prior treatment with any of the following, including in the adjuvant/neoadjuvant settinga:

− Any agent, including an ADC, containing a chemotherapeutic agent targeting topoisomerase I 
− TROP2-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

• Prior radiotherapy ≤4 weeks before start of study intervention or >30 Gy to the lung within 6 months
• Clinically severe pulmonary compromise resulting from intercurrent pulmonary illnesses
• Clinically significant corneal disease
• History of severe hypersensitivity reactions to either the drug substances or inactive ingredients (including 

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

Dato-DXd is an ADC composed of 3 components6 

• A humanized anti-TROP2 IgG1 mAb, covalently linked to:
• A topoisomerase I inhibitor payload, an exatecan derivative, via
• A tetrapeptide-based cleavable linker

Poster # P2.08-01

DXd, topoisomerase I inhibitor payload (an exatecan derivative); IgG1, immunoglobulin G1; mAb, monoclonal antibody; TROP2, trophoblast cell-
surface antigen 2.
a The clinical relevance of these features is under investigation. b Based on animal data.

Primary endpoints

• PFS by BICRb

• OS

Key secondary endpoint

• ORR by BICRb

Other secondary endpoints
• PFS by investigatorb

• ORR by investigatorb

• DOR by BICR and investigatorb

• TTR by BICR and investigatorb

• DCR by BICR and investigatorb

• PFS2
• PRO
• Safety
• Immunogenicity

Exploratory endpoints
• Biomarkers, pharmacogenetics, and pharmacokinetics exposures will be evaluated for potential 

association with efficacy and safety

Patient population (N≈740)

• Stage IIIB, IIIC, or 
IV NSCLC

• No actionable genomic 
alterations (documented 
EGFR/ALK/ROS1 negative)

• No previous systemic 
therapy for 
adv/met NSCLCa

• ECOG PS 0 or 1
• Central PD-L1 TPS ≥50%

Stratified by:

• Histology (squamous vs 
nonsquamous)

• Geography (East Asia vs 
rest of world)

• Smoking status 
(former/current vs never)

• ECOG PS (0 vs 1)

Dato-DXd
6 mg/kg IV Q3W

+
pembrolizumab
200 mg IV Q3W

Pembrolizumab
200 mg IV Q3W

Treatment until:

• Occurrence of 
progressive disease 
by BICR, 
unacceptable 
toxicity, or other 
discontinuation 
criteria

• Completion of 35 
cycles of 
pembrolizumab (no 
maximum limit for 
Dato-DXd)

R
1:1

Enrollment is ongoing
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the dual primary endpoint of progression free survival (PFS), demonstrating a significant 
improvement in PFS compared with docetaxel in patients with adv/met NSCLC who received 
≥1 prior therapy9

• In the phase 1b TROPION-Lung02 trial (NCT04526691), first-line Dato-DXd + 
pembrolizumab doublet treatment and Dato-DXd + pembrolizumab + platinum chemotherapy 
triplet treatment demonstrated an ORR of  60% and 55%, respectively; the median DOR was 
not reached in either group10

• 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 
adv/met NSCLC without actionable genomic alterations and with PD-L1 ≥50%11,12

ADC, antibody-drug conjugate; Adv/met, advanced/metastatic; ALK, anaplastic lymphoma kinase; BICR, blinded independent central review; BRAF, B-Raf proto-oncogene, serine/threonine kinase; Dato-DXd, datopotamab deruxtecan; DCR, disease control rate; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; EGFR, epidermal growth factor receptor; ILD, interstitial lung disease; IV, intravenous; MET, MET proto-oncogene, receptor tyrosine 
kinase; NTRK, neurotrophic receptor tyrosine kinase; ORR, objective response rate; PD-L1, programmed cell death 1 ligand 1; PFS, progression free survival; PFS2, time to second progression; PRO, patient reported outcomes; Q3W, every 3 weeks; R, randomization; RECIST, Response Evaluation Criteria in Solid Tumors; RET, ret proto-oncogene; ROS1, ROS proto-oncogene 1, receptor tyrosine kinase; TPS, tumor proportion score; TTR, time to response.
a Patients who previously received neoadjuvant/adjuvant therapy without immune checkpoint inhibitors may be considered for enrollment if therapy was completed ≥6 months prior to the diagnosis of adv/met disease. b Assessed per RECIST 1.1.
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Structure and 7 Key Attributes of Dato-DXd

• Age ≥18 years (if the legal age of consent is >18 years old, then follow local regulatory requirements)
• Histologically confirmed NSCLC

− Stage IIIB or IIIC (and not a candidate for surgical resection or definitive chemoradiation) or stage IV
− Documented negative test results for EGFR, ALK, and ROS1 actionable genomic alterations
− No known genomic alterations in NTRK, BRAF, RET, MET, or other driver kinases with 

approved therapies
• Tumor tissue sample for the measurement of TROP2 protein expression and exploratory biomarker 

analyses
• Tumor with high PD-L1 expression (TPS ≥50%) as determined by PD-L1 IHC 22C3 pharmDx
• Measurable disease using RECIST version 1.1
• ECOG PS of 0 or 1 

• Prior systemic treatment for advanced or metastatic NSCLC
• Prior treatment with any of the following, including in the adjuvant/neoadjuvant settinga:

− Any agent, including an ADC, containing a chemotherapeutic agent targeting topoisomerase I 
− TROP2-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

• Prior radiotherapy ≤4 weeks before start of study intervention or >30 Gy to the lung within 6 months
• Clinically severe pulmonary compromise resulting from intercurrent pulmonary illnesses
• Clinically significant corneal disease
• History of severe hypersensitivity reactions to either the drug substances or inactive ingredients (including 

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

Dato-DXd is an ADC composed of 3 components6 

• A humanized anti-TROP2 IgG1 mAb, covalently linked to:
• A topoisomerase I inhibitor payload, an exatecan derivative, via
• A tetrapeptide-based cleavable linker

Poster # P2.08-01

DXd, topoisomerase I inhibitor payload (an exatecan derivative); IgG1, immunoglobulin G1; mAb, monoclonal antibody; TROP2, trophoblast cell-
surface antigen 2.
a The clinical relevance of these features is under investigation. b Based on animal data.
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Background
• 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 progression1-4

• Pembrolizumab as monotherapy has shown superior efficacy compared with chemotherapy 
in treatment-naive patients with advanced NSCLC and PD-L1 expression ≥50%. However, 
with initial pembrolizumab monotherapy, only approximately one-third of patients are 
expected to be alive after 5 years4,5

• Datopotamab deruxtecan (Dato-DXd) is an antibody-drug conjugate (ADC) composed of a 
humanized anti–trophoblast cell-surface antigen 2 (TROP2) immunoglobulin G1 (IgG1) 
monoclonal antibody covalently linked to a topoisomerase I inhibitor payload via a plasma 
stable tetrapeptide-based cleavable linker6

• 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 NSCLC7

− 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 alone8

• In the phase 3 TROPION-Lung01 trial (NCT04656652), Dato-DXd 6-mg/kg monotherapy met 
the dual primary endpoint of progression free survival (PFS), demonstrating a significant 
improvement in PFS compared with docetaxel in patients with adv/met NSCLC who received 
≥1 prior therapy9

• In the phase 1b TROPION-Lung02 trial (NCT04526691), first-line Dato-DXd + 
pembrolizumab doublet treatment and Dato-DXd + pembrolizumab + platinum chemotherapy 
triplet treatment demonstrated an ORR of  60% and 55%, respectively; the median DOR was 
not reached in either group10

• 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 
adv/met NSCLC without actionable genomic alterations and with PD-L1 ≥50%11,12

ADC, antibody-drug conjugate; Adv/met, advanced/metastatic; ALK, anaplastic lymphoma kinase; BICR, blinded independent central review; BRAF, B-Raf proto-oncogene, serine/threonine kinase; Dato-DXd, datopotamab deruxtecan; DCR, disease control rate; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; EGFR, epidermal growth factor receptor; ILD, interstitial lung disease; IV, intravenous; MET, MET proto-oncogene, receptor tyrosine 
kinase; NTRK, neurotrophic receptor tyrosine kinase; ORR, objective response rate; PD-L1, programmed cell death 1 ligand 1; PFS, progression free survival; PFS2, time to second progression; PRO, patient reported outcomes; Q3W, every 3 weeks; R, randomization; RECIST, Response Evaluation Criteria in Solid Tumors; RET, ret proto-oncogene; ROS1, ROS proto-oncogene 1, receptor tyrosine kinase; TPS, tumor proportion score; TTR, time to response.
a Patients who previously received neoadjuvant/adjuvant therapy without immune checkpoint inhibitors may be considered for enrollment if therapy was completed ≥6 months prior to the diagnosis of adv/met disease. b Assessed per RECIST 1.1.
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− Documented negative test results for EGFR, ALK, and ROS1 actionable genomic alterations
− No known genomic alterations in NTRK, BRAF, RET, MET, or other driver kinases with 

approved therapies
• Tumor tissue sample for the measurement of TROP2 protein expression and exploratory biomarker 

analyses
• Tumor with high PD-L1 expression (TPS ≥50%) as determined by PD-L1 IHC 22C3 pharmDx
• Measurable disease using RECIST version 1.1
• ECOG PS of 0 or 1 

• Prior systemic treatment for advanced or metastatic NSCLC
• Prior treatment with any of the following, including in the adjuvant/neoadjuvant settinga:

− Any agent, including an ADC, containing a chemotherapeutic agent targeting topoisomerase I 
− TROP2-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

• Prior radiotherapy ≤4 weeks before start of study intervention or >30 Gy to the lung within 6 months
• Clinically severe pulmonary compromise resulting from intercurrent pulmonary illnesses
• Clinically significant corneal disease
• History of severe hypersensitivity reactions to either the drug substances or inactive ingredients (including 

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

Dato-DXd is an ADC composed of 3 components6 

• A humanized anti-TROP2 IgG1 mAb, covalently linked to:
• A topoisomerase I inhibitor payload, an exatecan derivative, via
• A tetrapeptide-based cleavable linker
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DXd, topoisomerase I inhibitor payload (an exatecan derivative); IgG1, immunoglobulin G1; mAb, monoclonal antibody; TROP2, trophoblast cell-
surface antigen 2.
a The clinical relevance of these features is under investigation. b Based on animal data.
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