
Doublet
(n=42)

Triplet
(n=54)

Median PFS, 
months [95% CI]

11.1
[7.2–NE]

6.8
[5.5–15.9]

AESI, n (%)

Doublet
(n=42)

Triplet
(n=54)

All grades Grade 3 All grades Grade 3

Oral mucositis/stomatitis 26 (62) 2 (5) 22 (41) 1 (2)

Adjudicated drug-related ILD/pneumonitis 10 (24) 2 (5) 14 (26) 1 (2)

Ocular surface events 9 (21) 1 (2) 16 (30) 2 (4)

Event, n (%)
Doublet
(n=42)

Triplet
(n=54)

Any TEAEa 40 (95) 54 (100)
Study treatment-relatedb 39 (93) 54 (100)

Any grade ≥3 TEAE 24 (57) 41 (76)
Study treatment-relatedb 14 (33) 30 (56)

Any serious TEAEs 16 (38) 24 (44)
Study treatment-relatedb 5 (12) 12 (22)

TEAEs associated with:
Dose reduction of any drug 9 (21) 10 (19)
Dose reduction of Dato-DXd 9 (21) 7 (13)
Discontinuation of any drug 12 (29) 24 (44)
Discontinuation of Dato-DXd 12 (29) 21 (39)
Death 1 (2) 5 (9)

Dato-DXd
IV Q3W + Pembro

IV Q3W + Platinum CT
                    IV Q3W

Cohort 1 (n=2): 4 mg/kg + 200 mg
Cohort 2 (n=40): 6 mg/kg + 200 mg
Cohort 3 (n=14): 4 mg/kg + 200 mg + carboplatin AUC 5
Cohort 4 (n=26): 6 mg/kg + 200 mg + carboplatin AUC 5
Cohort 5 (n=8): 4 mg/kg + 200 mg + cisplatin 75 mg/m2

Cohort 6 (n=6): 6 mg/kg + 200 mg + cisplatin 75 mg/m2

1L Patients Only

Doublet

Triplet

Doublet
(n=42)

Triplet
(n=54)

Age, median (range), years 66
(49–83)

66
(35–80)

Male, n (%) 32 (76) 34 (63)
Asian race, n (%) 31 (74) 23 (43)
Histology, n (%)

Adenocarcinoma 31 (74) 35 (65)
Squamous 9 (21) 12 (22)

Stage at study entry, n (%)
IIIB 1 (2) 0
IIIC 0 1 (2)
IV 2 (5) 8 (15)
IVA 22 (52) 25 (46)
IVB 17 (41) 20 (37)

History of brain metastases, n (%) 4 (10) 10 (19)
ECOG PS 1, n (%) 24 (57) 33 (61)
PD-L1 expressiona, n (%)

<1% 18 (43) 16 (30)
1–49% 19 (45) 23 (43)
≥50% 5 (12) 15 (28)
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Datopotamab deruxtecan (Dato-DXd) 
plus pembrolizumab with or without 
platinum chemotherapy as first-line 
therapy for advanced non-small cell 
lung cancer (NSCLC); subgroup 
analysis from TROPION-Lung02

Objective
• Subgroup analysis of TROPION-Lung02 evaluating Dato-DXd + pembrolizumab ± platinum 

CT as 1L therapy for patients with advanced/metastatic NSCLC without actionable 
genomic alterations

Conclusions
• As a 1L therapy for advanced NSCLC, Dato-DXd + pembrolizumab ± platinum CT 

continues to demonstrate durable antitumor activity across all levels of PD-L1 expression 
and with both doublet and triplet regimens

• In this non-randomized study, efficacy outcomes seen with the doublet regimen were 
not inferior to those seen with the triplet regimen

• Tolerability of the combinations was as expected based on known profiles of the individual 
agents, with no new safety signals observed

• To date, this is the largest dataset reported for any ADC combined with an anti–PD-1/-L1 
agent in the 1L setting for advanced NSCLC

• These data support the evaluation of Dato-DXd + pembrolizumab ± CT vs standard of care 
therapies in the 1L setting in the pivotal phase 3 TROPION-Lung07 (NCT05555732) and 
TROPION-Lung08 (NCT05215340) studies
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Background
• For patients with advanced/metastatic NSCLC, the standard first-line treatment is 

pembrolizumab monotherapy for those with high PD-L1 expression and pembrolizumab in 
combination with platinum-doublet CT for those with low PD-L1 expression; treatment 
outcomes when using PD-L1 inhibitors are worse in patients with low vs high PD-L1 
expression1

• Dato-DXd is a TROP2-directed antibody–drug conjugate (ADC) composed of an 
anti-TROP2 mAb covalently linked to a highly potent topoisomerase I inhibitor payload 
via a plasma-stable, tumor-selective, tetrapeptide-based cleavable linker2

• Encouraging antitumor activity has been observed in patients with NSCLC receiving 
Dato-DXd in combination with IO (TROPION-Lung023 and TROPION-Lung044)

• TROPION-Lung02 (NCT04526691)5 is the first study evaluating Dato-DXd + 
pembrolizumab ± platinum CT in advanced NSCLC without actionable genomic alterations

• Here, we report subgroup analyses from TROPION-Lung02 in patients receiving 
1L therapy

Data cutoff: October 31, 2023.
aPatients with known actionable genomic alterations in EGFR, ALK, ROS1, NTRK, BRAF, RET, or MET, or with alterations in other actionable oncogenic driver kinases were not eligible for this study. bThe first 3 to 6 patients in each cohort were enrolled to confirm acceptable safety/DLT rate; the remaining patients are considered part of dose 
expansion (for which enrollment was ongoing at the time of data cutoff). cPrior therapy requirements are for treatment in the advanced/metastatic setting. 

Demographics and baseline characteristics of 1L patients

aEvaluated locally by tumor proportion score using immunohistochemistry (22C3 assay). 

• TROPION-Lung02 is a phase 1b, multicenter, open-label 
study of Dato-DXd + pembrolizumab ± platinum CT in 
advanced NSCLC without actionable genomic alterationsa

• The safety of the Dato-DXd + pembrolizumab doublet 
was established prior to evaluation of the 
platinum-containing triplet

• The safety of Dato-DXd 4-mg/kg combinations was 
established prior to evaluation of 6-mg/kg combinations

• Patients in the expansion stage were primarily 
treatment-naive

• Primary objectives: 
safety and tolerability 

Results

Efficacy outcomes in 1L patients, overall and by PD-L1 statusa,b 

All 1L
(n=96)

1L PD-L1 <1% 
(n=34)

1L PD-L1 1–49% 
(n=42)

1L PD-L1 ≥50% 
(n=20)

Doublet
(n=42)

Triplet
(n=54)

Doublet
(n=18)

Triplet
(n=16)

Doublet
(n=19)

Triplet
(n=23)

Doublet
(n=5)

Triplet
(n=15)

ORR, n (%) 22 (52) 30 (56) 8 (44) 5 (31) 9 (47) 17 (74) 5 (100) 8 (53)

[95% CI] [36–68] [41–69] [22–69] [11–59] [24–71] [52–90] [48–100] [27–79]
BOR, n (%)

CR 1 (2) 1 (2) 1 (6) 0 0 1 (4) 0 0
PR 21 (50) 29 (54) 7 (39) 5 (31) 9 (47) 16 (70) 5 (100) 8 (53)
SD 15 (36) 18 (33) 8 (44) 10 (63) 7 (37) 3 (13) 0 5 (33)
PD 3 (7) 2 (4) 1 (6) 1 (6) 2 (11) 1 (4) 0 0
NE 2 (5) 4 (7) 1 (6) 0 1 (5) 2 (9) 0 2 (13)

DCR, n (%) 37 (88) 48 (89) 16 (89) 15 (94) 16 (84) 20 (87) 5 (100) 13 (87)
[95% CI] [74–96] [77–96] [65–99] [70–100] [60–97] [66–97] [48–100] [60–98]

Median TTR, 
months 1.4 1.4 1.4 1.5 1.5 1.4 1.4 1.5

[Range] [1.2–7.0] [1.2–9.6] [1.2–6.9] [1.2–9.6] [1.2–7.0] [1.2–7.0] [1.3–2.8] [1.2–8.3]
Median DoR, 
months NE 12.9 NE 12.9 12.0 14.6 NE 18.1

[95% CI] [9.7–NE] [5.7–NE] NE [4.1–NE] [4.2–NE] [4.2–NE] [5.5–NE] [4.1–NE]
aEvaluated locally by tumor proportion score using immunohistochemistry (22C3 assay). bResponses with confirmed CR/PR. 
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1L patients by PD-L1 status

PFS in 1L patients

Median PFS follow-up: 8.5 months (doublet); 17.2 months (triplet). 

• Oral mucositis/stomatitis was the most common AESI and was predominantly grade 1/2
• There were no grade 4 or 5 events for any AESI, including adjudicated drug-related ILD/pneumonitis

AESIs in 1L patients

• TEAEs associated with discontinuation of Dato-DXd occurred in 29% of 1L patients receiving the 
doublet regimen and in 39% of 1L patients receiving the triplet regimen

• The most frequent TEAEs of any grade were stomatitis, nausea, anemia, constipation, and 
decreased appetite

• Hematologic toxicities such as anemia, platelet count decreased, neutropenia, and neutrophil 
count decreased occurred more frequently in the triplet cohorts

All-cause TEAEs observed in ≥20% of 1L patients

• Secondary objectives: 
efficacy, PK, and 
antidrug antibodies

Patients with no baseline target lesions or no postbaseline tumor assessments were excluded from the waterfall plot. 

Doublet Triplet

aTEAEs were defined as AEs with a start or worsening date on or after the start of study treatment until 37 days after the end date of study treatment. 
bDrug-related TEAEs may be associated with any component of the study treatment: Dato-DXd, pembrolizumab, cisplatin, or carboplatin.

Safety summary of 1L patients 

PD-L1 <1% (n=18)

PD-L1 1–49% (n=19)

PD-L1 ≥50% (n=5)

Doublet (n=42)

Key eligibility criteria

• Advanced/metastatic 
NSCLC

• Dose escalationb: 
≤2 lines of prior therapyc

• Dose expansion
• ≤1 line of platinum CT (cohorts 1 and 2)c

• Treatment-naive (cohort 2; enrollment after 
June 30, 2022)c

• Treatment-naive (cohorts 3–6)c

Please scan this quick response (QR) code with your smartphone 
camera or app to obtain poster materials. 
Copies of poster materials obtained through this QR code are for 
personal use only and may not be reproduced without permission from 
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PD-L1 <1% (n=16)

PD-L1 1–49% (n=23)

PD-L1 ≥50% (n=15)

Doublet therapy

Triplet therapy

Grade 1–2

Grade ≥3

Grade 1–2
Grade ≥3

Patients (%)

2%

7%

10%

14%

7%

24%

12%

31%

26%

21%

10%
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10%

24%
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17%
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Neutrophil count decreased

Neutropenia

Blood creatinine increased

Alanine aminotransferase increased

Cough

Dyspnoea

Platelet count decreased

Rash

Diarrhoea

Alopecia

Pruritus

Weight decreased

Amylase increased

COVID-19

Pneumonitis

Vomiting

Fatigue

Decreased appetite

Constipation

Anaemia

Nausea

Stomatitis 5%

Anemia

Diarrhea

Dyspnea
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• More patients treated with the triplet vs doublet regimen received the lower dose of 4 mg/kg 
Dato-DXd (41% vs 5%)

• A higher proportion of patients treated with the triplet vs doublet regimen had a history of brain 
metastases (19% vs 10%)
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