
TROPION-Lung14 (NCT06350097): a phase 3, open-label, multicentre study

Primary endpoint

• PFS per RECIST v1.1 by BICR

Secondary endpoints

• OS (key secondary endpoint)

• CNS PFS, per modified RECIST 1.1 by BICR (in patients with ≥1 brain 

lesion at baseline)

• PFS by investigator

• ORR per RECIST v1.1 by BICR and investigator

• Duration of response per RECIST v1.1 by BICR and investigator

• Determine presence/absence of CNS lesions at progression per modified 

RECIST 1.1 by BICR (in participants without CNS metastases at baseline)

• PFS2

• Safety and tolerability

• Pharmacokinetics

• Immunogenicity

• History of another primary malignancy

• Persistent toxicities caused by previous anticancer therapy (excluding alopecia) not 

yet improved to grade ≤1 or baseline

• Spinal cord compression or unstable brain metastases

• Leptomeningeal carcinomatosis or metastasis

• Significant third-space fluid retention (e.g., ascites or pleural effusion) not amenable 

for required repeated drainage

• Clinically significant corneal disease

• Any evidence of severe or uncontrolled systemic diseases, including, but not 

limited to active bleeding diseases, active infection, active ILD/pneumonitis or 

cardiac disease

• Active or uncontrolled HBV or HCV infection, uncontrolled HIV, uncontrolled infection 

requiring IV antimicrobials, suspected infection, an inability to rule out infection or 

active tuberculosis

• Uncontrolled or significant cardiac disease, or resting electrocardiogram with 

clinically abnormal findings

• History of ILD, drug-induced ILD, radiation pneumonitis requiring steroid treatment or 

any evidence of clinically active ILD

• Severe pulmonary function compromise

• Any anticancer therapy within the past 12 months

• Prior exposure to any agent including an ADC containing a chemotherapeutic agent 

targeting topoisomerase I, TROP2-targeted therapy

• Age ≥18 years (≥20 years in Japan)

• Histologically or cytologically confirmed, non-squamous NSCLC

• Stage IIIB/IIIC or IV metastatic or recurrent NSCLC (based on the 8th edition of the 

American Joint Committee on Cancer Staging Manual) not amenable to curative 

surgery or definitive chemoradiation

• No prior EGFR-TKI or other systemic therapy for stage IIIB/IIIC or IV disease

• Ex19del and/or L858R EGFR mutation, either alone or in combination with other 

EGFR mutations, which may include T790M

• WHO PS of 0 or 1

• ≥1 measurable lesion per RECIST 1.1, not previously irradiated

• Life expectancy ≥12 weeks

• Adequate bone marrow reserve and organ function

• In randomised period: archival tumour sample (for central confirmation of 

EGFR mutation status) and baseline plasma sample (for retrospective plasma 

EGFR testing)

Why are we performing this research?

• Epidermal growth factor receptor (EGFR) is a protein that controls cell growth and division; in some cancer cells the gene is mutated and allows cells to grow 

uncontrollably. Osimertinib is a medicine that blocks the activity of mutated EGFR on cancer cells, stopping their growth1 and is the recommended treatment for people 

with EGFR-mutated advanced non-small cell lung cancer (NSCLC), for those with EGFR-mutated NSCLC where the cancer has been removed by surgery, and for 

EGFR-mutated NSCLC that cannot be removed by surgery and whose disease has not got worse during or after chemoradiotherapy.2‒6 Unfortunately, osimertinib 

eventually stops working in many people, and the cancer cannot be controlled.7 Researchers are looking to see if osimertinib would be more effective when it is 

combined with other medicines. Datopotamab deruxtecan (Dato-DXd) is an antibody-drug conjugate that consists of an antibody (datopotamab) and an anticancer drug 

(DXd), joined via a stable cleavable linker.8 Dato-DXd has shown promising antitumour efficacy in previous studies in people with advanced or metastatic NSCLC. 

• This study, called TROPION-Lung14, is designed to compare the combination of osimertinib and Dato-DXd with osimertinib alone as a first treatment for people with 

EGFR-mutated advanced NSCLC. 

How are we performing this research?

• Eligible patients will be randomly assigned to receive either osimertinib plus Dato-DXd or osimertinib alone. Patients will continue to receive treatment until their 

disease progresses, side effects become unacceptable, or they choose to leave the study. The main objective of the study is to see how long patients remain alive 

without their cancer growing or spreading (known as progression-free survival). 

Who will participate in this study?

• We are recruiting adults with previously untreated EGFR-mutated advanced NSCLC. 

Where can I access more information?

The first results are expected to be available in early 2028, with the study expected to end in mid-2032. For more information about TROPION-Lung14, please visit 

https://clinicaltrials.gov/study/NCT06350097. You may also speak to your doctor about clinical studies. 
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*Treatment will continue until RECIST 1.1-defined progression by investigator, unacceptable toxicity or another discontinuation criterion is met. Following discontinuation, choice of subsequent 

therapy will be at the discretion of the investigator. Participants will be followed for second progression on a subsequent treatment, defined according to local practice, and for OS.

Key inclusion criteria

• Osimertinib, a third-generation, irreversible, CNS-active EGFR-TKI1–7 is recommended as 1L treatment for EGFR-mutated advanced NSCLC,8,9 as adjuvant treatment for 

resected stage IB–IIIA EGFR-mutated NSCLC10,11 and for patients with unresectable EGFR-mutated stage III NSCLC without progression during 

or after chemoradiotherapy.12 

– The 1L recommendation is based on the results of the phase 3 FLAURA study, which demonstrated significant improvements in both PFS and OS with osimertinib versus 

first-generation EGFR-TKIs (gefitinib or erlotinib) in patients with previously untreated locally advanced or metastatic NSCLC whose tumours had EGFR exon 19 deletions 

(Ex19del) or exon 21 (L858R) substitution mutations.3,4

• Despite the clinical benefit with osimertinib, most patients develop resistance,13 and treatment options on or after disease progression are limited.

• One potential strategy to extend the efficacy of 1L osimertinib, and delay the onset of resistance, is to use a combination regimen, where osimertinib is combined with 

treatment(s) with broad antitumour activity.

• Data from the phase 3 FLAURA2 study demonstrated the feasibility of this approach, showing a statistically significant improvement in PFS with 1L osimertinib plus 

platinum–pemetrexed doublet chemotherapy versus osimertinib alone in patients with EGFR-mutated advanced NSCLC.14

• Dato-DXd, an ADC composed of a humanised anti-TROP2 monoclonal antibody conjugated to a potent topoisomerase I inhibitor,15 has demonstrated efficacy and manageable 

safety in NSCLC as monotherapy, including patients with pretreated (2L+) EGFR-mutated locally advanced or metastatic NSCLC in the phase 3 TROPION-Lung01, phase 2 

TROPION-Lung05, and phase 1 TROPION-PanTumor01 studies.16‒19

• Given the data suggesting that Dato-DXd may be clinically active in EGFR-mutated NSCLC, it was hypothesised that combining Dato-DXd with 1L osimertinib may enhance its 

efficacy and potentially overcome treatment resistance. 
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PFS, defined as time from randomisation until progression per RECIST 1.1, or death due to any cause (in absence of progression). OS, defined as time from randomisation until date of death due 

to any cause. CNS PFS, defined as time from randomisation until date of objective CNS progression by CNS BICR or death (by any cause in absence of CNS progression). PFS2, defined as time 

from randomisation to earliest progression event (following initial progression) after first subsequent anticancer therapy or death.

• Age ≥18 years

• Histologically or cytologically 

confirmed stage IIIB/IIIC or IV 

non-squamous, EGFR-mutated 

(Ex19del or L858R) NSCLC

• No prior EGFR-TKI or other 

systemic therapy for stage 

IIIB/IIIC or IV disease

• ≥1 measurable lesion per 

RECIST 1.1

• WHO PS of 0 or 1

Patients

Stratified by:

• EGFR mutation type 

(Ex19del vs L858R)

• WHO PS (0 vs 1)

• CNS metastasis status 

(yes vs no)

Primary Endpoint

PFS by BICR

N=~562 

Randomised 

1:1

Osimertinib

80 mg PO QD*

Osimertinib

80 mg PO QD +

Dato-DXd 

6 mg/kg IV Q3W*

Osimertinib

80 mg PO QD +

Dato-DXd 

6 mg/kg IV Q3W*

Non-randomised

safety run-in (N=~20)

Dato-DXd and osimertinib are also being investigated in the ongoing, phase 3 TROPION-Lung15 study (NCT06417814); Dato-DXd with or without osimertinib versus 

platinum-based doublet chemotherapy for patients with EGFR-mutated locally advanced or metastatic NSCLC whose disease has progressed on prior osimertinib

Dato-DXd and osimertinib clinical programme
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Countries and regions with participating study sites (~170 sites) 
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Planned/active recruitment

1°

2°

The phase 3 TROPION-Lung14 study is evaluating the efficacy and safety of osimertinib in combination with Dato-DXd versus osimertinib alone as 

1L treatment for patients with EGFR-mutated locally advanced or metastatic NSCLC
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