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OUTLINE

 1st line therapy
 Management of acquired resistance
 Continuation of TKI
 Novel ADC
 Locally advanced NSCLC
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MARIPOSA: STUDY DESIGN
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Yang J et al, NEJM 2025.
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MARIPOSA: OVERALL SURVIVAL
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Yang J et al, NEJM 2025.
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MARIPOSA: ADVERSE EVENTS
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Yang J et al, NEJM 2025.
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FLAURA 2: OVERALL SURVIVAL RESULTS
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Planchard D et al, WCLC 2025.
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Planchard D et al, WCLC 2025.
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FLAURA2: TREATMENT EXPOSURE
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Planchard D et al, WCLC 2025.



SECOND LINE THERAPY
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CURRENT APPROACHES FOR TREATMENT OF ACQUIRED RESISTANCE IN EGFRMT NSCLC

Acquired Resistance to 
TKI in EGFRMT NSCLC

Mechanism-Based
4th Generation TKI

MET-targeted approaches
Targeting aberrant gene fusion

Mechanism-Agnostic

Chemotherapy
Chemo+ Amivantamab

Trop-2 ADCs
Chemo + Ivonescimab
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 Regardless of the strategy, median PFS is relatively modest
 Relative merits of incremental efficacy versus toxicity should be contextualized to 
    individual patients
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COMPEL STUDY: CONTINUATION OF OSIMERTINIB WITH CHEMOTHERAPY
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Pasello G et al, WCLC 2025.
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COMPEL: PROGRESSION-FREE SURVIVAL
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Pasello G et al, WCLC 2025.
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COMPEL: OVERALL SURVIVAL
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Pasello G et al, WCLC 2025.
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COMPEL: INCIDENCE OF NEW LESIONS
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Pasello G et al, WCLC 2025.
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MARIPOSA-2 TRIAL

Popat S et al, ESMO 2024
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IMPROVEMENT IN RR AND PFS

Passaro A, et al. ESMO 2023. Abstract LBA15. 

• At a median follow-up of 8.7 months, amivantamab-chemotherapy and amivantamab-lazertinib-chemotherapy 
reduced the risk of progression or death by 52% and 56%, respectively
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Fang W et al, NEJM, 2025.

Limited to patients of age < 75 yrs
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OPTITROP-LUNG04 TRIAL

19

Fang W et al, NEJM, 2025.

HR: 0.6; NE vs 17.4m
HR: 0.49; 8.3m vs. 4.3m

Salient AE with Sac-TMT: 
Stomatitis; 64% (Gr 1 22%, Gr 2 37% & Gr 3 5%)
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DATOPOTAMAB IN EGFRMT NSCLC
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RR: 43% mPFS: 5.8m; mOS: 15.6m
AE: Stomatitis 69% (Gr 1 36%; Gr 2 24%; Gr 3 9%) 

Ahn M et al, JTO 2025.



LOCALLY ADVANCED NSCLC
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LAURA: UPDATED OVERALL SURVIVAL RESULTS
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Ramalingam S et al, ELCC 2025.
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Ramalingam S et al, ELCC 2025.
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Arriola L et al, ESMO 2025.
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LAURA: RESULTS BY MRD STATUS

25

Arriola L et al, ESMO 2025.
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CONCLUSIONS

 Combination therapy improves outcome in 1st line treatment of 
EGFR mt NSCLC
 Individualize based on brain metastasis, patient preference and co-

mutation status
 Trop2-directed ADCs are an option for patients with acquired 
resistance
 No role of immune checkpoint inhibitors
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