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Strategies to improve first-line treatment (Phase III trials)

• Antiangiogenics + TKI

• NEJ026 Erlotinib + Bevacizumab vs Erlotinib

• ARTEMIS Erlotinib + Bevacizumab vs Erlotinib

• RELAY  Erlotinib + Ramucirumab vs. Erlotinib

• BEVERLY Erlotinib + Bevacizumab vs Erlotinib

• RAMOSE Osimertinib + Ramucirumab vs Osimertinib 

• Chemotherapy + TKI

• FLAURA 2 Osimertinib + CHT vs. Osimertinib

• Bispecific Ab + TKI

• MARIPOSA Amivantamab + Lazertinib vs. Osimertinib

Negative Results

PFS (phase II trial)
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FINAL COMMENTS

• Therapeutic combinations for advanced EGFR-mutated NSCLC have shown superior 

scientific evidence over osimertinib monotherapy, impacting PFS and OS. 

• The increased adverse effects with combinations should also be considered. 

• Osimertinib monotherapy still has a role in a broad group of patients characterized by:

• Older age     • No detectable basal ctDNA

• Poorer functional status    • Low tumor volume

• More comorbidities    • Social and geographical difficulties

• Absence of p53 and MET amplification

• In addition to economic considerations, we must never forget safety, continuous hospital 

visits, and consulting patients about their preferences (CLINICAL BENEFIT vs 

SCIENTIFIC EVIDENCE)

• In the future, we believe that the determination of biomarkers and dynamic ctDNA will 

allow for better therapeutic selection.



TAKE HOME MESSAGES

• Initiation of therapeutic combinations in frontline setting improves PFS and overall 

survival in EGFR mutated NSCLC

• Osi + Chemo: Median OS: 47,5 m vs. 37,6 m [HR: 0,77 (0,61-0,96) p= 0,02]

• Amivantamab + Lazertinib: Median OS: NE vs. 36,7m [HR: 0,75 (0,61-0,92) p= 0,005] 

• Osimertinib monotherapy still has its role in a large group of patients

• Real-world studies are needed to assess the beneficial effect of the combinations in 

these clinical trials

• Predictive biomarker for this combination treatment will be important

• The patterns of resistance that develop after each régimen may further refine our clínical 

decisión making and treatment sequening

• First-line treatment selection can be tailored according to clinical characteristics and 

shared decisión making
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