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EGFR mutations in NSCLC are heterogeneous



EGFR mutations in NSCLC are heterogeneous



First-line treatment for EGFR-mutated advanced NSCLC



Efficacy of first-line treatment options in advanced EGFR-mutated NSCLC
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Frontline strategies for EGFR-mutated NSCLC



Advanced EGFR-mutated NSCLC: New first-line current options 

Planchard D et al, NEJM 2023, Jänne PA et al. NEJM 2026;
Cho BC et al, NEJM 2024; Yang JCH et al, NEJM 2025

FLAURA 2 MARIPOSA



Combinations are superior in PFS (primary endpoint)

Soria JC et al, NEJM 2018; Ramalingam SS et al, NEJM 2019;
Planchard D et al, NEJM 2023, Jänne PA et al, NEJM 2026;

Cho BC et al, NEJM 2024; Yang JCH et al, NEJM 2025



PFS benefit translated into OS advantage

Soria JC et al, NEJM 2018; Ramalingam SS et al, NEJM 2019;
Planchard D et al, NEJM 2023, Jänne PA et al, NEJM 2026;

Cho BC et al, NEJM 2024; Yang JCH et al, NEJM 2025



Benefit with combos, at the cost of higher toxicity
FLAURA 2 study MARIPOSA study

Jänne P et al. WCLC 2023, Planchard D. NEJM 2024 Passaro A et al. Ann Oncol 2023



Combinations have increased toxicities

Jänne P et al. WCLC 2023, Planchard D. NEJM 2024 Passaro A et al. Ann Oncol 2023



High risk features in metastatic EGFR-mutant NSCLC

Chua KP et al. CCR 2022; Sabari JK et al. JTO 2025; Janne P et al. AACR 2024 



FLAURA 2: OS by baseline prognostic factors

Jänne P et al. WCLC 2025



Amivantamab plus lazertinib vs osimertinib in EGFR-mutant advanced NSCLC

Felip E et al. Ann Oncol 2024



MARIPOSA and FLAURA 2 outcomes in lower risk populations

Planchard D et al. NEJM 2023; Janne P et al. AACR 2024; Cho BC et al. ESMO 2023 LBA14; Felip E et al. ASCO 2024; Cho BC et al. NEJM 2024



MARIPOSA: PFS for patients with and without high-risk features

Felip E et al. Ann Oncol 2024

With high risk features

Without high risk features



Key considerations in choosing the treatment approach in metastatic setting

Stephanie P.L. Saw; Xiuning Le; Lizza E.L. Hendriks; Jordi Remon Am Soc Clin Oncol Educ Book 2024 04-1



Ongoing supportive care with combination therapy



Criterios para la selección de la primera línea de tratamiento

Morán T. SEOM 2025



Selected first-line EGFR-mutated NSCLC trials



Managing progression in EGFR-mutant NSCLC



Sensitivity and resistance to EGFR TKIs in lung cancer



Mechanisms of acquired resistance to TKI in lung cancer



FLAURA 2: acquired resistance mutational landscape

Yang JCH et al. ESMO 2024



MARIPOSA: acquired resistance mutational landscape

Besse B, Cho BC et al. ESMO 2024



Treatment landscape for EGFR-mutated advanced NSCLC beyond the frontline



Amivantamab in pretreated EGFR-mutant NSCLC: MARIPOSA 2 study

Passaro A et al. ESMO 2023, Popat S et al. ESMO 2024



Fourth-generation EGFR TKIs



Lu S et al. ASCO 2025

SACHI-Trial: Osimertimib + Savolitinib vs chemotherapy
in MET amplified EGFR+ NSCLC after PD



SAFFRON: Phase III Savolitinib + Osimertinib vs Platinum-based doublet

https://clinicaltrials.gov/study/NCT05261399



COMPEL: Osimertinib + Platinum Based Chemotherapy in Patients with EGFRm 
Advanced NSCLC and Progression on 1L Osimertinib

Pasello G et al. WCLC 2025



Harmoni A: Ivonescimab vs placebo + chemotherapy

Godman JW et al. WCLC 2025



Emerging targets antibody drug conjugate targets in NSCLC

Desai A et al. Lung Cancer 2022



HERTHENA-Lung02: Patritumab deruxtecan vs platinum-based chemotherapy
PFS

OS

Mok T et al. ASCO 2025



OptiTROP-Lung04:
Sacituzumab tirumotecan vs chemotherapy in EGFRm NSCLC post EGFR TKI

Zhang L et al. ESMO 2025; Fang W et al. NEJM 2025



High DLL3 expression after SCLC transformation

Saalfeld et al. EJC 2024

Tarlatamab?



Upfront treatment will determine the entire treatment sequence with
 a major impact on OS

Pero M. ESMO 2024



Posible algoritmo de secuenciación de tratamiento



New treatments in the setting of EGFR Ex20ins mutated NSCLC



Exon20ins: A rare but distinct subtype of EGFRm



Historically poor outcomes vs classical EGFR mutations

Bazhenova L et al. Lung Cancer 2021



First-line: PAPILLON trial

Girard N et al. ESMO 2023; Zhou C et al. NEJM 2023



PAPILLON trial: Primary endpoint

Girard N et al. ESMO 2023; Zhou C et al. NEJM 2023



Early data TKIs in EGFRex20ins (naïve and pretreated)



New oral TKIs under investigation for EGFRex20ins

Meng Hu et al. Frontiers 2024



Furmonertinib (FURMO-002)

Planchard D et al. WCLC 2024



Pivotal front-line phase III trials with TKIs



Conclusions

• Based on recent results of FLAURA 2 and MARIPOSA trials, combination therapy should be 
considered for most patients with a NSCLC classical EGFR sensitizing mutations 

• Important to priorize the combination strategies in patients who are fit, or present with 
poor prognostic features 

• It is critical to understand the patients who may not benefit from combination strategies

• Resistancce to EGFR inhibitors (and combinations) is inevitable and heterogeneous

• Multiple options of novel second/third line therapeutic options are available

• Exon 20 insertions are the third most frequent EGFR mutation 

• Maximizing survival benefits require identifying patients with different risks and tailoring 
treatment strategies
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