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Cambiar de respuesta es evolución. Cambiar de pregunta es revolución

Un paradigma científico es una tregua entre dos buenas preguntas

EGFR Lung Cancer Disease: evolution, paradigms, revolution



Which patient could 

receive combination 

therapy?

Which patient should 

not receive 

combination therapy?

Changing burning questions inEGFR Lung Cancer Disease



2004: the year when it all began



5 JULY 2002 VOL 297 SCIENCE www.sciencemag.org

“cancer cells are often 
“addicted to” (that is, 
physiologically dependent on) 
the continued activity of 
specific activated or 
overexpressed oncogenes for 
maintenance of their 
malignant phenotype”

“it is likely that administering a single 
drug will lead to the emergence of 
drug-resistant mutations or of cell 
variants whose circuitry is no longer 
addicted to a specific oncogene or 
sensitive to a specific tumor 
suppressor”

Oxnard G Nat Med 2016;22: 232-4



EGFR lung cancer: a story of success

Gefifinib

IPASS

HR. 0.48

Erlotinib

OPTIMAL 

HR 0.16

EURTAC 

HR 0.42

Afatinib

LUX-Lung 3

HR0.47

LUX-Lung 6

HR 0.48

9.8 vs 6.4 m

13.1 vs 4.6 m
9.7 vs 5.2 m

13.6 vs 6.9 m

11 vs 5.6 m

TKIs overcome chemotherapy in PFS



EGFR lung cancer: a story of success

TKIs overcome older TKIs in PFS

Dacomitinib 

vs 

Gefitinib

ARCHER

HR 0.59

Osimertinib

vs

Gefitinib/Erlotinib

FLAURA

HR 0.49

14.7 vs 9.2 m

16.9 vs 10.2 m



EGFR lung cancer: a story of success

TKIs overcome older TKIs in PFS

Aumolertinib 

vs 

Gefitinib

AENEAS

HR 0.46

Furmolertinib

vs

Gefitinib

FURLONG

HR 0.44

Lazertinib 

Vs

Gefitinib

LASER 301

HR 0.45

19.3 vs 9.9 m

20.8 vs 11.1 m

20.6 vs 9.7 m



Survival barrier for TKI single agent



Moving beyond Osimertinib/Aumolertinib single agent

Osimertinib + Plat-Pem FLAURA 2
25.5 vs 16.7 m

HR PFS 0.62

Lazertinib + Amivantamab MARIPOSA
23.7 vs 16.6 m

HR PFS 0.70

Osimertinib + Ramucirumab RAMOSE
24.8 vs 15.6 m

 HR PFS 0.55

Aumolertinib + Cis/Carb-Pem AENEAS 2
28.9 vs 18.9 m

HR PFS 0.47

Aumolertinib + Carb-Pem ACROSS 2
19.8 vs 16.5 m

HR PFS 0.55

Planchard D et al N Engl J Med 2023;389:1935-48.

DOI: 10.1056/NEJMoa2306434

Cho BC et al N Engl J Med 2024;June 26th.

DOI: 10.1056/NEJMoa2403614
Le X et al J Clin Oncol; Published October 8, 2024 

DOI: https://doi.org/10.1200/JCO.24.00533 

Lu S et al AACR 2025

Wang J et al WCLC 2025



Planchard D et al N Engl J Med 2023;389:1935-48.

DOI: 10.1056/NEJMoa2306434

Valdiviezo N / ELCC 2024

FLAURA 2: Efficacy



Median duration of response: 28.3 vs 21.0 meses

Planchard D et al N Engl J Med 2023;389:1935-48.

DOI: 10.1056/NEJMoa2306434



Valdiviezo NI / ELCC 2024

1L DIscontinuation

PFS2

Planchard D et al N Engl J Med 2023;389:1935-48.

DOI: 10.1056/NEJMoa2306434



Cho BC et al N Engl J Med 2024;June 26th.

DOI: 10.1056/NEJMoa2403614

MARIPOSA: Efficacy



Cho BC et al N Engl J Med 2024;June 26th.

DOI: 10.1056/NEJMoa2403614



Amivan.+Lazer Osimertinib

2L Therapy 72% 74%

Cho BC et al N Engl J Med 2024;June 26th.DOI: 10.1056/NEJMoa2403614

PFS2
1L discontinuation

Duration of response Brain mets PFS

Gadgeel SM / WCLC 2024



Le X et al J Clin Oncol; Published October 8, 2024 

DOI: https://doi.org/10.1200/JCO.24.00533 

RAMOSE: Efficacy



Le X et al J Clin Oncol; Published October 8, 2024 

DOI: https://doi.org/10.1200/JCO.24.00533 



AENEAS 2: Efficacy

Lu S et al AACR 2025



ACROSS 2: Efficacy

Wang J et al WCLC 2025



Lee CK/ ELCC 2024

FLAURA 2: Safety

Planchard D et al / WCLC 2025



Cho BC/ ESMO 2023 Nguyen D / WCLC 2024

MARIPOSA: Safety



Ramu+Osi

Discontinuation 9.7%

Delay 60%

Dose reduction 17%

Le X et al J Clin Oncol; Published October 8, 2024 

DOI: https://doi.org/10.1200/JCO.24.00533 

RAMOSE: Safety



Adverse Events Osi+Plati-Pemetrexed Amivantamab+Lazertinib Osimertinib+Ramucirumab

Anemia > 2 46% - 20% G3 23% - 4% G3 3%

Neutropenia > 2 25% - 14% G3 NR 2%

Thrombocytopenia > 2 18% - 7% G3 NR 10%

Emesis> 2 43% - 1% G3 21% - 1% G3 4%

Diarrhea > 2 43% - 3% G3 29% - 2% G3 12% - 2% G3

Rash 28% - 1% G3 61% - 15% G3 2%

Paronychia 24% - 1% G3 68% - 11% G3 6%

Edema 0 36% - 2% G3 0

Infusion reaction 0 63% - 6% G3 0

VTE 0 37% - 11% G3 2%

Hypertensión > 3 0 0 22%

Proteinuria > 3 0 0 2%

QT

MET

AAG

EGFR

Amiv. 

IV



Cho BC et al J Thorac Oncol 2025;20:1517-1530.



FLAURA 2 MARIPOSA

Valdiviezo  NI / WCLC 2024 Felip E / ASCO 2024

Impact of combinations on poor prognostic factors



FLAURA 2
MARIPOSA

Yang JC / WCLC 2024
Besse B / ESMO 2024

Differential resistance mechanisms ?



Survival. The hard end-point

FLAURA 2: Median f-u 42.6 months

Jänne PA et al published on October 17, 2025, at NEJM.org. DOI: 10.1056/NEJMoa2510308



Survival. The hard end-point

MARIPOSA: Median f-u 37.2 months

Hang JCH et al N Engl J Med 2025;393:1681-93. DOI: 10.1056/NEJMoa2503001



Efficacy

Comorb.

Pron.

Factors
Metas.

Second.

Effects



Improved 1L efficacy (OS and PFS)

Extension Duration of Response and Time on Treatment

Don´t forget loss of opportunity to receive 2L treatment

Increased activity if poor prognostic factors

Predictable class toxicity safety profile

Potential to overcome or delay resistance mechanisms



THANK YOU!!
Gracias!!
Ben agraït!!
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