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LUNG CANCERs: MANY DISEASES!
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Li. JCO. 2013;31:1039. Tsao. J Thorac Oncol. 2016;11:613.

Then Histology-Based Subtyping Now
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Van Sanden, S., et al . Targ Oncol 2022, Vyse, S., et al. Sig Transduct Target Ther 2019, Ferreira D et al, Int. J. Mol. Sci. 2021

 10- 14% NSCLC tumors in Western pop/30-50% Asian

 Clinical profile: non-smokers, female, CNS+,  
adenocarcinoma

 Common EGFR mutations (85%) : ex19del & ex21
(L858R) mut.

 Exon 20 ins mut (4%): in-frame ins or dupl between
amino acid positions 762 and 774 of the EGFR protein

 Uncommon EGFR mutations: ex18 & ex20, rarer ex19
& ex21 mut., i.e., L861Q (ex21)

EGFR MUTATIONS
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Courtesy Dr Mezquita
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ESMO GUIDELINES
Different recommendations depending on the EGFR mutation

Pilar Garrido. Hospital Universitario Ramón y Cajal, Madrid, Spain

Hendriks L et al. Ann Oncol 2023 
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COMMON EGFR MUTATIONS
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ESMO GUIDELINES
Classical sensitizing EGFR mutation, treatment naïve aNSCLC

Pilar Garrido. Hospital Universitario Ramón y Cajal, Madrid, Spain

Hendriks L et al. Ann Oncol 2023; 
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OSIMERTINIB: FIRST LINE GOLD STANDARD

Osimertinib, a third-generation, CNS active EGFR-TKI, is the preferred first-line treatment for EGFRm advanced NSCLC based on

superior PFS / OS benefit with osimertinib vs comparator EGFR-TKIs in the FLAURA study

Pilar Garrido. Hospital Universitario Ramón y Cajal, Madrid, Spain

Soria JC, NEJM 2018; Ramalingan S, NEJM 2019

Median PFS 18 months Median OS 39 months



Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

3RD GENERATION EGFR TKIS BEYOND OSIMERTINIB
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3RD GENERATION EGFR TKIS BEYOND OSIMERTINIB

Pilar Garrido. Hospital Universitario Ramón y Cajal, Madrid, Spain

“In the absence of any head-to-head comparison

results, the real advantage taken from more similar drugs available in the market will be

the potential improvement in the cost-effectiveness of these drugs”

Attili I. Cancers 2023
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3RD GENERATION EGFR TKIs IN EGFRm NSCLC
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IMPROVING LONG-TERM RESULTS IS KEY

 Treatment options to prevent/delay 

progression:

 CT+ EGFR TKIs

 Amivantamb + EGFR TKI

 VEGF inhibitors + EGFR TKIs

 Treatment options after disease 

progression:

 Biomarker-driven approaches

 Agnostic strategies 

Pilar Garrido. Hospital Universitario Ramón y Cajal, Madrid, Spain

Passaro A, Peters S. Nature Cancer 2021
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EGFR TKI + CT UPFRONT: AGAIN NEGATIVE TRIAL

Kanda S. ASCO 2023
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Janne P, PL03.13

OSIMERTINIB WITH / WITHOUT PLATINUM-BASED CT 
(FLAURA 2)

9 months improvement in PFS !

Janne P WCLC 2023; Planchard D, NEJM 2023 
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FLAURA 2 KEY FINDINGS

Pilar Garrido. Hospital Universitario Ramón y Cajal, Madrid, Spain Janne P WCLC 2023; Planchard D, NEJM 2023 
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FLAURA 2 LONGER PFS BENEFIT COMES AT THE

COST WITH HIGHER TOXICITY

AEs (Combo vs Osi)

• Grade 3 : 64% vs 27%

• Hematological 71% vs 24%

• Pneumonitis 3% vs 4%

• Cardiac Effects 9% vs 4%

• Deaths 5 vs 1

• Leading to

• Discontinuation 11% vs 6%

• Interruption 43% vs 19%

• Dose reduction 10% vs 3%

Pilar Garrido. Hospital Universitario Ramón y Cajal, Madrid, Spain Janne P WCLC 2023; Planchard D, NEJM 2023 
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LAZERTINIB + AMIVANTAMAB: RATIONALE

Pilar Garrido. Hospital Universitario Ramón y Cajal, Madrid, Spain
Cho BC, et al. J Thorac Oncol. 2022;17(9_suppl):S126. 2. Lee S-H, et al. J Clin Oncol. 2023;41(16_suppl):9134
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MARIPOSA: PHASE 3

Pilar Garrido. Hospital Universitario Ramón y Cajal, Madrid, Spain

7 months improvement in PFS !
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MARIPOSA: KEY RESULTS

Pilar Garrido. Hospital Universitario Ramón y Cajal, Madrid, Spain



Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

MARIPOSA: LONGER PFS BENEFIT COMES AT THE COST
WITH HIGHER TOXICITY

Pilar Garrido. Hospital Universitario Ramón y Cajal, Madrid, Spain

VTE rates were higher for amivantamab + lazertinib: Pulmonary embolism and deep vein thrombosis
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 Key differences between FLAURA and MARIPOSA trial:

 Serial brain MRIs required on MARIPOSA /FLAURA2

 PFS by BICR (MARIPOSA) vs. Investigator (FLAURA2)

 No crossover on MARIPOSA (vs. access to sequential

chemo on FLAURA2) may impact final OS analysis.

 Toxicity impact: risk/benefit ratio

 PFS / OS

 Subsequent treatment  options

 Selection of patients Which one?

 ct DNA clearance? 

 FLAURA 24% persistent ctDNA at 3 wks (mPFS 11 

mo) Gray J, et al. CCR 2023

 Co-mutation status?

 Clinical characteristics? 

OPEN QUESTIONS IN THE FIRST LINE SETTING FOR EGFRm aNSCLC

Pilar Garrido. Hospital Universitario Ramón y Cajal, Madrid, Spain

APPLE TRIAL

Piotrowska Z, ESMO Congress 2023
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EGFT-TKI AND ANTI-VEGF: RATIONALE
Synergistic preclinical activity

Resistance to EGFR inhibition associated with

increased VEGF levels

EGFR signaling pathway can upregulate VEGF

expression.

Alleviates immunosuppression and promotes

efficient tumor infiltration by effector immune

cells

Pilar Garrido. Hospital Universitario Ramón y Cajal, Madrid, Spain
Le X et al. J Thorac Oncol 2020; 16:205-215
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CLINICAL VALUE OF DUAL INHIBITION
VEGF/EGFR (ERLOTINIB)

Pilar Garrido. Hospital Universitario Ramón y Cajal, Madrid, Spain

STUDY TREATEMENT PHASE N mPFS HR RR OS HR

BELIEF Erlotinib + Bev
II

multinatio
national

109 13 0.52
P:0.016 77 28.2 -

JO25567 Erlotinib + Bev RII
Japan 154 16 vs 9,7 0.52

P: 0.0005 69 vs 64 47 vs 47,4 0.81
P:0.3

ALLIANCE Erlotinib + Bev RII 88 17,9 vs 13,5 0.81
P:0.39 81 vs 83 32.4 vs 50,6 1.41

P:0.33

NEJ026 Erlotinib + Bev III
Japan 228 16,9 vs 13,3 0.61

P: 0.016 72 vs 66 46,2 vs 50,7 1.01
P::0-97

ARTemis
CTONG1509 Erlotinib + Bev III

China 311 18 vs 11,3 0.55
P<0.001 86,3 vs 84,7 36.2 vs 31.6 0.92

P:0-58

RELAY
Erlotinib +
Ramucirumab III

Multi 449 19.4 vs
12.4

0.59
P<0.001 76 vs 75 NR 0.83

pNS

Beverly Erlotinib + Bev III
Italy 9.7 vs 15.4 0.60

P 0.0039 23 vs 28 0.7
P 0.12
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OSIMERTINIB + BEVACIZUMAB UPFRONT: NEGATIVE TRIAL

Pilar Garrido. Hospital Universitario Ramón y Cajal, Madrid, Spain

Kenmotsu H.  J Thorac Oncol 2022
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OSIMERTINIB + RAMUCIRUMAB
Different designs, different results

Pilar Garrido. Hospital Universitario Ramón y Cajal, Madrid, Spain
Le X, ESMO 2023 Nakahara Y. ESMO 2023
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MANAGEMENT OF PRETREATED IV NSCLC EGFR+ 

Pilar Garrido. Hospital Universitario Ramón y Cajal, Madrid, Spain

ESMO GUIDELINES
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EXPLORING OPTIONS AT DISEASE PROGRESSION

Pilar Garrido. Hospital Universitario Ramón y Cajal, Madrid, Spain
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MARIPOSA 2: EGFR+ PROGRESSED ON  OSIMERTINIB 

Pilar Garrido. Hospital Universitario Ramón y Cajal, Madrid, Spain

IDMC identified increased hematologic toxicities in the amivantamab-lazertinib-chemotherapy arm
• The amivantamab-lazertinib-chemotherapy regimen was modified to start lazertinib after 
carboplatin completion
• An extension cohort was started, enrolling new patients, to evaluate the safety/efficacy of the 
modified regimen Passaro A. ESMO congress  2023; Ann Oncol 2023
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TROPION LUNG 05
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EARLY STAGE SETTING

Pilar Garrido. Hospital Universitario Ramón y Cajal, Madrid, Spain
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WE ALSO NEED TESTING IN  EARLY STAGES!!

Pilar Garrido. Hospital Universitario Ramón y Cajal, Madrid, Spain
Wu, YL, NEJM 2020 Tsuboi M, NEJM 2023

SIGNIFICANT BENEFIT OVER PLACEBO IN DFS AND OS 
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NEOADJUVANT SCENARIO FOR EGFR +

Pilar Garrido. Hospital Universitario Ramón y Cajal, Madrid, Spain
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Neoadjuvant Osimertinib 
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TAKE- HOME MESSAGES

- There are new first-line treatment options for patients with aNSCLC EGFR mut tumors (FLAURA2, 

MARIPOSA) with better outcomes (PFS) but also higher toxicity.

- Additional data (biomarkers, PRO, PRE) and OS will help us to prioritize

- In the second line scenario we still need better options to improve long term survival

- In early stages, neoadjuvant trials largely awaited

- In all cases, treatment decisions should always be individualized to meet the specific needs and goals 

of each patient. 

Pilar Garrido. Hospital Universitario Ramón y Cajal, Madrid, Spain



Contacts ESMO 

European Society for Medical Oncology 
Via Ginevra 4, CH-6900 Lugano
T. +41 (0)91 973 19 00
esmo@esmo.org

esmo.org

Thanks!!!!!
pilargarridol@gmail.com


	How do I treat patients with EGFR mutations?�
	DECLARATION OF INTERESTS
	Lung Cancers: many diseases!
	EGFR mutations
	ESMO Guidelines
	Common EGFR mutations
	ESMO Guidelines
	Osimertinib: first line gold standard
	3rd generation EGFR TKIs beyond osimertinib�
	3rd generation EGFR TKIs beyond osimertinib�
	3rd generation EGFR TKIs in EGFRm NSCLC
	Improving long-term results is key�
	EGFR TKI + CT UPFRONT: AGAIN NEGATIVE TRIAL
	Slide Number 14
	FLAURA 2 KEY findings
	Flaura 2 Longer PFS benefit comes at the cost with higher toxicity �
	LAZERTINIB + AMIVANTAMAB: RATIONALE
	MARIPOSA: PHASE 3
	MARIPOSA: KEY RESULTS
	MARIPOSA: Longer PFS benefit comes at the cost with higher toxicity 
	Open questions in the first line setting for eGFRm aNSCLC 
	� �EGFT-TKI and anti-VEGF: Rationale
	Clinical value of dual inhibition VEGF/EGFR (Erlotinib)
	��osimertinib + BEVACIZUMAB upfront: negative trial�
	OSIMERTINIB + RAMUCIRUMAB
	MANAGEMENT OF PRETREATED IV NSCLC EGFR+ �
	Slide Number 27
	MARIPOSA 2: EGFR+ Progressed on  OSIMERTINIB 
	Tropion lung 05
	EARLY STAGE SETTING
	We also need testing in  early stages!!
	NEOADJUVANT SCENARIO FOR EGFR +
	Neoadjuvant Osimertinib 
	Take- home messages
	Slide Number 35

