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Despite the success of EGFR TKIs…

• Variability of the response…

• Variability of the response duration…

• Some patients do not respond…

• We are not curing anyboy…

• All patients progress…

CAN WE DO IT BETTER?



Options for 1st Line Treatment of EGFR M+ NSCLC

Presented By Maurice Perol at 2019 ASCO Annual Meeting



Is time for chemotherapy resurrection?



OA11.07 – Chemotherapy Plus EGFR-TKI as First-Line Treatment
Provides Better Survival for EGFR Mutation NSCLC Patients: Update
Data for NCT02148380

Zhang W, et al. OA 11.07
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Stratification factors:

1) Central or local method for tissue testing for potential differences in EGFR mutation detection

2) Race Chinese/Asian vs. Non-Chinese/Asian vs. Non-Asian

3) Baseline performance status based on the WHO PS.
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Osimertinib Plus Platinum/ Pemetrexed in Newly-Diagnosed
Advanced EGFRm-Positive NSCLC; The Phase 3 FLAURA2 Study

Primary Objective
Progression-free survival (PFS) according to RECIST v1.1 by Investigator assessment
Secondary Objectives
Overall survival, Objective response rate, Duration of response
Depth of response, Disease control rate, PFS2, QoL

Janne P, et al. OA 07.01
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OA11.01 – Complex EGFR Mutations in Lung
Adenocarcinoma



OA11.01 – Complex EGFR Mutations in Lung
Adenocarcinoma

Wu et al. OA 11.01



Genomic correlates of differential response to 
EGFR-directed tyrosine kinase inhibitors

Vokes N et al. MA09.05



• In addition to alterations in MET, post-
treatment tumors are enriched for 
alterations in cell cycle genes CDKN2A
and BUB1B, with a trend toward 
enrichment in cell cycle genes on 
pathway analysis. 

• Co-mutations in TP53 associate with 
shorter PFS but not with shorter OS. 

• Pretreatment TP53 mutation does not 
reduce the likelihood of T790M 
mutation at time of resistance. 

• Mutations in additional genes, 
including SMARCA4 and CTNNB1, may 
also modulate outcome in EGFR
mutant NSCLC patients

Vokes N et al. MA09.05



IO IN SPECIFIC ONCOGENIC DRIVEN NSCLC

MET mutation
PDL1 
expres
sion

Time between
diagnosis and ICI

Time under ICI
Tumor 
response

A C.3082+1 G>A 70%
5,5 months
12 months when
rechallenging

28 months
(ongoing)

Complete

B C.3082+1 G>C 20% 10,5 months 23 months Partial

C
C.3082 G>A 
Kras c.34G>A 
(minority)

40% 4,5 months 25 months Complete

D
C.2942-
51_2961del 

40% 34 months
42 months
(ongoing)

Partial

E C.3082+1 G>C 90% 5 months
15 months
(ongoing)

Partial

F NA NA 24 months
23 months
(ongoing)

Partial

Negrao M, et al. MA 03.05
Mayenga M, et al. MA 03.09


