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• Differences between mutations:  

L858R: Relatively shorter overall survival

FLAURA:  OS Hazard Ratio 1.0 (vs 0.68 for Exon 19 del)

Real-World Analysis, Netherlands:

Median OS Exon 19 del: 28.4 mo; 

Median OS L858R: 17.7 mo

(p<0.001)1

• FLAURA2:  

Median PFS for L858R with Chemotherapy + Osimertinib: 24.7 months 

→ vs 13.9 months with osimertinib alone

(Exon 19 del:  Median PFS 27.9 months vs 19.4 months)

Challenges: Higher Risk Populations

Ramalingam SS et al. N Engl J Med 2020; Gijtenbeek R GP, et al  Lancet Regional Health 2023; Planchard D et al. N Engl J Med 2023 
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• TP53 comutation

Associated with shorter PFS, OS on TKIs1

Regardless of depth of initial radiographic response

• Others associated with shorter duration of disease control

MET alterations

APC

ERBB4

KEAP1

DNMT3A

Impact of Comutations:  

Or, What Selected Gene Testing Doesn’t Tell You 

1. Vokes NI et al, J Thoracic Oncol 2022
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• RB1 loss1

Associated with small cell transformation

• Co-occurring TP53 mutation and RB1 loss1,2

Shortest disease control

High rates of small cell transformation

• Analysis from MSK-IMPACT, 863 patients:

Impact of Comutations:  It Gets Worse--

1. Vokes NI et al, J Thoracic Oncol 2022 2. Offin M, et al J Thoracic Oncol 2019
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Time to TKI 
Discontinuation 

(Months)

Overall Survival 
(Months)

Small Cell 
Transformation

EGFR m 36.6 56.4

EGFRm/TP53m 12.3 40.8

EGFRm/TP53m/
RB1 loss

9.5 29.1 18%
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• Efficacy

• Toxicity

• Quality of Life

• Higher Risk Disease

– Comutations

– Patients with detectable ctDNA at baseline

→No information about comutations in FLAURA2

Selecting the “Best Regimen”?
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• First-line therapy, advanced EGFR L858R or Exon 19 del:

FDA Approvals for both single-agent Osimertinib and Osimertinib with 

chemotherapy

Although improved PFS with Chemo/Osimertinib, Overall Survival data still pending

• Selection will be individualized

• Options will increase as further front-line combination studies mature:

VEGF inhibition?

Bispecific antibody combinations?

Antibody drug conjugates?

Take Home Points
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