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Penn Medicine

Agenda

• EGFR across the stages 

• Metastatic EGFR-mutated NSCLC

• First-line treatment landscape

• Subsequent treatments

• Special Populations

• Atypical EGFR mutations

• EGFR exon 20 insertions
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NSCL-20. © 2025 National Comprehensive Cancer Network, Inc. All rights reserved. These guidelines and this illustration may not be reproduced in any form without the express written 
permission of NCCN®. To view the most recent and complete version of the NCCN Guidelines, go online to NCCN.org.

Classical

Atypical
Exon 20ins
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Penn MedicineAdapted from Lecia Sequist’s ASCO ’24 discussion

EGFR TKI
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Metastatic EGFRm NSCLC

(China only)
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Penn Medicine

With so many options how 
do we choose?

1 ) W H I C H  PAT I E N T S  N E E D M OR E  T H AN  J U ST  O S I M E RT I N I B ?

2 ) HO W  DO  W E  C H O O SE  BE T W E EN  T H E T W O  ‘ I N T E N SI F I ED  RE G I M E NS ’ ?
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Penn Medicine

EGFRm 1L Metastatic: How do we choose?

Adapted from Presentation by Stephanie Saw @ASCO 2024
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Adapted from Jessica Menis, WCLC 25 presentation
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If EGFR mutation is found while on 1L, SWITCH to EGFR Targeted therapy! 

All category 1
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Brief detour to 
discuss the 

importance of 
molecular testing
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Lisberg et al, JTO 2018; Zhou Lancet Oncology, 2011

Front line trial of Pembro 
monotherapy in EGFR MT 
patients with PD-L1>1%

Why is it important to get molecular data?

Targeted EGFR therapy (erlotinib) 
vs chemotherapy in NSCLC 

patients with EGFR mutations
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Penn Medicine

Is molecular testing 
also important in 

locally advanced NSCLC?
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Unresectable
Stage III EGFR mutant NSCLC

Lu et al, NEJM 2024

Stage III NSCLC
EGFR exon 19 del or L858R
Completed chemoradiation
(concurrent or sequential)

Osimertinib  80 mg 
until disease progression

Observation

Primary endpoint: PFS
Secondary endpoints: OS, time to CNS progression
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Osimertinib improves PFS in Patients with 
Stage III NSCLC previously treated with chemoRT

Lu et al, NEJM 2024

PFS in favor of Osi
OS data is immature
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Lisberg et al, JTO 2018; Zhou Lancet Oncology, 2011

Front line trial of Pembro 
monotherapy in EGFR MT 
patients with PD-L1>1%

Immunotherapy alone is not effective in EGFR+ NSCLC

Indefinite Adjuvant Osimertinib after Chemoradiation 
in Stage III EGFR+ NSCLC

Use Osimertinib in place of Durvalumab after 
chemoradiation. 
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Penn Medicine

What about the second-line setting?
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Penn Medicine

NSCL-22. © 2025 National Comprehensive Cancer Network, Inc. All rights reserved. These guidelines and this illustration may not be reproduced in any form without the express 
written permission of NCCN®. To view the most recent and complete version of the NCCN Guidelines, go online to NCCN.org.

LOCAL Therapy!!
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Penn Medicine

Investigating Resistance to EGFR-targeted therapy

Liquid biopsy and tissue biopsy for NGS

Send tissue biopsy for MET FISH (or IHC)

Target resistance mechanism

 If no targetable resistance mechanism, then
 Chemotherapy (with continued EGFR-targeted therapy) 

 Datopotamab deruxtecan

 If SCLC transformation
 Carboplatin, etoposide

 Consider continuing osimertinib if CNS disease
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Penn Medicine

Atypical EGFR
Mutations
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Penn Medicine

Afatinib and Osimertinib are both options

NSCL-24. © 2025 National Comprehensive Cancer Network, Inc. All rights reserved. These guidelines and this illustration may not be reproduced in any form without the express 
written permission of NCCN®. To view the most recent and complete version of the NCCN Guidelines, go online to NCCN.org.

Afatinib and Osimertinib are both options
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Penn Medicine

Type of Atypical EGFRm may matter

G719X (40%) L861Q (15%)S768I (10%)

• mTTD: afatinib vs osi
(20.3m vs 9.4, p=0.047) 

• mOS: afatinib vs osi
(42.3m vs 17.4, p=0.043)

• mTTD: afatinib vs osi
(7.0 vs 1.0; p=0.317)

• mOS: afatinib vs osi
(19.4 vs 12.4; p=0.620)

• mTTD: afatinib vs osi
(1.3 vs 7.2; p=0.004)

• mOS: afatinib vs osi
(12.7 vs 18.9, p=0.215)

G719X S768I L861Q

Barsouk, Lung Cancer, 2025



© National Comprehensive Cancer Network, Inc. 2025, All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form or 
by any means, electronic or mechanical, without first obtaining express written permission from NCCN®. Contact education@nccn.org with any questions.

Penn Medicine

EGFR exon 20 
insertions
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EGFR exon 20 insertion
 Amivantamab + Chemo is the clear first-line option currently

 Additional agents on the horizon

Sunvozertinib, Presented by Dr. Yang @ASCO ‘24 

Firmonertinib, Presented by Dr. Spira @ASCO ‘24 

Zipalertinib, 
Presented by Dr. 
Yu @ASCO ‘24 

Approved but not available in US…
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We are making Progress!!!!!

Thank you
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NCCN Member Institutions

Who We Are
An alliance of leading cancer 
centers devoted to patient care, 
research, and education

Our Mission
To define and advance 
quality, effective, equitable, 
and accessible cancer care 
and prevention so all people 
can live better lives 

Our Vision 
Access to high-quality, high-value, 
patient-centered cancer care for all 
people globally 
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