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Outline

• EGFR common mutations

• Stage III & IV: 1st line treatment options

• 2nd line treatment options

• EGFR exon 20 insertions: 1st and 2nd line treatments

• ALK fusions: 1st line treatment

• ROS1 fusions: 2nd line treatment

• HER2 overexpression: 2nd line treatment
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https://ascopubs.org/doi/full/10.1200/JCO.21.01308

https://www.nejm.org/doi/full/10.1056/NEJMoa1709937

Unresectable stage III NSCLC with EGFR mut 
until June/2024
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Presented by Ramalingam S et al, ASCO 2024

What is new? 
ASCO 2024 LAURA
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What is new? 
ASCO 2024

Presented by Ramalingam S et al, ASCO 2024



EGFR typical mutations (FLAURA)
until~September/2023

Soria JC. N Engl J Med. 2018

Ramalingam SS,. N Engl J Med. 2020

Piotrowska Z. JAMA Oncol. 2016
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ESMO 2023
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FLAURA: Osimertinib > 1st Gen TKI

1L Treatment of EGFRm 
NSCLC ~November 2023

FLAURA2: Osimertinib + Chemotherapy > 
Osimertinib

MARIPOSA: Amivantamab + Lazertinib > 
Osimertinib or Lazertinib 

RAMOSE:
Osimertinib + anti-VEGFR

+Chemo

+EGFR/MET 
mAb

+VEGF

Soria et al NEJM 2018

Slide courtesy from Dr. Julia Rotow. NY Lung 2023.



FLAURA2: PFS per Investigator

Presented by P. Janne, IASLC WCLC 2023, PL03.13

Slide courtesy from Dr. Julia Rotow. NY Lung 2023. 8



MARIPOSA: PFS by BICR

Presented by B. Cho. ESMO 2023. LBA14

Slide courtesy from Dr. Julia Rotow. NY Lung 2023 9



RAMOSE: Osimertinib +/- Ramucirumab

Le et al.  ESMO 2023. 

Slide courtesy from Dr. Julia Rotow. NY Lung 2023 10



EGFR exon 19 del (RAMOSE trial patient)

Pre-Treatment 
(RAMOSE trial)

3 months post-Osimertinib + 
Ramucirumab 

*TKI=tyrosine kinase inhibitor



What is new? 
ASCO 2024



What is new? 
ASCO 2024

Presented by Rashdan S et al, ASCO 2024



What is new? 
EGFR mutations 2nd line

MARIPOSA-2
Key eligibility criteria:

• Locally advanced or 
metastatic NSCLC

• Documented EGFR 
Ex19del or L858R

• Progressed on or after 
osimertinib 
monotherapy

• ECOG PS 0 or 1
• Stable brain metastasis 

(untreated allowed)
• Stratification factors:
1. Osimertinib 1st vs. 2nd 

line
2. Asian race
3. History of brain 

metastasis

Presented by Passaro A et al, ESMO 2023



MARIPOSA-2
EGFR common mutations (2nd line)

10.1016/j.annonc.2023.10.117

Independent central review



16Presented by Girard et al, ESMO 2023 Abstract LBA5

G3+ TEAE 

75% vs 54%

Amivantamab 

discontinuation rate 

7%

EGFR exon 20 insertions
1st line 

PAPILLION



What is new? 
ASCO 2024
EGFR exon20ins 2nd line WU-KONG1B 

Presented by Yang et al, ASCO 2024



What is new? 
ASCO 2024 WU-KONG1B

(Sunvozertinib)

Presented by Yang et al, ASCO 2024



What is new? ALK fusions 

ASCO 2024

Presented by Solomon B et al, ASCO 2024



CROWN study (Phase III)
Lorlatinib

https://doi.org/10.1200/JCO.24.00581

Solomon B et al. 2024 ASCO Annual Meeting

Grade 3/4 AE 66%

39% temporary dose discontinuation

21% dose reduction



What is new? ROS1 fusions 
WCLC23

Presented by Cho BC et al, WCLC 2023

Repotrectinib



What is new? ASCO 2024

Presented by Cho BC et al, WCLC 2023Presented by Drilon A et al, ASCO 2024

Repotrectinib
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What’s new? HER-2 overexpression 

2nd line setting

Smit EFS et al. Lancet Oncol.2024

DESTINY-Lung01 trial
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What’s new? HER-2 overexpression 

2nd line setting

Smit EFS et al. Lancet Oncol.2024

Key Findings (N=49)

ORR 34%

mPFS 6.7 months

mOS 11.2 months

DESTINY-Lung01 trial

FDA approval is for 

HER-2 IHC 3+ only

(gastric scoring)



Take home points

• Maintenance osimertinib after CCRT is the new standard of care for patients 

with unresectable stage III NSCLC with a common EGFR mutation

• There are multiple options for 1st line treatment for stage IV NSCLC with 

common EGFR mutations. Choice should be individualized based on clinical 

characteristics and drug toxicity profile and schedule.

• Sunvozertinib should become available soon for the treatment of EGFR exon 20 

insertion + NSCLC previously treated with a platinum-doublet

• Lorlatinib 100 mg daily is an excellent choice for 1st line treatment of ALK + 

NSCLC

• Repotrectinib is an excellent choice for 1st or 2nd line treatment for ROS1 + 

NSCLC

• T-DXd is approved for HER2 3+ NSCLC in the 2nd line setting



Questions?
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Contact:
Bruna.Pellini@moffitt.org

www.moffitt.org

@BrunaPellini

mailto:Bruna.Pellini@moffitt.org
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