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Opponent: Dr. Jenny Carlisle

• World-class clinician

• Exemplary researcher/ investigator

• Eloquent speaker

• Fierce debater

• Strong mentorship track record

• Loving mother of adorable twins

• One of my personal mentors
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Patient walks into Dr. Carlisle’s clinic…

• 58F with metastatic lung adenocarcinoma with EGFR L858R mutation

• Asymptomatic adrenal mets, no brain mets

• Dr. Carlisle starts frontline Osimertinib

• Pt has treatment response

18 months later….

• Pt has enlarging hepatic metastases and mediastinal LAD

• Liquid NGS is repeated
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Patient walks into Dr. Carlisle’s clinic…
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Patient walks into Dr. Carlisle’s clinic…
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Patient walks into Dr. Carlisle’s clinic…

• Patient was started on platinum-

based chemotherapy + osimertinib 

per COMPEL
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Acquired resistance after 3G EGFR TKIs

Adapted from Fukada et al., Biomedicines 2024
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EGFR + MET amplification

• MET amplification: most common EGFR-independent resistance mechanism (~15–25%)
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Phase 3 SACHI Trial: Savolitinib/ Osimertinib vs. Chemo in 

EGFRm and MET-amp NSCLC after EGFR TKI
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Phase 3 SACHI Trial: Savolitinib/ Osimertinib vs. Chemo in 

EGFRm and MET-amp NSCLC after EGFR TKI

Prior 3G TKI subset:

ORR: 62% vs. 27%

PFS: 6.9 vs. 3.0 mo (HR 0.32)

Lu et al., Lancet 2026
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Phase 2 SAVANNAH: Savolitinib/ Osimertinib in EGFRm 

NSCLC with MET overexpression and/or amplification

ORR: 56%

PFS: 7.5 mo

Marinis et al., Ann Oncol 2025

8.3m vs 3.6m PFS
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Phase 2 INSIGHT2: Tepotinib/ Osimertinib in EGFRm 

NSCLC with MET amp after frontline osimertinib

ORR: 50%

mPFS: 5.6 mo

mOS: 17.8 mo

Wu et al., Lancet 2024
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EGFR + MET IHC
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Phase Ib Telisotuzumab Vedotin/ Osimertinib in c-MET 

overexpressing EGFRm NSCLC after osimertinib progression

Horinouchi et al., Ann Oncol 2025

  

1,200 × 678
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Phase Ib Telisotuzumab Vedotin/ Osimertinib in c-MET 

overexpressing EGFRm NSCLC after Osimertinib progression

ORR: 50%

mPFS: 7.4 mo

DoR: NR

Horinouchi et al., Ann Oncol 2025
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Phase Ib CHRYSALIS-2: Amivantamab/ Lazertinib in EGFRm 

NSCLC after osimertinib progression (Cohort D)

MET IHC+: ORR 61%

mPFS: NR (4.3-NE)

Besse et al, WCLC 2025; Besse ASCO 2023

MET IHC-: ORR 14%

mPFS: 4.1 mo (2.8-5.7)

MET IHC (+) in 36% of cases!
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EGFR + on-target EGFR C797X
BH-30643

Wang et al., ASCO 2026; Le et al., ASCO 2026

ORR: 41-43%

6-mo PFS: 62-71%

DZD6008

C797S ORR: 50% (chemo naïve)
39% (chemo pretreated)
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EGFR + HER2 amp/mutation

Trastuzumab Deruxtecan: pan-tumor approval for HER2 3+ IHC

Zongertinib + Osi?

Li et al., NEJM 2022
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Summary:

• Acquired resistance in EGFRm NSCLC is heterogenous and complex, with MET amp 

and EGFR amp/ C797X being most commonly identified

• Repeat NGS +- biopsy recommended to identify subsequent targets

• Mechanism-based approaches add an additional line of therapy!

• Precision medicine is only getting more precise, and several emerging mechanism-

directed trials are ongoing

• Mechanism-agnostic approaches (amivantamab, chemo, ADC) are always available as 

next-line tx
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Thoracic surgeons: 
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Felix Fernandez
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Pulmonologists: 
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Abesh Niroula
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Radiation 

Oncologists: 

Sibo Tian
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Natalie Ridge

William Stokes

APPs:

Lindsey Allen 

Courtney Oshiro

Tyronda Gray

Pharmacist:

Katie O’Reilly

Nurses: 

Sheona Wilson

Katelyn Celestina

Paula Barber

Alexis Wilborn

Josie Lamana

Caroline Smith

Clinical Trial Team:
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Ryan Hanula
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