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Objectives

§ EGFR

§ EGFR Resistance

§ ASCO23 Osimertinib Resistance Data

o Phase II Trial of Neoadjuvant Osimertinib for Surgically Resectable EGFR-Mutated Non-Small Cell Lung 
Cancer

o BLU-945 Monotherapy and in Combination with Osimertinib in Previously Treated Patients with Advanced 
EGFR-mutant NSCLC in the phase 1/2 SYMPHONY Study

o Tepotinib + Osimertinib for EGFR Mutant NSCLC with MET Amplification After First-line Osimertinib

o Predictive Biomarkers for Treatment with Amivantamab Plus Lazertinib Among EGFR-mutated Advanced 
NSCLC in the Post-Osimertinib Setting: Analysis of Tissue IHC and ctDNA NGS
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Malik, et int. Salgia, ACR 2020

EGFR Mechanism of Action
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Cooper et al., Nature Reviews Clinical Oncology, 2022

EGFR Timeline of FDA Approvals
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Sattler et int. Salgia, JCM 2023

EGFR Evolution of EGFR TKIs



CITY OF HOPE 6

Predicted Clinical Benefit for EGFR Mutations

Kohsaka et al., Future Medicine, 2019
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Adapted From Ke & Wu, Trends Pharmacol Sci. 2016 

EGFR Mechanisms of Resistance
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Sattler et int. Salgia, JCM 2023

EGFR Genetic and Non-genetic Mechanisms of Resistance
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Schmid et al., Lung Ca., 2020 

Resistance Mechanisms to Osimertinib



CITY OF HOPE 10



CITY OF HOPE 11



CITY OF HOPE 12



CITY OF HOPE 13



CITY OF HOPE 14



CITY OF HOPE 15



CITY OF HOPE 16



CITY OF HOPE 17



CITY OF HOPE 18



CITY OF HOPE 19



CITY OF HOPE 20



CITY OF HOPE 21



CITY OF HOPE 22



CITY OF HOPE 23



CITY OF HOPE 24



CITY OF HOPE 25



CITY OF HOPE 26



CITY OF HOPE 27

Teliso-V Plus Erlotinib in High MET EGFRm NSCLC

Sattler & Salgia, JCO, 2022 
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Sattler et int. Salgia, JCM 2023

EGFR: Ongoing or planned clinical trials with 3rd generation 
EGFR Resistance

Primary Target
Primary 

Therapeutic
Secondary Target Secondary Therapeutic

ClinicalTrials
.gov 

Identifier

EGFR Osimertinib CDK4/CDK6 Abemaciclib NCT04545710

EGFR Osimertinib
mTOR

Aurora A
Sapanisertib

Alisertib
NCT04479306

EGFR Osimertinib Anti-EGFR Necitumumab NCT02496663

EGFR Osimertinib MET Tepotinib NCT03940703

EGFR Osimertinib MET Tepotinib NCT05120960

EGFR Osimertinib COX1/COX2 (AKT/BIM) Aspirin NCT04184921

EGFR

Osimertinib

-

MET
EGFR

Anti-EGFR 
Antifolate +
Anti-PD1

ALK
RET

Antifolate +
+ Platinum Chemotherapy

MEK1/MEK2
TROP2 ADC

Topoisomerase +
Anti PD-L1 +

Platinum Chemotherapy

Savolitinib
Gefitinib

Necitumumab
Pemetrexed + Durvalumab

Alectinib
Selpercatinib

Pemetrexed + Carboplatin or 
Cisplatin

Selumetinib
Datopotamab-deruxtecan

Etoposide + Durvalumab + 
Carboplatin or Cisplatin

NCT03944772

EGFR Osimertinib BCL-2/BCL-xL Pelcitoclax NCT04001777

EGFR Osimertinib BCL-2/BCL-xL Navitoclax NCT02520778

EGFR Osimertinib SRC Dasatinib NCT02954523

EGFR Osimertinib
α/δ Phosphatidylinositol 3-

kinase
TQ-B3525 NCT05284994

EGFR Osimertinib
EGFR Necitumumab +

NCT04285671
HER2 Trastuzumab

EGFR, HER2, HER4 Dacomitinib EGFR Alone or + Osimertinib NCT03755102

EGFR-MET bispecific 
antibody

Amivantamab

EGFR Lazertinib or NCT05299125,

Antifolate + Pemetrexed NCT02609776,

Chemotherapy + Carboplatin NCT04077463

EGFR-MET bispecific 
antibody

EMB-01 NCT03797391

Anti-HER3 ADC
Patritumab 
Deruxtecan 

EGFR Osimertinib NCT04676477

EGFR Nazartinib (EGF816) MEK1/MEK2 Trametinib NCT03516214

PARP Olaparib Anti-PD-L1 Durvalumab NCT04538378

Antifolate + 
Chemotherapy

Pemetrexed
+ Platinum 

Chemotherapy
Anti-PD-1 Alone or + Pembrolizumab NCT03515837

EGFR (C797X) BLU-701
EGFR Alone or + Osimertinib

NCT05153408Antifolate + Pemetrexed 
Chemotherapy + Carboplatin

EGFR (C797X) BLU-945 EGFR Alone or + Osimertinib NCT04862780 

EGFR (C797X) WJ13405 NCT05662670

EGFR (C797X) BAY2927088 NCT05099172

EGFR (C797X) JIN-A02 NCT05394831

EGFR (C797X) HS-10375 NCT05435248

EGFR (C797X) QLH11811 NCT05555212

EGFR (C797X) BPI-361175 NCT05393466

EGFR (C797X) BDTX-1535 NCT05256290
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Summary

§EGFR therapeutics have revolutionized our treatment for a 
subset of NSCLC

§There are a large number of resistance with EGFR TKI

§There can be genetic and non-genetic mechanisms of 
resistance

§Based on the mechanism of resistance, we can rationally 
determine the next therapy
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