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Agenda
• Increasing Targets in NSCLC

• mEGFR and OSI resistance
• MET inhibition (Chrysalis 2, Insight 2)
• Chemo+ ( AGAIN, Keynote 789) 

• Antibody Drug Conjugates (ADC)
• Her2 mutation (Destiny)
• TROP2 (Tropion-Lung02)

• Novel Inhibitors (YK-029A, APG-2449, SI B-001)

• BRAF 4600E (Pharos)

• KRAS G12C + Chemo (Scarlet)



Lung Cancer 
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Resistance to Osimertinib in mEGFR NSCLC
Schoenfeld Clin Cancer Res 2020, 26, 2654



AGAIN Study combining chemo and Osi
JCOG1404/WJOG8214L



Primary endpoint: Overall survival (ITT)
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Overcoming EGFR TKI 
Resistance



Chemo+/-IO in TKI refractory mEGFR NSCLC



Chemo+/-IO in TKI refractory mEGFR NSCLC, KN 789



Chrysalis 2 (Phase 1B), Amivantanab (BITE) and Lazertinib (3rd gen. EGFR TKI)
post Osimertinib in mEGFR NSCLC
ASCO 2022, C. Shu, #9006



MET IHC Expression 3+ a predictive biomarker?
B. Besse, ASCO 2023



INSIGHT 2 
Tepotinib and OSI for FISH amplified MET mEGFR
D. Tan, ASCO 2023



EGFR Exon 20 Insertion

New players 

Sunvocertinib (WUKONG Study)

 and YK-029A

→







New Exon 20 ins Inhibitors



Targeting EGFR Wild Type



SI-B001: A new BITE EGFR/HER3 AB in wt EGFR/ALK
ASCO 2023, Zhao ,  #2025



Targeting ALK



New ALK inhibitors



Antibody Drug Conjugates 
(ADC) 

in Lung Cancer





Within 8 years, 4 ADCS 
(brentuximab vedotin, 
trastuzumab emtansine, 
inotuzumab ozogamicin, 
moxetumomab 
pasudotox) in the market

Within 3 years, 7 ADCs 
(polatuzumab vedotin, 
enfortunmab vedotin, 
trastuzumab 
deruxtecan,sacituzumab 
govitecan, belantamab 
mafodotin, loncastuximab 
tesirine, tisotumab vedotin) 
listed in the market 



Desai, Lung Cancer, 2022



slide credit: Dr. Bazhenova



HER2 Ex20Ins
A Friedlaender, Nat Rev 1/2022



HER 2 Mutation Target in Lung Cancer
Trastuzumab Deruxtecan (T-Dxd)

1. Nakada T et al. Chem Pharm Bull(Tokyo). 2019;67(3):173-185. 2. Ogitani Y et al. Clin Cancer Res. 
2016;22(20):5097-5108. 3. Trail PA et al. Pharmacol Ther. 2018;181:126-142. 4. Ogitani Y et al. Cancer 
Sci. 2016;107(7):1039-1046.

Key Design Attributes:
Antibody Drug Conjugate (ADC)
Payload mechanism of action: 
topoisomerase I inhibitor 1,2

High potency of payload 1,2

High drug-to-antibody ratio, ≈ 81,2

Payload with short systemic half-life 1,2 

Stable linker-payload 1,2

Tumor-selective cleavable linker 1,2

Membrane-permeable payload 1,4



Trastuzumab Deruxtecan in mutated HER2 
Destiny Trial, Li BT, NEJM, 2021

Exon 20  insertion  in 86%
PR 54%, DOR 11 ms, MOS 17,8 ms





Tropion Lung 02:  Anti Trop2 AB + I/O +/- Chemo



TROP 2 Trials in 1st Line



Encorafenib and Binitemib in mBRAF V600E NSCLC
PHAROS, ASCO 2023, G Riely, #9018



Encorafenib and Binitemib in mBRAF V600E NSCLC
PHAROS, ASCO 2023, G Riely, #9018



Encorafenib and Binitemib in mBRAF V600E NSCLC
PHAROS, ASCO 2023, G Riely, #9018





Scarlet: KRAS G12C + Chemotherapy



MY TAKE HOME FROM ASCO 2023
• Increasing molecular targets in NSCLCs 

• mEGFR TKI resistance mechanisms better understood

• Chemo/TKI not synergistic in mEGFR NSCLC

• Chemo/IO not effective in overcoming resistance

• More targeted therapies available and coming soon

• EGFR Exon 20, Her 2 mutation, EGFR WT, BRAF, KRAS G12C

• ADCs:  a ”Revolution Within Reach”?


