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Targeted Therapy in NSCLC:  FDA approvals
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Lung Cancer is 
COMPLEX  !

Tremendous progress has been made in 
personalized therapy

EGFR ALK ROS1 BRAF MET RET TRK KRAS G12C

Erlotinib Crizotinib Crizotinib Dabrafenib Crizotinib Vandetanib Larotrectinib Sotorasib

Gefitinib Ceritinib Entrectinib Vemurafenib Tepotinib Cabozantinib Entrectinib

Afatinib Brigatinib Trametinib Capmatinib Selpercatinib

Osimertinib Alectinib Pralsetinib

Dacomitinib Lorlatinib

Ramu + Erl

Amivantamab

Mobocertinib



9 Druggable Pathways in NSCLCà

§ EGFR
o 1Exon19/Exon 21
o 2EGFRex20ins

§ 3ALK  
§ 4ROS1  
§ 5BRAF
§ 6RET
§ 7MET
§ 8NTRK
§ 9KRAS
§ ?HER2
§ ?NRG1
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EGFR Pathway
Salvage Osimertinib







CHEMO-NAIVE























JW Riess et al. 2022 ASCO, abstr 9014. 
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Outcomes
Amivantanab + 

Lazertinib
N= 45

Necitumumab 
+ Osimertinib

N = 18

Savolitinib +
Osimertinib

N = 69

Patritumab
Deruxtecan

N =44

Datopotomab
Deruxtecan*

N = 34

Teliso-V + 
Osimertinib 

N = 25

Overcoming Osimertinib Resistance
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EGFRex20ins











K-RAS Pathway





AI Spira et al. 2022 ASCO, abstr 9002
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ERBB2 Pathway





q Anti-HER2 Antibody Drug Conjugates (ADCs)
§ Ado trastuzumab emtansine, trastuzumab deruxtecan

(DS8201A), trastuzumab duocarmazine, ZW-49, 
DHES0815A, RC48-ADC, A166

q HER2 Kinase Inhibitors
§ Afatinib, dacomitinib, neratinib, poziotinib, lapatinib,

pyrotinib, AP32788
q Anti-HER2 MoAbs

§ Trastuzumab, pertuzumab, margetuximab (MGAH22)
q Anti-HER2 MoAb Bispecific Antibodies

§ GO40311 (HER2-CD3)
q Cytotoxic Chemotherapies

§ Pemetrexed, vinorelbine, paclitaxel
q Immune Checkpoint Blockade

HER2 (ERBB2) in Lung Cancers
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