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Overview

1. NTRK targeting in NSCLC
2. Antibody-drug conjugates in NSCLC
• Her2 mutations – Trastuzumab-Dxd
• Trop2 – Datopotomab-Dxd and Sacituzumab-govintecan
• CEACAM5 – Tusamitamab-ravtamsine
• MET 



Molecular Testing is a mandatory part of 
guideline applicability in NSCLC



NTRK1/2/3 follows independent treatment algorithm



Preferred Treatment is Targeted Therapy 
in 1st Line Treatment



ADCs – Current 2nd line treatment and beyond 













Conclusions 

• NTRK1/2/3 fusions are highly actionable genomic alterations.
• Fusions can be found across the histological spectrum of all pediatric 

and adult solid tumors. 
• Two agents are available for treatment : Larotrectinib and Entrectinib.
• Both agents produce high response rates and intracranial efficacy.
• RNA-based NGS testing provides highest sensitivity testing. 



Background : Her2 mutation targeting via ADC 

• 2-3% of NSCLC carry activating Her2 mutations.
• Higher frequency in female patients, never smokers.
• Single agent immunotherapy responses have been suggested around 6%.
• PFS outcomes similar between chemotherapy and chemo-immunotherapy. 
• Mutations occur typically in difficult-to-target exon 20.

• Her2 TKI responses rate previously reported between 0-30%.
• Small study suggested trastuzumab-DM1 with response rate of 44%. 



Destiny-Lung 02

• Open label, single arm phase II trial for evaluation of T-Dxd in Her2mt 
NSCLC.



BT Li et al. N Engl J Med 2022;386:241-251.

Demographic and Clinical Characteristics of the 
Patients at Baseline.*

1. 95% intracellular kinase domain, 7% extracellular kinase domains.
2. Pretreatment

o 95% platinum-based chemotherapy.
o 66% Anti-PD-1/PD-L1 Therapy.
o 20% Docetaxel 
o 14% Her2 tyrosine kinase inhibitors

3. Smoking status
o 57% never smokers, 41% former smokers. 



BT Li et al. N Engl J Med 2022;386:241-251.

Response to Trastuzumab Deruxtecan as Assessed 
by Independent Central Review.



BT Li et al. N Engl J Med 2022;386:241-251.

Antitumor Activity.



BT Li et al. N Engl J Med 2022;386:241-251.

Kaplan–Meier Analysis PFS and OS

Est. PFS 8.2 months

Est. OS 17.8 months



BT Li et al. N Engl J Med 2022;386:241-251.

Most Common Investigator-Reported Drug-Related Adverse Events 
in the Study Population (91 Patients).



Single arm study of Sacituzumab-Govintecan
(SG) in NSCLC



ORR 19%; 67% with tumor reduction 



Durable Responses were observed with SG



PFS 5.2 months (95%, CI 3.2-7.1) and OS 9.5 months



Diarrhea and Neutropenia were most significant AE



Responses were seen independent of prior ICI exposure



Correlation of Trop2 Expression and Responses suggest 
Efficacy across All IHC Subtypes



Conclusions 

• Second line treatment for NSCLC is high area of unmet need.
• Taxotere +/- Ramucirumab (or other single agent chemotherapy) is 

current standard of care with PFS ~5 months.
• (Targeted) therapy options have supplemented the 2nd line setting : 

KRAS (adagrasib/sotorasib), EGFR exon 20 (amivantimab, 
mobocertinib), Her2 mutations (T-Dxd) etc.
• Antibody-drug conjugates are expected to expand the armamentarium 

in 2nd+ line NSCLC (Trop2, CEACAM5, Her2 IHC, Her3,  Met)
• Molecular characterization remains critical for selection of 2nd line tx. 
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