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ctDNA: Utility in NSCLC 

 
Posttest Rationale 

 
1. What would you do next for 80yo neversmoker with path-confirmed mSCC, TPS 1%, a R lung mass and a 

R femoral lytic lesion who undergoes R ORIF? 
 

a. chemo/IO 
b. ctDNA for NGS 
c. Lung/nodal biopsy for NGS 
d. Wallet biopsy 

 
Rationale: NGS testing of ctDNA is likely the best choice for this patient - approximately 10.5% of patients with SCC 
have actionable alterations, though the guidelines recommend only consideration of molecular testing in this 
patient population. Testing of ctDNA can be a useful complement to tissue-based testing and is largely consistent 
with known tissue-profiling landscape, has a high TAT and concordance rate, is minimally invasive, and better 
captures tumor heterogeneity.A bone biopsy, on the other hand, can be challenging for NGS testing, and a new 
lung biopsy will take a significant amount of time. 
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2. What is the most likely cause of discordant findings between ctDNA and tissue mol testing in a pt with 
path-confirmed local NSCLC recurrence following definitive RT with pos EGFR Exon 19 del on tissue bx, 
but ctDNA which shows only ATM G1016R mutation (VAF 0.1%)? 

a. False pos ATMm on ctDNA 
b. False neg EGFRm on ctDNA 
c. False neg ATMm on tissue 
d. False pos EGFRm on tissue 

 
Rationale: The most likely cause of these results is a false negative from the ctDNA NGS - ie, the EGFR exon 19 
deletion was not detected in the ctDNA sample. 
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