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Genetic Emphasis is on Diagnosed Patients

* There are ‘signals’ from genetic testing and some familial patterns
» Several Multicancer Detection (MCD) strategies emerging
* Need to be more sensitive and specific

* We don’t have effective driver mutations as seen in other tumors

* Prevention and Early Detection is largely overshadowed by the
dramatic influence of tobacco exposure

* Responsible for over 85% of lung cancer cases

 Early detection is prioritized for age and tobacco exposure
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Genomic Abnormalities in Lung Adenocarcinoma
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Evolution and Expanding List of Guideline
Recommendations for Genomic Testing in Advanced Stage NSCLC

“The NCCN NSCLC Guidelines Panel strongly endorses broader molecular profiling with the goal of identifying rare driver mutations
for which effective drugs may already be available, or to appropriately counsel patients regarding the availability of clinical trials.
Broad molecular profiling is a key component of the improvement of care of patients with NSCLC).”

Available targeted agents with activity against driver

Genomic alteration (i.e., driver event)

event in lung cancer

EGFR mutations Osimertinib, erlotinib, gefitinib, afatinib, dacomitinib
ALK rearrangements Alectinib, brigatinib, ceritinib, crizotinib, lorlatinib
ROS1 rearrangements Crizotinib, ceritinib, entrectinib
BRAF V600E mutations Dabrafenib + trametinib, vemurafenib
HER2 mutations Ado-trastuzumab emtansine, afatinib, trastuzumab
deruxtecan
MET amplification/mutation Crizotinib, capmatinib
RET rearrangements Cabozantinib, vandetanib, selpercatinib, pralsetinib
NTRK rearrangements Entrectinib, larotrectinib,

EGFR Ex20ins

-Gaﬁee-ll S+CCN Clinical Practice Guidelines. NSCLC. Version 5.2022. Slide Courtesy of Dr. David Gandara



Biomarker Testing for Resectable NSCLC Helps to
Inform Treatment Decisions

Diagnosis Staging, resectability assessment - Post-surgical .
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To guide neoadjuvant treatment decisions
biomarker testing will need to be performed on the diagnostic biopsy sample

MDT, multidisciplinary team; NSCLC, non-small cell lung cancer; Tx, treatment
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Diagnostic Algorithm for Lung Cancer Diagnosis 2024
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NSCLC Biomarker Testing - Tricky Timing
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The expanding role of biomarker testing
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Figure 1. Disease-free Survival, According to Investigator Assessment.
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Biomarkers for Lung Cancer Treatment sepemer 2020
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Gefitinib, Erlotinib, Afatinib,
Osimertinib

Crizotinib, Ceritinib, Alectinib,
Lorlatinib, Brigantinib

Crizotinib, Entrectinib, Ceritinib,
Lorlatinib
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Summary

e Genetic Testing and Genomic Analysis have a limited role in risk
prediction or early detection in lung cancer

* Genomic anomalies are becoming increasingly recognized
* Therapeutic targets are increasing
e Essentially all stages of lung cancer should have genomic analysis

* Workflows to incorporate testing early in the evaluation are critical to
avoid delays or miss opportunities to provide improved outcomes
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