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Gandara: ISLB Congress 2021 (Adapted from Wan, J.C.M., et al. Nat Rev Cancer 2017)
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1. Molecular profiling of metastatic lung cancer tumors as complement 
of tissue biopsies

2. Using liquid biopsies for front line therapy in stage IV NSCLC

3. Liquid Biopsies to asses tumor resistant in front line therapy NSCLC

4. Liquid biopsies to asses response to therapy in metastatic NSCLC

5. Liquid Biopsies for MRD (after Surgery)

6. Liquid Biopsies to diagnosed lung cancer 

Utility of Liquid Biopsies in Clinical Practice
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Rolfo, Gandara (Raez) et al. JTO 2021

Updated IASLC Consensus Statement on Liquid Biopsy in NSCLC: 2021
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• Methods: 282 patients with newly diagnosed non-squamous mNSCLC, undergoing physician discretion SOC tissue 
genotyping were prospectively recruited from 28 North American centers

• Patients underwent ctDNA testing utilizing a validated clinically available assay

Papadimitrakopoulou, AACR 2019.  Leighl et al. CCR 2019. 

Plasma NGS vs. SOC tissue genotyping: The NILE study

• For tissue-based SOC testing only 18% had complete genotyping for all 8 
guideline-recommended biomarkers

• If the first genomic testing was ctDNA, 87% had a NCCN biomarker 
identified vs 67% with SOC tissue testing (p<0.0001)

• cfDNA testing had a faster turn-around time (TRT): median 9 days 
(cfDNA) vs 15 days (SOC tissue testing) p<0.0001
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@TLCconference     #TexasLung23Speaker:

• Liquid biopsies (LB) are non-inferior to tissue biopsies (TB) to identify actionable genetic alterations (AGA) in
patients with NSCLC

• LB are able to report NGS results significantly faster than TB NGS and overcome the logistical barriers of
finding and shipping tissue samples for sequencing.

• 170 patients diagnosed with mNSCLC and treated at Memorial Cancer Institute.

Using Liquid Biopsies First to Make Front Line Treatment Decisions in 
Patients With Metastatic Non-Small Cell Lung Cancer

Raez LE, et al. JTO Nov 25, 2022. https://doi.org/10.1016/j.cllc.2022.11.007
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Plasma NGS at time of diagnostic tissue biopsy impact on time to treatment: 
results from a pilot prospective study 
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Assessing Resistant to Therapy and Choosing the Best Next Therapy

Santejoul S, Raez LE, et al. IASLC Atlas of Molecular Testing 2023. 
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Demonstrating Clinical Utility of Plasma ctDNA Monitoring

EORTC APPLE Trial
(NCT02856893)

PI: Dr. Rafal Dziadziusko

Will address whether switching TKIs
based on plasma ctDNA levels is
superior to switching based on

progression by RECIST

Osimertinib +/- Chemotherapy 
(NCT04410796)

PI: Dr. Helena Yu

Will address whether failure of early
ctDNA clearance identifies patients that

require additional treatment (adding
chemotherapy)
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ATLAS: Beyond Chemotherapy: Using Plasma ctDNA to Intensify
Therapy PI: Dr. Adrian Sacher, Princess Margaret Cancer Centre
(NCT04966676)

Untreated
stage 4
NSCLC
patients 
N=50

Increasing tumor 
cfDNA

Decreasing
tumor cfDNA

Nivolumab-
Ipilimumab x2
cycles

Nivolumab-
Ipilimumab + 
chemotherapy

Nivolumab-
Ipilimumab

1o endpoint
PFS compared to historic
controls

2o endpoint

ORR, toxicity, OS

Exploratory endpoints
cfDNA response
TCR clonality and clonal
tracking
Serial biopsy for TIME
profiling by CITEseq

Baseline 3 weeks (C2) 12 weeks (C4)

INTENSIFY
TX

6 weeks (pre-C3)

cfDNA 
Biopsy

cfDNA 
Biopsy cfDNA cfDNA

12 month or
progressionSerial cfDNA will be evaluated for detectable tumor cfDNA (integral biomarker) and TCR

clonality/clonal tracking. Serial tumor biopsy will undergo evaluation of evolving tumor immune
microenvironment by CITEseq +/- imaging mass cytometry (IMC).

cfDNA
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Assessing Lung Cancer Immunotherapy Responses by cfRNA
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Detecting MRD in Solid Tumors after Curative-Intent Treatment

Modig et al. Cancer Discovery. 2021;11(12):2968-86.

Luis E. Raez MD, Memorial Cancer Institute.  @LuisERaez1



@TLCconference     #TexasLung23Speaker:

1. Molecular profiling of metastatic lung cancer tumors as 
complement of tissue biopsies

2. Using liquid biopsies for front line therapy in stage IV NSCLC

3. Liquid Biopsies to asses tumor resistant in front line therapy 
NSCLC

4. Liquid biopsies to asses response to therapy in metastatic NSCLC

5. Liquid Biopsies for MRD (after Surgery)

6. Liquid Biopsies to diagnosed lung cancer 

Utility of Liquid Biopsies in Clinical Practice

Luis E. Raez MD, Memorial Cancer Institute.  @LuisERaez1



@TLCconference     #TexasLung23Speaker:

Background: Multi-Cancer Early Detection (MCED) Blood Assays 
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ctDNA methylation for early cancer detection
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