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What degree of sensitivity is needed to 
declare a patient MRD negative?  To modify 
therapy based on a MRD negative status?

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

Pooled MRD Analysis – Solid Tumors
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Primary Objective: Understand extent of 
diagnostic testing to achieve diagnostic 
resolution
-Time to resolution
-Number and type of tests
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N=6621 analyzed

Schrag et al. ESMO 2022. #9030

Fraction of Patients with Positive Signal 
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Schrag et al. ESMO 2022. #9030

Time Required to Achieve a Diagnostic Resolution 

Extent of Testing to Achieve a Diagnostic Resolution

Primary Objective: Achieving Diagnostic Resolution

Median 79 Days

57 Days if True 
Positive (TP)

162 Days if False 
Positive (FP)

Imaging Procedure 92% (similar TP and FP)

Any Invasive Procedure:  82% TP 30% FP



12



13



14

Number needed to screen to detect 
one cancer:  189
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DYNAMIC Study: Using ctDNA to Guide Adjuvant 
Chemotherapy In Stage II Colon Cancer

Can adjuvant chemotherapy be optimized for stage II disease?
q Many will be cured by surgery alone (<5% survival benefit)
q Variability in use of adjuvant chemotherapy for stage II colon cancer 
q Adjuvant chemotherapy to be considered if with high-risk features

DYNAMIC:  Can a tumor-informed ctDNA-guided approach safely 
reduce use of adjuvant chemotherapy?
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ctDNA 
N = 
294

Standard
N = 147

P-
value

Adjuvant Chemo 
Received n (%)

45 
(15%)

41 (28%) 0.0017

Chemo Regimen 
Oxaliplatin-Based

Single Agent 
Fluoropyrimidine

62%

38%

10%

90%
<0.0001

Adjuvant Chemotherapy Delivery

Tie et al. ASCO 2022. #LBA100
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Tie et al. ASCO 2022. #LBA100

ctDNA Status and Recurrence-Free Survival
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cfDNA for symptomatic patients hospitalized with a new 
diagnosis of lung cancer 

Parisi et al. ESMO 2022. #1099P

Median time (days) from assay to result
Liquid Biopsy 11 days
Conventional Biopsy 20 days

7/30 EGFR+

1/30 ALK+
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Presented by Bob Li. ASCO 2022.

cfDNA 
Assays
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At 6 weeks osimertinib treatment
• 13% undetectable at baseline
• 56% convert to negative
• 32% remain detectable

Impact of positive week 3 plasma EGFR on PFS?

Week 3 Week 6
How often does the EGFRm clear from the plasma?

Plasma EGFR positive at 3 weeks
PFS 9.5 vs 13.5 months (HR 0.57, 0.4-0.7)

Plasma EGFR positive at 6 weeks
PFS 8.2 vs 13.5 months (HR 0.51, 0.4-0.7)

Zhou et al. ASCO 2019. Abstract 
#9020
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TATTON Savolitinib + Osimertinib for MET+ 
EGFR TKI Resistance

CfDNA status at cycle 3 or 4

PFS 3.9 vs 9.1 months 
(HR 0.34, 0.14-0.81)

U3 1402-A-U102: HER3-ADC for EGFR TKI 
resistance

CfDNA status at week 3/6

PFS 4.4 vs 8.3 months 
(HR 0.33, 0.13-0.81)

Hartmaier et al. AACR 2020. Abstract CT303; Jänne et al. ASCO 2021. Abstract 
#9007. 
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Early cfDNA Trends Predict Survival 
Outcomes on ICI Therapy
cfDNA status 1st follow up (mean 21 days):
8.3 vs 3.4 months (HR 0.29, 0.14-0.60)

Ricciuti et al. BMJ. 2021;9:3001504

cfDNA status at 9 weeks:

12.8 vs 4.4 months
HR 0.20 (0.08-0.50)

Thompson et al. JCO Precis Oncol. 
2021;5.
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Summary
• cfDNA offers a tool to improve cancer therapy across disease stages, from early 

detection to management of acquired resistance in the metastatic setting
• Plasma MRD status may inform selection of high-risk patients for adjuvant systemic 

therapy in stage II colon cancer
• Plasma clearance can predict for treatment benefit in the early and advanced stage 

setting
• Rapid identification of actionable biomarkers via ctDNA may allow for more effective  

personalized treatment strategies. 


