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Eyes Wide Open: Current State in EBC
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OVERVIEW Ð SUPPORT of ctDNA in EBC (PROGNOSTIC VALUE)
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EMERGING DATA Ð PREDICTIVE VALUE/CLINICAL UTILITY
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Which assay to use depends on the clinical setting. It is critical to choose the right 
test for the right setting. 
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PROGNOSTIC VALUE: Risk Stratification & MRD Detection 



ctDNA at diagnosis and after NACT has prognostic value in 
patients with early-stage breast cancer

A d a p t e d  f r o m  J o  C h i e n ,  M D

! Higher ctDNA conc at diagnosis !  higher risk
! ctDNA clearance after NACT associated with 

favorable DRFS
! In pts with residual disease, ctDNA adds additional 

prognostic value in both TN and HR+/HER2- 
subtypes

I-SPY2

Magbanua M et al, ESMO Breast 2025

Magbanua et al, Cancer Cell, 2023

Baseline ctDNA



MonarchE: ctDNA cohort

A d a p t e d  f r o m  J o  C h i e n ,  M D

Loi S et. Al, ASCO 2024

\ Pts with +ctDNA at baseline who became negative had better 
outcomes than pts who did not clear or who became ctDNA+.

\ Low incidence of +ctDNA ! 8% (70/910) in high-risk group
\ Need more sensitive MRD assays, especially for 

HR+/HER2- subtype
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CLINICAL UTILITY: PROSPECTIVE THERAPEUTIC STUDIES



Prospective therapeutic trials guided by ctDNA in EBC

A d a p t e d  f r o m  J o  C h i e n ,  M D

TNBC

cTRAK-TN Ð Pembrolizumab vs Observation 
ZEST Ð Niraparib vs Placebo 
ASPIRA Ð Sacituzumab + Atezolizumab (single arm)
PERSEVERE Ð Capecitabine vs Talazoparib vs Atezolizumab vs Inavolisib
ARTEMIS Ð Capecitabine vs Capecitabine + Camrelizumab + Apatinib

HR+/HER2-

DARE Ð Fulvestrant+Palbociclib vs ET
LEADER Ð ET+ Ribociclib vs ET
TRAK-ER Ð Fulvestrant + Palbociclib vs ET
TREAT Ð Elacestrant vs. ET 

HER2+ KAN-HER2 Ð Neratinib+TDM-1 (single arm)

Slide adapted from David Cescon

27% +ctDNA, 72% w/ mets
8% +ctDNA, 50% w/ mets !  closed early

Interim Analysis 1: 9% +ctDNA, 27% with mets



DARE Study !"

A d a p t e d  f r o m  L a j o s  P u s z t a i ,  M D
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Where Do We Go From Here? 

Jing Xi et al. JCO Oncol Pract20, 1460 1470(2024).DOI:10.1200/OP.24.00274

! Involves a balanced discussion with the patient 
on prognostic implications and what we know 
about clinical utility thus far.
! Benefit: prognostic value (>>> tumor markers)
! Costs: $$, increased diagnostic 

testing/procedure, patient anxiety, potential 
therapeutic toxicity without clinical benefit

! Can treatment of MRD meaningfully delay or 
prevent clinical relapse? 

! CurrentlyÑmost appropriate clinical utility is on 
trial

https://doi.org/10.1200/OP.24.00274
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