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The NSABP B-59/GBG-96-GeparDouze Circulating Tumor DNA Substudy Published in
JCO Precision Oncology

Demonstrates the capability of the Oncodetect® MRD test to predict recurrence of triple-
negative breast cancer

Full results from the NSABP B-59/GBG-96-GeparDouze substudy were recently published
in JCO Precision Oncology, demonstrating the capability of the Oncodetect® molecular
residual disease (MRD) test to predict disease recurrence in triple-negative breast cancer
(TNBC).

The primary phase lll NSABP B-59/GBG-96-GeparDouze study evaluated the addition of
atezolizumab to standard neoadjuvant therapy in 1,550 patients with stage II/1ll TNBC and
results of the parent trial were recently published in Nature Medicine. The circulating tumor
DNA (ctDNA) substudy used whole-exome sequencing of primary tumors from a subset of
212 patients to generate patient-specific, tumor-informed assays and investigated the
relationship between ctDNA status and treatment outcomes.

Top-line findings were presented at the 2025 San Antonio Breast Cancer Symposium and
2026 American Cancer Research Annual Meeting. Key takeaways from the study include:

e While 95% of patients were ctDNA positive prior to treatment, only 6% remained
positive after completion of neoadjuvant therapy and surgery.

e 95% of patients who were ctDNA negative after surgery continued to stay ctDNA
negative and did not have a distant recurrence after 3 years.

e Patients who remained ctDNA-positive after surgery demonstrated a high risk of
disease recurrence (30-fold increased risk or a hazard ratio of 30.3).

e After neoadjuvant therapy, but before surgery, ctDNA-positive status was strongly
associated with the presence of residual disease at surgery and distant recurrence.

In summary, by tracking MRD at critical treatment intervals, the B-59 substudy
demonstrated that tumor-informed ctDNA assays can reliably capture real-time treatment
response and long-term recurrence risk in TNBC patients. ctDNA-based MRD tests have
rapidly emerged as a promising approach to discover otherwise ‘invisible’ disease by
detecting tumor DNA fragments circulating in the bloodstream before disease recurrence
can be identified by traditional methods.

TNBC is one of the most aggressive and difficult-to-treat breast cancer subtypes, and for
individuals fighting the disease, the period following surgical tumor removal is often filled
with emotions regarding the unknown risk of returning cancer. Identification of low levels of
ctDNA at the completion of standard therapies for early TNBC identifies patients who
remain at high-risk for recurrent disease who may benefit from additional therapy.
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https://www.nature.com/articles/s41591-026-04565-6

This study represents one of the largest TNBC MRD clinical studies evaluated to date and
contributes significantly to the growing body of evidence establishing the clinical utility of
ctDNA-guided surveillance in precision oncology. Given TNBC has historically lacked
reliable biomarkers for treatment response, these results offer an exciting paradigm shift
for patients and clinicians alike.

e The publication, alongside the supplemental figures can be accessed here.

e The primary NSABP B-59/GBG-96-GeparDouze study publication can be accessed here.

About the NSABP B-59 Substudy Collaboration

The NSABP B-59/GBG-96-GeparDouze ctDNA substudy was conducted through a global
collaboration between the NSABP Foundation, the German Breast Group (GBG), and Exact
Sciences. The study utilized the Oncodetect® test to analyze samples collected from a
subset of patients enrolled in the primary trial.
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