Uncovering ctDNA-detected co-mutational patterns in HR+/HER2- metastatic breast cancer to inform treatment sequencing
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INTRODUCTION AND OBJECTIVES RESULTS

« Endocrine resistance is a major challenge in hormone receptor-positive (HR+)/HER2— metastatic breast " - Mutational patterns in the first three metastatic lines of therapy
cancer (mBC), particularly after progression on endocrine therapy plus CDK4/6 inhibitors.

* Clinically actionable mutations in ESR171 and the PISK/AKT/PTEN pathway guide the use of selective
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Prevalence and co-mutations of ESR71 and PI3K pathway gene alterations by lines of therapy
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Figure 1. Study workflow » PIK3CA mutations were more common in patients tested after second-line therapy ~ |...
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CONCLUSIONS » ESR1 mutations were more frequently detected in patients tested at third line or
« ctDNA-guided molecular profiling is a fundamental tool for guiding clinical decisions among patients with beyond (=3L) o ———————————————————
HR+/HER2- who experience progression on ET. + PTEN and AKT1 alterations showed a similar distribution across treatment lines s TR
» In our cohort, co-mutations occurred in almost 1/3 of patients and seems not to influence prognosis. * No association between co-mutations and clinical outcomes were found. S omom o om w owow o owm @ om o w
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