High genomic risk by multigene assay in germline BRCA1/2 mutated tumors among patients with ER-positive/HER2-negative early breast cancer
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INTRODUCTION

Indication of BRCA testing is expanding with growing evidence on optimal
surveillance and treatments for BRCA-associated breast cancer (BC). As BRCA-
associated hormone receptor(HR) positive, HER2 negative metastatic BC has shown
to display worse outcome from previous studies, we aim to investigate the genomic
risk profile and subsequent outcome in early HR-pos/HER2-neg BRCA-associate BC
compared to BRCA non-associated BC.

METHODS

A retrospective review of  Fig1. Flowchart
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We compared genomic risk using Oncotype recurrence score (RS) (cut-off 26) and
Mammaprint (MMP) and other multigene assay high vs low risk. Disease free
survival and cumulative incidence of contralateral breast cancer was analyzed.

RESULTS

Median follow-up was 52.9 + 27.4 months in BRCA WT/VUS vs 55.7 + 29.2 months in BRCA PV. Age at diagnosis was significantly younger

in BRCA PV carriers (46.7 £ 11.5 vs 50.5 + 9.4 years). Tumor size <T1 was observed in 60.1% of WT/VUS and 56.2% of PV carriers. Node-
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negative disease was more frequent in PV carriers (76.0% vs 70.1%). BRCA PV carriers demonstrated higher MGA risk scores, higher
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» BRCA mutation, genomic Risk, and clinical outcome

-BRCA PV carriers demonstrated significantly higher MGA scores.

-Inferior DFS was observed in the group with BRCA PV carriers, but its significance
disappeared in the multivariable analysis. On the contrary, high genomic risk was
independently associated with worse outcomes in this large cohort.

-CBC events occurred more frequently according to genetic predisposition.

» Adjuvant Therapy Decisions

-Chemotherapy decisions were primarily guided by MGA risk.

-In the genomic low-risk group, PV tended to receive chemotherapy more than WT.
-While RR-BSO rate among BRCA carrier is unknown, OFS rates and EET (>5yr) rate
were similar in both groups.

P Treatment Efficacy and long-term outcome

-3.6% of late-recurrence (after >5yr) was observed and was similar between BRCA
PV group and WT/VUS group.

-MGA-high was a significant risk of both early and late recurrence while BRCA
mutation was not, and the EET (>5yr) significantly reduced late recurrence.

CONCLUSION

In this large cohort, germline BRCA PV carriers demonstrated significantly higher MGA
score and high genomic risk was independently associated with worse outcomes. BRCA
PV patients with genomic low risk tended to receive more chemotherapy, and the
absolute benefit of CT, EET and OFS are to be ellucidated in this population.
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