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BACKGROUND SIGNIFICANCE

Homologous recombination repair (HRR) is a critical I\/Igdian gwLOH and HRD—RNA positivity represgnt distinct measgremgpts that vary by alterations ir\ BRCA and/or other HRR genes N
mechanism for limiting DNA damage arising from Using an RNA based algorithm to predict biallelic BRCA loss, we identified approximately 6% of patient who were predicted to be HRD positive
double strand breaks. Targeting homologous » HRD-RNA complements DNA-based HRD detection methods, especially for indications with low prevalence of BRCA alterations

recombination deficient (HRD) tumors via synthetic = Characterization of pathogenic alterations in non-BRCA HRR genes provides a more comprehensive assessment of the HRD phenotype

lethality has emerged as a therapeutic strategy in
pancreatic cancer given the recent approvals of PARP RESULTS
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Biallelic alteration criteria: deep deletions, a somatic + CONCLUSIONS

germline mutation, or either a germline + somatic
mutation + overlapping LOH.

Single alteration criteria: any mutation (germline or
somatic pathogenic mutation)

Molecular profiling with the xT assay and an RNA based HRD signature identified approximately 6% (22/368) of pancreatic cancer patients as HRD positive. Of this subset
of patients, 17/22 (77%) exhibited HRD positivity without BRCA1/2 or other HRR bi-allelic loss and without pathogenic variants in HRR; however, these cases did exhibit LOH
in HRR genes. Additionally, median gwlLOH values varied between HRD positive and HRD negative groups. Collectively, these data supports the potential value of an RNA
based HRD signature to identify additional patients who may be candidates for therapeutic strategies that target the HRD phenotype. Future studies will be needed to
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