A Comprehensive Landscape of BRCA1 vs BRCAZ2 Associated Molecular Alterations and Survival
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Background Results

Performance : Collection -= Last Contact
HR = 1.424 (95% Cl: 1.292 - 1.57) p < 0.00001
BRCA MT ovarian tumors Median = 1832.0 days
BRCA WT ovarian tumors Median = 1201.0 days

Performance : Collection -> Last Contact
HR = 0.677 (95% CI: 0.513 - 0.893) p = 0.005
BRCAI1 - Breast Median = 767.0 days

) i _ o ) ) Table 1: BRCA1 and 2 mutations in the investigated cohort
Hereditary breast and ovarian cancer syndrome (HBOC) due to a BRCAI or BRCA2 gene mutation 1s inherited in

Tumor testing results: Whole Exome Sequencing
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designed to enrich for more than 700 clinically relevant genes at high coverage and high read-depth was used,

along with another panel designed to enrich for an additional >20,000 genes at lower depth. A 500Mb SNP | ~* BRCAI/2 mutations were most commonly seen in ovarian (N = 221/2187, 10.1%), breast (138/2506, 5.5%),
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dbSNP151, Genome Aggregation Database (gnomAD) databases or benign variants identified by Caris When compared to BRCAZ mutations, BRCAT were more often associated with gL.O and 7P>3 mutations

1C1 1 — i Figure 2: molecular comparison in all tumors carrying BRCA1 mutation vs. BRCA2 mutations (**: adjusted p values <0.05; *: p<0.05)
geneticists. A cutoff point of >=10 mutations per MB was used.

Figure 3: Genomic Loss of * In umivariate analyses, overall BRCAI/2 mutations were associated with improved OS compared to wild type.
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