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*1/3 of familial epithelial ovarian cancer (EOC) is explained ; >7-SNP PRS
by BRCA1/2 pathogenic variants (PVs). 21 s model only

* Polygenic risk scores (PRSs) for BRCA1/2-heterozygotes . N
associated with EOC have been created by Barnes et al

*EOC risk is also affected by clinical/hormonal factors. s b
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* Combined hormonal factors included age at menarche, menopause, first full term pregnancy and parity
A uses unadjusted values for 0-20% percentile as adjusted variable incalculable

R E S U LT S ‘ value for 0-20% percentile for adjusted value calculated as 0 so 0.1 used as conservative estimate for difference between highest and
lowest quintile

* optimised model includes PRS, age, family history, parity and age at first full term pregnancy

e 547 women (263 cases with EOC and 284 controls)
were included in the BRCA dataset and 108 women DISCUSSION
(37 cases and 71 controls) in the EMBRACE dataset.

» Age at diagnosis, family history and survival differed *PRS alone does not have good predictive ability for EOC for
between the datasets, hormonal factors were similar. women with BRCA1/2, but in combination with risk factors the

« Mean age at EOC diagnosis was 52.2 for BRCA1- risk discrimination ability is significantly improved.
heterozygotes and 59.8 for BRCA2-heterozygotes. *However the contribution of PRS to the risk model is small.

*|t is also possible that in BRCA1/2-heterozygotes who already

nave a significant proportion of their genetic risk explained by

these high-risk genes, the impact of PRSs is less than in women
with no explained genetic cause.

1~ elarger prospective studies could assess if combined PRS models

inform risk-reducing decisions for women at risk of EOC.
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