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Graph adapted from: Yoshida T, et al. Genome-wide germline analyses on cancer susceptibility and GeMDBJ database:
Gastric cancer as an example. Cancer Sci 101:1582-9, 2010.
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@ Cumulative risk of first breast cancer among BRCA1 and BRCA2

mutation carriers
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BRCA1 53 340 404 273 138 41 13
BRCAZ2 30 160 267 204 110 35 21

Cumulative risk of ovarian cancer among BRCA1 and BRCA2

Ovarian Cancer Risk, %

mutation carriers
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Estimated Cumulative Risks of Breast and Ovarian Cancer in Mutation Carriers. Kaplan-Meier estimates of cumulative
risks of breast and ovarian cancers. In the breast cancer analysis, women were censored at risk-reducing bilateral
mastectomy. In the ovarian cancer analysis, women were censored for risk-reducing salpingo-oophorectomy. Number
at risk indicates the number of women who remained at risk at the end of the 10-year age category (eg, in panel A,
there were 138 women with BRCA1 mutations still at risk of breast cancer at the end of the age 50-60 years period).
The earliest follow-up started at age 18 years.

Kuchenbaecker KB, et al. Risks of Breast, Ovarian, and Contralateral Breast

Cancer for BRCA1 and BRCA2 Mutation Carriers. JAMA. 317:2402-2416, 2017.
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for carriers of BRCA1 and BRCAZ2 pathogenic variants. Genet Med. 22:1653-1666, 2020.

Barnes DR, et al. Polygenic risk scores and breast and epithelial ovarian cancer risks
»:Validation in a prospective cohort for the first time.
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Hao L, et al. Nat Med. 28:1006, 2022.
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Hao L, et al. Development of a clinical polygenic risk score assay and reporting workflow.

Nat Med. 28:1006-1013, 18 April 2022. ——

This trial will determine the clinical effectiveness of polygenic risk score testing among patients at high genetic risk for

PRS p'pi""e at least one of six diseases (coronary artery disease, at

—~

~

rial fibrillation, type 2 diabetes mellitus, colorectal cancer,

T breast cancer, or prostate cancer), measured by time-to-diagnosis of prevalent or incident disease over 24 months

Principal components
adjustment and
standardization Condition or disease @ Intervention/treatment © Phase ©
PRI . T
: Secondary Coronary Artery Disease Diagnostic Test. Polygenic risk score (PRS) Not Applicable
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m) U.S. National Library of Medicine

ClinicalTrials.gov

Fig. 1 Translation of PRS from discovery to the clinic, including a clinical PRS laboratory pipeline for prospectively collected samples. In

phase 1, PRS are developed, validated and compared to optimize performance in large populations. In phase 2, a clinical laboratory

chooses publicly available PRS to implement and develop an analytically and clinically valid assay. A parallel pipeline annotates and filters
variants for potentially actionable pathogenic and likely pathogenic variants in the ACMG SF v2.0 secondary finding gene list. In phase 3 the H8
treating physician uses the whole patient context to interpret the significance of the PRS for the patient’s health and healthcare management.
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