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RESULTS - BCSCv3 & CANCER OUTCOMES

BACKGROUND

RESULTS - BCSCv3 RISK ASSESSMENT

Introduction:
* Breast cancer (BC) risk models are important tools to estimate a woman’s risk for developing invasive BC.

Table 1: The likelihood of developing breast cancer in the Athena cohort by BCSC risk stratum
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RESEARCH QUESTION & AIMS

Impact on Clinical Practice:

« The BCSCv3 model predicts non-advanced, less-aggressive cancers, but not advanced cancers. We see
similar findings in the BCSC version 2 model.*

«  Women with high 5-year BCSCv3 risk might be more likely to benefit from endocrine risk-reducing
medications as non-advanced and slower-growing cancers are primarily hormone-receptor positive.>

*  Prophylactic use is shown to reduce the incidence of estrogen receptor (ER) positive cancers (sometimes by
over 50%). They have been shown to have little effect on reducing the incidence of ER-negative cancers.®

M ET H O D S Figure 3: Cancer Registry Linkage Results - AUCC Prognostic Stage Subtype-Specific Risk:

 The BCSC consortium recently developed a 6-year advanced breast cancer risk model that specifically
identifies individuals who are at risk for AJCC pathologic prognostic stage Il or higher cancers.®

The WISDOM Study:

 The second iteration of WISDOM Study (WISDOM 2.0) specifically aims to understand who is at risk for
developing aggressive breast cancer (www.thewisdomstudy.org).

Future Work:

 The analysis using the recently developed BCSC advanced cancer model is ongoing.

CONCLUSION

1. Assess the association of 5-year invasive cancer risk level by the Breast Cancer Surveillance Consortium version
3 (BCSCv3) model and the development of aggressive or non-aggressive cancer in the Athena UCSF Cohort wi ores _| invasive breast cancer

10,031 participants 213 participants with

[5- ancer | found in SFMR/CCR &
risk estimate by age] UCSF Cancer Registry

2.  We aim to better understand whether a risk model predicts specific BC types to better inform its use in risk
assessment and prevention strategies

Risk Assessment:
* BCrisk was assessed by the BCSCv3 risk model. High risk was defined as 21.67% 5-year BCSCv3 risk.

213 participants with

.| invasive breast cancer
found in SFMR/CCR &
UCSF Cancer Registry

Cancer Data & Classification of Aggressiveness:
* Incident BC were identified by cancer linkage with the San Francisco Mammography Registry and the UCSF
cancer registry (complete through Dec. 2018 and Jan. 2022 respectively).
Tumor aggressiveness was defined in two ways.
Advanced or non-advanced cancer was classified by the AJCC prognostic pathologic stage (>2

Figure 4: Cancer Registry Linkage Results - cancer biology alone

stage is advanced, < stage 2 is hon-advanced). * The BCSCv3 model strongly predicts for less aggressive breast cancers, suggesting it could be used to
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following criteria defined faster: HR-negative, HER2-positive, and/or grade 3, all other were * Reliable models to predict aggressive cancers are needed to guide recommendations about screening

BCSC Risk and Cancer Stage

*  The median 5-year BCSCv3 risk score for women with and without breast cancer was 1.73% and 1.38%
tively (p<0.001).
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[} - 1 M _ )
We used logistic regressions to examine associations between BCSCv3 5-year risk score and BC incidence and Ih7e4$/errzsgeeit}/\;eealr BCSCv3 risk score for women with advanced and non-advanced cancers was 1.67% and RE FEREN CES
tumor aggressiveness. /%7, €SP Y.

. _t t . o 0 1. Veenhuizen SGA, de Lange SV, Bakker MF, et al. Supplemental Breast MRI for W omen with Extremely Dense Breasts: Results of the Second Screening Round of the DENSE Trial. Radiology. 2021;299(2):278-286. doi:10.1148/radiol.2021203633
[ Th e ave ra ge 5 _yea r BCS CV3 rIS k SCO re fo r WO m e n WI h fa S e r a n d S I Owe r g rOWI ng Ca n Ce rs Wa S 1 65 A) a n d 1 76 A) 2. Shieh Y, RogerJ, Yau C, et al. Development and testing of a polygenic risk score for breast cancer aggressiveness. NPJ Precis Oncol. 2023;7(1):42. doi:10.1038/s41698-023-00382-z
° ° ’ 3. Gard CC, Tice JA, Miglioretti DL, et al. Extendingthe Breast Cancer Surveillance Consortium Model of Invasive Breast Cancer. J Clin Oncol Off JAm Soc Clin Oncol. 2024;42(7):779-789. doi:10.1200/JC0.22.02470
. 4. Leggat-Barr K, Lewis T, Sayaman R, et al. Abstract PD14-07: PD14-07 Associations of Breast Cancer Risk Level and Prediction of Tumor Aggressiveness in the Athena Breast Health Network. Cancer Res. 2023;83:PD14-07. doi:10.1158/1538-7445.SABCS22-PD14-07
res p ect lve Iy_ 5. Visvanathan K, Fabian CJ, BantugE, et al. Use of Endocrine Therapy for Breast Cancer Risk Reduction: ASCO Clinical Practice Guideline Update. J Clin On col Off JAm Soc Clin Oncol. 2019;37(33):3152-3165. doi:10.1200/)C0.19.01472
6. Kerlikowske K, Chen S, Golmakani MK, et al. Cumulative Advanced Breast Cancer Risk Prediction Model Developed in a Screening Mammography Population. J Nat! Cancer Inst. 2022;114(5):676-685. doi:10.1093/jnci/djac008

This presentation is the intellectual property of the Athena Breast Health Network.

slower growing cancers.

frequency and supplemental imaging. The recently developed BCSC advanced cancer model may provide
better discrimination for those at risk for advanced cancers.

The UCSF Athena Breast Health Network is sponsored by the NIH National Cancer Institute, The Safeway Foundation, and The UC Office of the President.

Specific data from this analysis were obtained from the UCSF Cancer Registry, the San Francisco Mammography Registry, and the California Cancer Registry. Contact us at athenainfo@ ucsf.edu for permission to reprint and/or distribute.
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