Germline BRCA2 Founder Mutation and MYC Partial
Duplication Modify Breast Cancer Risk and

Presentation in the Indigenous Arab Population

Intro: Arab populations are severely

underrepresented in genomic studies and
the breast cancer risk landscape is unclear

Results:

15.8% (n=34/215) of Arab breast cancer patients were pathogenic variant carriers
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BCNV Conclusion:

(_J - Testing for the novel founder variant alone can lead to change in clinical management for 5.1% of the cohort. This is a
rate comparable to the BRCA2 6174del variant among Ashkenazi Jewish Women with breast cancer (3.7%) , for whom
ancestry is a qualifying factor for genetic screening.
- MYC amplification is frequently observed in breast tumor prior to metastasis. A previous study (Al-Kuraya, K. et
al. Mod Pathol 18, 891-897 (2005)) has found Saudi breast cancer patients had a markedly higher frequency of MYC
amplification in tumors compared Swiss patients. Germline MYC duplication may offer a potential explanation.

Larger studies are needed to confirm well-established moderately penetrant breast cancer genes such as ATM, PALBZ2,
CHEKZ2 and their potentially ancestry-specific role in disease presentation
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Multi-modal characterization of ultra-rare germline genetic variants driving breast cancer risk in the indigenous Arab population
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