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Specific Changes: 

 
1) On CRIT-1, please include a single bullet point that states: “Personal history of breast cancer 

diagnosed ≤ 65 y regardless of family history.” Please then delete the other non-pertinent age-related 
bullet points throughout the testing criterion.  
 

FDA Clearance:  Not applicable. 

 

Rationale:  

Yadav et al (2020)1 and Kurian et al (2020)2 recently added studies supporting expansion of germline cancer 
predisposition testing to all women with breast cancer diagnosed ≤ 65 years regardless of other qualifiers1, 2.  
Yadav et al., identified that a substantial proportion of women with breast cancer at any age who do not qualify 
for testing by current NCCN criteria still have a substantial proportion of breast predisposition PVs in ATM, 
BRCA1, BRCA2, CDH1, CHEK2, NF1, PALB2, PTEN, and TP53 (3.5%).1 Their data particularly supports the 
expansion of NCCN criteria to include all women diagnosed ≤ 65 years of age which improves the sensitivity 
(>90% sensitivity for 9 predisposition genes and >98% sensitivity for BRCA1 and BRCA2) of the selection 
criteria without adopting testing of all women with breast cancer. Similarly, evaluating post-menopausal women 
through the Women’s Health Initiative cohort, Kurian et al., identified a 3.55% prevalence of PVs in ATM, 
BARD1, BRCA1, BRCA2, CDH1, CHEK2, NBN, PALB2, STK11, and TP532. A 2.21% prevalence of BRCA1 
and BRCA2 PVs was identified in women diagnosed with breast cancer <65. There was no age-related trend 
in PV prevalence in BRCA1 or BRCA2 (p=0.34) or with PVs in other breast cancer associated genes (p=0.54).  

Studies have uniformly demonstrated that the traditional clinical and family history features used to select 
patients for hereditary cancer testing miss a substantial proportion of germline mutation carriers who could 
benefit from germline testing.2-8 Knowing germline status can be used to guide both targeted therapies for 
breast cancer and risk reduction measures to prevent additional cancers in patients and their family members. 
Expanding the age of germline predisposition testing to all women diagnosed with breast cancer ≤ age 65 will 
clarify testing guidance and lead to enhanced detection of PV carriers. 
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Sincerely,  
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