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GUIDELINE QUESTIONS
Which patients with breast cancer should have germline genetic testing for 

pathogenic variants in cancer susceptibility genes?

This clinical practice guideline addresses five overarching clinical questions:

 

1. Should clinicians offer BRCA1/2 testing to all patients with newly diagnosed breast 
cancer? 

2. Should all people with recurrent disease, local or metastatic, or with second breast 
primary, be offered BRCA1/2 testing? 

3. Should people with a personal history of breast cancer (and no active disease) be 
offered BRCA1/2 testing? 

4. What is the value of testing patients with a diagnosis of breast cancer for breast 
cancer predisposition genes other than BRCA1/2? 

5. How should patients with breast cancer considering genetic testing be counseled?



Methods

• An Expert Panel was convened to develop clinical practice guideline recommendations 
based on a systematic review of the medical literature and based, in part, on a formal 
consensus development process.

• A total of 47 articles satisfied the inclusion criteria for the germline mutation testing–
related recommendations (Recommendations 1.1 through 4.3) and these articles, in 
combination with expert opinion, form the evidence base for the corresponding 
guideline recommendations.



Methods

• Target Population

• Patients with breast cancer and their families.

• Target Audience Medical

• Oncologists, radiation oncologists, surgical oncologists, medical geneticists, 
oncology nurses, patients, caregivers, oncology advanced practice providers, and 
genetic counselors.



Recommendations

Recommendation 1.1 

• All patients newly diagnosed with breast cancer with stage I-III or de novo stage 
IV/metastatic disease who are 65 years or younger at diagnosis should be offered 
BRCA1/2 testing (Type: Formal Consensus; Agreement: 87.50%).



Recommendations

Recommendation 1.2

• All patients newly diagnosed with breast cancer with stage I-III or de novo stage 
IV/metastatic disease who are older than age 65 should be offered BRCA1/2 testing if: 

• they are candidates for poly(ADP–ribose) polymerase (PARP) inhibitor therapy for 
early-stage or metastatic disease,

• they have triple-negative breast cancer, 
• their personal or family history suggests the possibility of a pathogenic variant, 
• they were assigned male sex at birth, 
• they are of Ashkenazi Jewish ancestry or are members of a population with an 

increased prevalence of founder mutations (Type: Formal Consensus; Agreement: 
92.50%)



Recommendations

Recommendation 1.3

• Patients undergoing BRCA1/2 testing should also be offered testing for other cancer 
predisposition genes as suggested by their personal or family history. Consultation with 
a provider experienced in clinical cancer genetics can help guide this decision-making and 
should be made available to patients when possible (Type: Formal Consensus; 
Agreement: 90%).



Recommendations: Genetic  counseling



Recommendations: PARP INHIBITOR

Recommendation 2.1 

All patients with recurrent breast cancer (local or metastatic) who are candidates for PARP 
inhibitor therapy should be offered BRCA1/2 testing regardless of family history (Type: 
Formal Consensus; Agreement: 97.50%)



Recommendation 2.2 

• BRCA1/2 testing should be offered to patients with a second primary cancer either in the 
contralateral or ipsilateral breast (Type: Formal Consensus; Agreement: 89.74%). 

Recommendations: SECOND PRIMARY BC



Recommendation 3.1

• All patients with a personal history of breast cancer diagnosed ≤65 years who are without 
active disease should be offered BRCA1/2 testing if the result will inform personal risk 
management or family risk assessment (Type: Formal Consensus; Agreement: 90%). 

Recommendations: PREVIOUS DIAGNOSIS

DUTY TO RECONTACT



Recommendation 3.2

• All patients with a personal history of breast cancer diagnosed over age 65 with no active 
disease, who meet one of the following criteria, should be offered BRCA1/2 testing if the 
result will inform personal risk management or family risk assessment:

 • their personal or family history suggests the possibility of a pathogenic variant

 • they were assigned male sex at birth, 

 • they had triple-negative breast cancer, 

 • they are of Ashkenazi Jewish ancestry or are members of a population with an 
increased prevalence of founder mutations (Type:Formal Consensus; Agreement: 94.87%)

Recommendations: PREVIOUS DIAGNOSIS

DUTY TO RECONTACT



Recommendation 4.1

• Testing for high penetrance genes beyond BRCA1/2, including PALB2, TP53, PTEN, STK11, 
and CDH1, could inform medical therapy, influence surgical decision making, refine 
estimates of risks of second primary cancer, and inform family risk assessment, and thus 
should be offered to appropriate patients (Type: Formal Consensus; Agreement: 92.31%). 

Recommendations: PANEL TESTING



Recommendation 4.2

• Testing for moderate penetrance breast cancer genes currently offers no benefits for 
treatment of the index breast cancer but may inform risks of second primary cancer or 
family risk assessment, and thus may be offered to appropriate patients who are 
undergoing BRCA1/2 testing (Type: Formal Consensus; Agreement: 87.50%). 

Recommendations: PANEL TESTING



Recommendation 4.3 

• If a multi-gene panel is ordered, the specific panel chosen should take into account the 
patient’s personal and family history. Consultation with a provider experienced in 
clinical cancer genetics can be helpful in selecting a specific multi-gene panel or 
interpreting its results and should be made available to patients when possible (Type: 
Formal Consensus; Agreement: 91.43%). 

Recommendations: PANEL TESTING



Recommendation 5.1 

• Patients undergoing genetic testing should be given sufficient information before 
testing to provide informed consent (Type: Formal Consensus; Agreement: 94.87%). 

Recommendations: GENETIC COUNSELING

PRE-TEST COUNSELING IN CLINICAL CANCER GENETICS 
SHOULD BE PROVIDED IN ALL CASES 



Recommendation 5.2 

• Patients with pathogenic variants should be provided with individualized post-test 
genetic counseling and offered referral to a provider experienced in clinical cancer 
genetics (Type: Formal Consensus; Agreement: 95%). 

Recommendations: GENETIC COUNSELING

POST-TEST COUNSELING IN CLINICAL CANCER GENETICS 
SHOULD BE PROVIDED IN ALL CASES 



Recommendation 5.3 

• Variants of uncertain significance should not alter management. Patients should be 
made aware that variants of uncertain significance may be reclassified as being 
pathogenic, and they should understand that periodic follow up is necessary. 
Consultation with a provider experienced in clinical cancer genetics can be helpful and 
should be made available to patients when possible (Type: Formal Consensus; 
Agreement: 88.57%). 

Recommendations: GENETIC COUNSELING

VUS  COUNSELING IN CLINICAL CANCER GENETICS 
PROMPTS TO PERIODIC FOLLOW-UP



Recommendation 5.4 

• Patients without a pathogenic variant on genetic testing may still benefit from 
counseling, if there is a significant family history of cancer, and referral to a provider 
experienced in clinical cancer genetics is recommended (Type: Formal Consensus; 
Agreement: 90%).

Recommendations: GENETIC COUNSELING

A TEST WITHOUT A GERMLINE VARIANT DOES NOT 
MEAN THE FAMILY IS NEGATIVE!

COUNSELING IN CLINICAL CANCER GENETICS SHOULD 
BE PROVIDED IN ALL VUS



HEALTH DISPARITIES
• Although ASCO clinical practice guidelines represent expert recommendations on the best 

practices in disease management to provide the highest level of cancer care, it is important to 
note that many patients have limited access to medical care. 

• Racial and ethnic disparities in health care contribute significantly to this problem in the 
United States. Patients with cancer who are members of racial and/or ethnic minorities suffer 
disproportionately from comorbidities, experience more substantial obstacles to receiving 
care, are more likely to be uninsured, and are at greater risk of receiving care of poor quality 
than other Americans. 

• Many other patients lack access to care because of their geographic location and distance 
from appropriate treatment facilities. Recent studies have also noted disparities in the 
collection of family history information necessary for determining testing eligibility.



HEALTH DISPARITIES
• A unique challenge in germline genetic testing is the unequal distribution of VUS. These 

ambiguous results are more frequent among racial and ethnic groups who have received less 
testing of a particular gene or genes, and for whom the normal range of genetic variability is 
less well mapped.

•  Essentially, a testing access disparity perpetuates a disparity in the clarity of genetic 
information. Population-based studies have documented a widening racial and ethnic gap 
in VUS results, which has been exacerbated by the trend toward sequencing many more 
genes.

•  Efforts to expand genetic testing access among clinically indicated patients are crucial to 
reduce the unequal burden of uncertain results on non-White patients. Awareness of these 
disparities in access to care should be considered in the context of this clinical practice 
guideline, and health care providers should strive to deliver the highest level of cancer care 
to these vulnerable populations.



GUIDELINE QUESTIONS - CONCLUSIONS
Which patients with breast cancer should have germline genetic testing for 

pathogenic variants in cancer susceptibility genes?

This clinical practice guideline addresses five overarching clinical questions:

 

1. Should clinicians offer BRCA1/2 testing to all patients with newly diagnosed breast 
cancer? 

2. Should all people with recurrent disease, local or metastatic, or with second breast 
primary, be offered BRCA1/2 testing? 

3. Should people with a personal history of breast cancer (and no active disease) be 
offered BRCA1/2 testing? 

4. What is the value of testing patients with a diagnosis of breast cancer for breast 
cancer predisposition genes other than BRCA1/2? 

5. How should patients with breast cancer considering genetic testing be counseled?

ALL BC AFTER AGE 65YO

YES

YES

ALL PATIENTS SHOULD RECEIVE PANEL TESTING 

ALL PATIENTS SHOULD RECEIVE GENETIC COUNSELING



O B R I G A D A !

@dra.mariaisabelachatz

https://www.mariaisabelachatz.org/
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