
© National Comprehensive Cancer Network, Inc. 2026. All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form or by 
any means, electronic or mechanical, without first obtaining express written permission from NCCN®. Contact education@nccn.org with any questions.

Breast Cancer Screening and Genetic Testing: 
Who Is at High Risk and How Do We Optimize Their Care? 

Tuya Pal, MD
Vanderbilt-Ingram Cancer Center

NCCN 2026 Breast Cancer Congress with Updates from the 2025 San Antonio Breast Cancer Symposium



© National Comprehensive Cancer Network, Inc. 2026. All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form or by 
any means, electronic or mechanical, without first obtaining express written permission from NCCN®. Contact education@nccn.org with any questions.

Objectives

– Identify recent updates and recommendations regarding 
eligibility for germline genetic testing in patients with 
breast cancer and their close blood relatives.

– Outline breast cancer risk management recommendations 
in carriers of breast cancer susceptibility genes.
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Identification/Access/Uptake Delivery of Genetic 
Counseling and Testing Delivery of Follow-Up Care

Overview

• Care Delivery Continuum

• What’s Next?

Polygenic 
Risk Scores 

(PRS)

Multi-cancer 
early 

detection 
tests (MCED)

Cancer 
Interception
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A real scenario to demonstrate how 
identification of a BRCA mutation may impact 

a family…
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If this family had a BRCA mutation 
identified 6 years ago, how could 

that have changed their lives?
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Identifying 
Inherited Cancer 

Chemotherapy/Drugs
Surgery

Radiation

Guide cancer screening 
and prevention

Share results with 
family members

The Bottom Line

KNOWING ABOUT INHERITED CANCER CAN SAVE LIVES!
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Identification/Access/Uptake Delivery of Genetic 
Counseling and Testing Delivery of Follow-Up Care

Care Delivery Continuum

BRCA carriers
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Polling Question

What proportion of adult women in the United States with a 
BRCA1/2 mutation have been identified?

A. <20%

B. ~40%

C. ~60%

D. ~80%
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Discovery of the 
BRCA genes

Identification of BRCA1 or BRCA2?

Adult female BRCA carriers
350,000

10% 
identified

Drohan B, et al. Ann Surg Oncol. 2012 
Jun;19(6):1732-7. PMID: 22427173.

Testing rates not equal 
across populations:

Paiella S, ESMO Open. 2023 
Apr;8(2):PMID: 36822114.
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NCCN Genetic/Familial High-Risk Assessment: Breast, Ovarian, Pancreatic and Prostate (V.2.2026)

Personal history 
criteria
• Age
• Treatment 

indications
• Pathology
• Sex
• Ancestry
• Family history

Family history criteria
• Family cancer 

history
• Predictive models 

(>5% risk)

© 2026 National Comprehensive Cancer Network, Inc. All rights reserved. NCCN Guidelines® and this illustration may not be 
reproduced in any form without the express written permission of NCCN. Available at www.NCCN.org/guidelines.
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Yadav S, et al. JCO Precis Oncol. 2025 Jul;9:Epub 2025 Jul 16. PMID: 40669020.

2014-2022:
• 31% received 

BRCA testing

US Flatiron Health database: adults with HER2– mBC

Olaparib approved in mBC on January 12, 2018. 
Talazoparib approved in mBC on October 16, 2018.

2018 onward: 
• < 50% of BRCA+ patients with metastatic 

breast cancer received PARP inhibitor
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’Point of Care’ (POC) Testing

EVAL-A 10 of 11. © 2026 National Comprehensive Cancer Network, Inc. All rights reserved. NCCN Guidelines® and this illustration 
may not be reproduced in any form without the express written permission of NCCN. Available at www.NCCN.org/guidelines.
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’Point of Care’ (POC) Testing
Principles of genetic testing for patients with cancer 
(active diagnoses and previous history) when testing is 
performed outside of specialty genetics setting (often 
referred to as “point of care” testing)

EVAL-A 10 of 11. © 2026 National Comprehensive Cancer Network, Inc. All rights reserved. NCCN Guidelines® and this illustration 
may not be reproduced in any form without the express written permission of NCCN. Available at www.NCCN.org/guidelines.
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POC Testing (Minimal Components Outlined)

Pre-Test
• Maternal and Paternal family history 

collection (3-generations)
• Understand test ordered and prepare for 

any possible test results
– Positive, negative, VUS, possible mosaic, 

and/or CHIP

• Overview of nuances of test options, as  
choice of which multigene panel test to 
order can be complicated

Post-Test
• Interpret results in the context of diagnosis
• Impact on future cancer risk and 

management, reproductive plans and/or 
family members 

• Offer referral in the following situations:
– Positive results, management uncertain
– Complex personal and/or family history
– Difficult to interpret results 

• Provide copy of results 
• Revisit information over time
• Communicate a change in the status of 

a VUS to the patient (especially upgrades)

Instances where germline genetic testing is critical to therapeutic decision-making but comprehensive 
risk assessment and genetic counseling are not feasible.
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Identification/Access/Uptake Delivery of Genetic 
Counseling and Testing Delivery of Follow-Up Care

Care Delivery Continuum

BRCA carriers
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GENE-A (Management Table)

Gene-specific risks 
and management 
tabulated

Where available, 
includes risk of:
• Male breast 

cancer
• Contralateral 

breast cancer

Genes added/ 
removed as data 
evolves

Footnotes: 
important!!!

© 2026 National Comprehensive Cancer Network, Inc. All rights reserved. NCCN Guidelines® and this illustration may not be 
reproduced in any form without the express written permission of NCCN. Available at www.NCCN.org/guidelines.



© National Comprehensive Cancer Network, Inc. 2026. All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form or by 
any means, electronic or mechanical, without first obtaining express written permission from NCCN®. Contact education@nccn.org with any questions.

Why is breast cancer risk prediction important?

• Moderate risk: high risk screening, including breast MRI
• High risk: consider surgical risk reduction

Determine Risks Guide Cancer Risk 
Management

Odds RatioLifetime RiskLevel of risk elevation

<2<20%Low

2-420-40%Moderate

>4>40%High
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Reid, S., Spalluto, L., & Pal, T. (2026). Breast Cancer Risk Stratification in Black Women: Current Status and Potential Solutions to Improve Accuracy. Journal of the National Comprehensive Cancer 
Network, 24(1), Article e257079. https://doi.org/10.6004/jnccn.2025.7079
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Gail/BCRAT BCSC Risk Calculator Boadicea/CanRisk Tyrer-Cuzick/IBIS version 8

Development/Validation
Developed in white females and 

revised in 2015 (BCRAT) to 
incorporate race

Developed in a 
geographically, racially 
and ethnically diverse 

population representative 
of US

Largely validated in females of 
European ancestry

Largely validated in females of 
European ancestry

Elements included in model:

Race/Ethnicity Yes Yes No No
Ashkenazi Inheritance No No Yes Yes

Family history 

First degree female relatives only 
(not at individual level, but as 

none, one, or more than one first 
degree)

First and second degree 
female relatives only (not 
at indiviudal level, but as 

at least one or at least two 
first or second degree)

Includes individual first, second, 
and third degree relatives, age of 
cancer onset, laterality of breast 
cancer, ovarian cancer and male 

breast cancer

Includes individual first, second, 
and third degree relatives, age of 
cancer onset, laterality of breast 
cancer, ovarian cancer and male 

breast cancer

Body Mass Index No Yes Yes Yes
Breast Density No Yes Yes Yes

Hormonal/reproductive risk 
factors

Limited to age at menarche, age 
at first live birth

Limited to age at first live  
birth, menopausal status

Includes age at menarche, age at 
first live birth, age at menopause 

and HRT and OCP use

Includes age at menarche, age 
at first live birth, age at 

menopause, and HRT use

Genetic Test Results
No - not recommended in 

patients with BRCA mutation
No

results of genetic tests, SNP, 
polygenic risk score

BRCA mutation

Impact on Disparities
Underestimates risk in Black 

females

Underestimates risk in 
non-Hispanic Black 

females

Further model validation needed 
prior to use in non-European 

ancestry populations

Underestimates risk in Black 
females

Table 1: Overview of Current Breast Cancer Risk Prediction Models: Impact on Racial Disparities

Reid, S., Spalluto, L., & Pal, T. (2026). Breast Cancer Risk Stratification in Black Women: Current Status and Potential 
Solutions to Improve Accuracy. JNCCN, 24(1), Article e257079. https://doi.org/10.6004/jnccn.2025.7079

Overview of Current Breast Cancer Prediction Models
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• BOADICEA model 
identified high risk 
women at elevated 
breast cancer risk 
more accurately than 
the Tyrer-Cuzick model 
with PRS

• Tyrer-Cuzick model 
with PRS showed 
evidence of 
overestimation at the 
highest risk decile

Pal Choudhury P, et al. Comparative validation of the BOADICEA and Tyrer-Cuzick breast cancer risk models incorporating classical risk factors and polygenic risk 
in a population-based prospective cohort of women of European ancestry. Breast Cancer Res. 2021 Feb 15;23(1):22. PMID: 33588869; PMCID: PMC7885342.
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Our Goal…Personal Risks!
• What does that entail?

– Gene
– Genotype/Phenotype
– Polygenic Risk Scores
– Risk Factors (hormonal, breast 

density, family history, etc)

Risk Hormonal/Lifestyle 
Factors

Polygenic Risk Scores

Mutation: typical vs hypomorph

Gene: high vs moderate

Risk Models:
• CanRisk: HBOC Genes and PRS
• Tyrer-Cuzick/IBIS: BRCA only
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CanRisk.org Online Tool
• Freely available online tool to 

calculate personalized future 
risks of developing breast and 
ovarian cancer using 
the BOADICEA v6 model

• Can include:
– personal risk factors

– cancer family history

– genetic testing for high- and 
moderate-risk genes

– polygenic scores

– mammographic density



© National Comprehensive Cancer Network, Inc. 2026. All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form or by 
any means, electronic or mechanical, without first obtaining express written permission from NCCN®. Contact education@nccn.org with any questions.

Estimated breast cancer risk
a Next 5 year risk is 3.6%
b Next 10 year risk is 7.8%
c Risk between now and the 
age of 80 is 25.8%

CanRisk v4 recently released
Now includes prostate cancer!
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Binary framework

Gene

Continuous framework

Modifying Factors

Polygenic Risk Score

Variant

Gene

Shifting: binary to 
continuous framework

INCREASED RISK

Low

Moderate

High

INCREASED RISK

NO YES

Risk continuum based on interactions between:

Adapted from Pal T, et al. Consideration of inherited cancer risk on a continuum: An international and multidisciplinary perspective: A points to consider statement of the 
American College of Medical Genetics and Genomics (ACMG). Genet Med. 2026 Jan 30:101659. Epub ahead of print. PMID: 41618953.

Just released Just released 
last week!
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+ +

+

BRCA2 c.658_659delGT

Family 3
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List of 16 consensus BRCA1/2 reduced 
penetrance pathogenic variants

Buried in one of the entries:
…However, because this variant is identified in one or more 
patients with Fanconi Anemia it may be hypomorphic and thus, 
carriers of this variant and their families may present with reduced 
risks, and not with the typical clinical characteristics of a high-risk 
pathogenic BRCA2 alteration.

www.ncbi.nlm.nih.gov/clinvar/variation/9342/

Pal T, Mundt E, Richardson ME, Chao E, Pesaran T, Slavin TP, Couch FJ, Monteiro ANA. Reduced penetrance BRCA1 and BRCA2 
pathogenic variants in clinical germline genetic testing. NPJ Precis Oncol. 2024 Nov 2;8(1):247. PMID: 39488595; PMCID: PMC11531542.
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Partially functional (hypomorphic) missense variants in 
BRCA2 are reduced penetrance pathogenic variants

Huaizhi (Gilbert) Huang, B.S.

Mayo Clinic, Rochester, MN

Homology-directed DNA repair assay

Functionally hypomorphic missense variants:
• 49 of 70 candidate hypomorphs showed partial 

endogenous functional effects
• 14 were classified as pathogenic variant using ClinGen 

BRCA1/2 VCEP guidelines
High risk: OR > 4
Moderate risk: 2 < OR < 4 

Presented at the SABCS 2025 Meeting



© National Comprehensive Cancer Network, Inc. 2026. All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form or by 
any means, electronic or mechanical, without first obtaining express written permission from NCCN®. Contact education@nccn.org with any questions.

Partially functional (hypomorphic) missense variants in 
BRCA2 are reduced penetrance pathogenic variants

Huaizhi (Gilbert) Huang, B.S.

Mayo Clinic, Rochester, MN

Homology-directed DNA repair assay

Functionally hypomorphic missense variants:
• 49 of 70 candidate hypomorphs showed partial 

endogenous functional effects
• 14 were classified as pathogenic variant using ClinGen 

BRCA1/2 VCEP guidelines
High risk: OR > 4
Moderate risk: 2 < OR < 4 

• Lifetime risks for hypomorphs (as a group):
– ~24% for breast cancer 

– ~4% for ovarian cancer

• ?may respond to PARP inhibitors

• Further calibrates BRCA2 variant classification methods

• May require new risk assessment and management 
guidelines

Presented at the SABCS 2025 Meeting
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Terminology
Hypomorph Reduced Penetrance 

Pathogenic Variant (RPPV)

Refers to gene 
function

Refers to resulting risks 
(clinical relevance)

Clinical relevance based on: INCREASED Risks        Treatment Response      
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Spurdle AB, et al. J 
Med Genet. 2012 
Aug;49(8):525-32. 
PMID: 22889855.

Mundt E, et al. 
Cancer Genet. 2023 
Nov;278-279:84-90. 
PMID: 37839337.

Bernstein JL, et al.. 
Hum Mutat. 
2006;27(11):1122-
1128. 

Modifying Factors
Polygenic Risk 

ScoreVariant
Gene

Adapted from Pal et al. Consideration of inherited cancer risk on a continuum ACMG PTC Document. Accepted, GIM
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Adapted from Pal et al. Consideration of inherited cancer risk on a continuum ACMG PTC Document. Accepted, GIM
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CANCER RISK MANAGEMENT BASED ON 
GENETIC TEST RESULTS (GENE-A Table):

Footnotes…
ATM

BRCA1

BRCA2

CHEK2

© 2026 National Comprehensive Cancer Network, Inc. All rights reserved. NCCN Guidelines® and this illustration may 
not be reproduced in any form without the express written permission of NCCN. Available at www.NCCN.org/guidelines.
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BRCA2 c.658_659delGT (RPPV)…?

+

++ +

+

Black Black

Pal T, Mundt E, Richardson ME, Chao E, Pesaran T, Slavin TP, Couch FJ, Monteiro ANA. Reduced penetrance BRCA1 and BRCA2 
pathogenic variants in clinical germline genetic testing. NPJ Precis Oncol. 2024 Nov 2;8(1):247. PMID: 39488595; PMCID: PMC11531542.

Does not seem like 
‘moderate penetrance’ 
variant in this family!?

Family 4
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47 yo female - BRCA2+ with family history of breast cancer
• s/p total abdominal hysterectomy/bilateral salpingo-oophorectomy:

• severe menopausal symptoms – and could not get HRT
• encouraged to take Tamoxifen – but concerned about making 

symptoms worse
• started taking gabapentin
• also had episode of recurrent major depressive disorder

• Incidentally, husband and daughter – MEN2, s/p thyroidectomy

Family 5

BRCA2+ c.1037delA
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Polling Question

What are the options for hormone replacement therapy 
(HRT) in this premenopausal BRCA+ woman status post 
TAH/BSO?

A. HRT is not an option

B. Would consider Estrogen + Progesterone

C. Would consider Estrogen only

D. None of the above
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Is it safe to use menopausal hormone 
therapy (MHT) after oophorectomy

Kotsopoulos J, et al. Menopausal hormone therapy and the risk of breast cancer in women with a pathogenic variant in BRCA1 or BRCA2. J Natl Cancer Inst. 2025 Dec 17: Epub ahead of print. PMID: 41403285.

Presented at the SABCS 2025 Meeting

MHT and Risk of Breast Cancer
Presented by Dr. Joanne Kotsopoulos
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Risk of breast cancer:
Evaluating Route and Type of MHT

Estrogen Only Estrogen + Progesterone
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BRCA PATHOGENIC/LIKELY PATHOGENIC VARIANT-POSITIVE MANAGEMENT

AFTER RRSO: HRT is generally not contraindicated and thus should be discussed with premenopausal 
patients who do not have a personal history of breast cancer

BRCA-A. NCCN Guidelines for Genetic/Familial High-Risk Assessment: Breast, Ovarian, Pancreatic and Prostate (V.2.2026) © 2026 National Comprehensive Cancer 
Network, Inc. All rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN. Available 
at www.NCCN.org/guidelines.
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JNCCN Insights article (February 2026 Issue)

Prostate Cancer 
Screening

• Review of genes/risks: 
BRCA1/2, HOXB13, 
ATM, CHEK2, MSH2, 
PALB2, TP53 

• PSA
• Prostate MRI

– recommended screening 
done in experienced 
high-volume centers after 
an in-depth discussion 

Testing for non-epithelial 
ovarian cancer

• DICER1: SCCOHT
• STK11 (Peutz-Jeghers): 

SCTAT
• Given rarity, 

consultation with expert 
may be considered 

Pancreatic Cancer 
Screening

• Screening without need 
for family history: 
CDKN2A, STK11, ATM, 
or BRCA2

• Family history needed:
BRCA1, MSH2, MLH1, 
MSH6, EPCAM, PALB2, 
TP53

Cheng H, Giri V, Goggins M, Yurgelun M, Karlan B, Norquist B, Daly M, Pal T…Dwyer M, Darlow S., Diwan, Z.
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What’s next?

Polygenic 
Risk Scores 

(PRS)

Multi-cancer 
early 

detection 
tests (MCED)

Cancer 
Interception
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Polygenic Risks Scores (PRS)

Raise Risk

Lower Risk

• DNA variants can be used to calculate a “polygenic risk score”.
• Some variants raise disease risks. Other variants lower these risks.

Low Polygenic Risk Score

High Polygenic Risk Score
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Polygenic Risks Scores (PRS)

Raise Risk

Lower Risk

• DNA variants can be used to calculate a “polygenic risk score”.
• Some variants raise disease risks. Other variants lower these risks.

Low Polygenic Risk Score

High Polygenic Risk Score
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Polygenic Risks Scores (PRS)

Raise Risk

Lower Risk

• DNA variants can be used to calculate a “polygenic risk score”.
• Some variants raise disease risks. Other variants lower these risks.

Low Polygenic Risk Score

High Polygenic Risk Score
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Disparities in Polygenic Risk Scores

Duncan L, et al. Analysis of polygenic risk score usage and performance in diverse human 
populations. Nat Commun. 2019 Jul 25;10(1):3328. PMID: 31346163.

Martin AR, et al. Clinical use of current polygenic risk scores may exacerbate 
health disparities. Nat Genet. 2019 Apr;51(4):584-591. PMID: 30926966.

Under-representation Prediction Accuracy
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• OBJECTIVE To determine whether risk-based breast 
cancer screening is a feasible alternative to annual 
mammography.

• Methods: 2-arms: 
– Risk-based arm vs Annual Age-based Mammography

• Results: Rate of stage >IIB cancers in risk-based group 
noninferior to annual screening

Esserman LJ, et al. Risk-Based vs Annual Breast Cancer 
Screening: The WISDOM Randomized Clinical Trial. JAMA. 2025 
Dec 12:Epub ahead of print. PMID: 41385349.

Presented at the SABCS 2025 Meeting
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To generate PRS
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Invasive Breast Cancers: 
Risk-Based vs Annual Arms 

Rate of Stage  >2A cancer in risk-
based arm not higher

Author 
Conclusion:
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Impact of Polygenic Risk Scores on Breast Cancer Risk Assessment and Clinical Decision Making 
in Carriers of Germline Pathogenic Variants in ATM, BRCA1, BRCA2, CHEK2, and PALB2: 

Results from the Prospective Multisite GENRE-2 Clinical Trial
Siddhartha Yadav, et al
Mayo Clinic

Presented at the SABCS 2025 Meeting

PALB2, 
n=9

CHEK2, 
n=54

BRCA2, 
n=73

BRCA1, 
n=54

ATM, 
n=24

1 (11%)9 (17%)3 (4%)07 (29%)N (%) of Individuals with shift in risk categories

PRS:

Most helpful for ATM and 
CHEK2 

Limited clinical utility in 
high-risk genes such as 

BRCA1 or BRCA2.

Results on 633 available

933 women enrolled in 
the trial

Results on 633 available

214 (33.8%) PV Carriers 
with median age of 41 
years at assessment

ATM: 24 CHEK2: 54
BRCA1: 54  BRCA2: 73

PALB2: 9

CanRisk based lifetime 
and 10-year breast 

cancer risk estimated 
before and after PRS

Lifetime risk categorized 
as average (<20%), 

moderate (20-40%) and 
high (>40%) risk
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Current NCCN Guidelines:

PRINCIPLES OF CANCER RISK ASSESSMENT 
AND COUNSELING

EVAL-A 3 OF 11. NCCN Guidelines for Genetic/Familial High-Risk Assessment: Breast, Ovarian, Pancreatic and Prostate (V.2.2026) © 2026 National Comprehensive 
Cancer Network, Inc. All rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN. 
Available at www.NCCN.org/guidelines.
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• 42 y.o. unaffected female with 
family history of breast and 
ovarian cancers

• Genetic testing: ATM+ 

• Mother not yet tested (would 
be useful to refine risks)

• Management:

• High risk breast screening

• CanRisk: ~30% lifetime risk of 
breast cancer (with mother’s 
variant status unknown)

42 yrs 

+

?

Family 6

ATM c.6976-2A>C (pathogenic)
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Polling Question

Which of the following could affect breast cancer risks in 
this ATM carrier?

A. Breast density

B. Polygenic risk score

C. Family history of breast cancer

D. All of the above
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Mother – ATM Unknown Mother – ATM Unknown, high PRS Mother – ATM Unknown, dense breasts

Estimated breast cancer risk:
a) Next 5-year risk is 2.8%
b) Next 10-year risk is 6.1%
c) Risk to 80 is 27.2%

Estimated breast cancer risk:
a) Next 5-year risk is 6.7%
b) Next 10-year risk is 13.9%
c) Risk to 80 is 41.6%

Estimated breast cancer risk:
a) Next 5-year risk is 4.5%
b) Next 10-year risk is 9.7%
c) Risk to 80 is 35.4%

CanRisk Estimates in ATM

Slide courtesy of Marc Tischkowitz
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High risk GPV e.g. BRCA1
truncating variant

Intermediate risk GPV e.g. CHEK2
1100delC + high risk factors

Low risk allele e.g. CHEK2
I157T

Family history – no 
HBC variant

Population T
h

re
sh

o
ld

 f
or

 
in

te
rv

en
tio

n

Low Moderate High

Level of increase of lifetime cancer risk/penetrance

Intermediate risk GPV e.g
CHEK2 1100delC + low risk 

factors

Individualized cancer risk assessment based on multiple factors

Other factors

Pathogenic variant
Genomic context 
e.g. PRS

Hypomorphic allele
e.g. BRCA1 R1699Q

Pal T, et al. Consideration of inherited cancer risk on a continuum: Genet Med. 2026 Jan 30:101659. Epub ahead of print. PMID: 41618953.
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ctDNA (MCED)…early detection?

Clinical Validation
• positive predictive value 

has been validated 

Clinical Utility
• show that we can do 

something useful with this 
information

NCCN Principles of Cancer Risk Assessment and Counseling

For individuals at increased hereditary risk for cancer, use of pre-symptomatic ctDNA cancer detection assays 
should only be offered in the setting of prospective clinical trials, because the sensitivity, false-positive rates, 
and positive predictive value of ctDNA tests for early-stage disease, which are needed to derive clinical utility 
and determine clinical validity, are not fully defined.
The psychological impact of ctDNA testing remains unknown. 

EVAL-A, 5 of 11. NCCN Guidelines for Genetic/Familial High-Risk Assessment: Breast, Ovarian, Pancreatic and Prostate (V.2.2026) © 2026 National Comprehensive 
Cancer Network, Inc. All rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN. 
Available at www.NCCN.org/guidelines.
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The Best Way to Treat Cancer

Prevention Cancer 
Interception

Early 
detection/ 

surveillance

Diagnosis/ 
Treatment

BEST WORST

…an emerging field that aims to stop  the oncogenic process by targeting and eliminating 
cells during the precancerous stage, before they develop into invasive cancer
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Susan M. Domchek, Robert H. Vonderheide; Advancing Cancer Interception. Cancer Discov 1 April 2024; 
14 (4): 600–604. https://doi.org/10.1158/2159-8290.CD-24-0015

Phase 1 vaccine trial (for 
cancer interception) led by 
Dr. Susan Domchek
completed enrollment of 
BRCA1/2 carriers last year; 
now in observation 
phase…eagerly awaiting 
results.



© National Comprehensive Cancer Network, Inc. 2026. All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form or by 
any means, electronic or mechanical, without first obtaining express written permission from NCCN®. Contact education@nccn.org with any questions.

In Conclusion…

Many individuals with 
inherited cancer remain 
unidentified

– Despite discovery of 
BRCA1/2 over 3 decades 
ago!

Delivery of genetic 
counseling and testing

– Need to scale up services 
with expanding test 
indications

Cancer risk management

– Personalize risks to guide 
management

– BRCA1/2: HRT can be used 
in unaffected carriers

Expect forthcoming advances 
in many areas:

– E.g., PRS, MCED tests, 
Cancer Interception
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Thank you for your attention!
Questions?

CONTACT INFO:
Tuya.Pal@vumc.org

@TuyaPalMD

Follow @inheritedcancer to stay informed:

Website: https://inheritedcancer.net
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live better lives
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Access to high-quality, high-value, 
patient-centered cancer care for 
all people globally
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