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Estimated 316,950 new cases in 2025 Female breast cancer
represents 15.5% of all new
cancer cases in the US

A

» 15.5% of all new cancer cases
Estimated 42,170 deaths from breast cancer in 2025

» 6.8% of all cancer deaths
#1 site of new cancers in women

#72 site of cancer deaths in women




Demographics: % of New Cases by

Percent of New Cases
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Demographics

» Average risk of developing breast canceris 1:8



Demographics: % of Deaths by Age

Percent of Deaths
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Age

The percent of female

breast cancer deaths is

highest among women
aged 65-74

Median Age
At Death

71



Demographics: Ethnicity

» Breast cancer risk per 100,000
» White 140
» African-American 131
» Asian/Pacific Islander 114
» American Indian 116
» Hispanic 104
» Breast Cancer mortality per 100,000
» White 19.3
African-American 26.5
Asian/Pacific Islander 11.8

American Indian 17.7

vV v v Vv

Hispanic 13.6



New Cases, Deaths and 5-Year Relative Survival
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Screening Guidelines for Average Risk

>
>
>
>

NCCN
American Cancer Society
US Preventative Service Task Force

American Society of Breast Surgeons

» Consensus Statement

Average risk:

* No personal history of breast cancer

« No family history of breast cancer

« No genetic mutation known to increase risk of
breast cancer

« No chest radiation therapy before the age of 30
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SCREENING OR SYMPTOM CATEGORY?

Average
risk

Asymptomatic

Increased

risk —
Clinical encounter
including risk
assessment?=defg
Refer to the NCCN
Guidelines for
Breast Cancer Risk

Reduction for a -

detailed qualitative
and guantitative risk
assessment.

SCREENING/FOLLOW-UPY

_ » Clinical encounter®?! gvery 1-3 y

Age 225 but <40 y

+ Breast awareness™

= Annual clinical encounter®d!

+ Annual screening® mammogram®"™-®
with tomosynthesisP (category 1)
» For those with dense breast tissue on

Age 240 y

* Pedigree suggestive ofior known genetic
predisposition™
» Refer to a genetic counselor or other
health professional with expertise
and experience in cancer genetics
* Residual lifetime risk 220% as defined
by models that include a comprehensive
tamily history™i*
* Radiation therapy (RT) with exposure to
breast tissue between ages 10 and 30 y

« S5-year risk of invasive breast cancer
21.7% in individuals 235 yi (per Gail
Model)

« Atypical ductal hyperplasia [ADH] and
220% residual lifetime risk

* Lobular neoplasia (lobular carcinoma in
situ [LCIS)/atypical lobular hyperplasia
[ALH]) and 220% residual lifetime risk

+ Dense breast tissue on mammography
(heterogeneously or extremely dense
breasts) in patients who do not meet any

other increased risk category

mammography (heterogeneously or extremely
dense breasts), see increased risk below?
+ Breast awareness™

Increased Risk Screening Follow-up (NCCHN
Guidelines for Genetic/Familial High-Risk

Prostate)

— Increased Risk Screening Follow-up (BESCR-2)

— Increased Risk Screening Follow-up (ESCR-3)

— [ncreased Risk Screening Follow-up (ESCR-4)

Increased Risk Screening Follow-up (ESCR-4)
and Breast Screening Considerations (BSCR-A)

—

Symptomatic

Note: All recommendations are category 2A unless otherwise indicated. ]

* Presenting Signs/Symptoms (ESCR-5)
Eootnotes on BSCR-1A

BSCR-1

‘Wersion 22025, DA28/25 & 2025 National Comprehensive Cancer Network® (NOCON®), Al ights reserved. NCCN Guidelines® and this iksiration may nol be reproduced in any form without the express wrten permission of ROCH.




SCREENING/FOLLOW-UPP

_ * Clinical encounter®®! every 1-3 y

Age 225 but <40 y » Breast awareness™

Average « Annual clinical encounter®d:!
+ Annual screening® mammogram®™®

with tomosynthesisF (category 1)

» For those with dense breast tissue on
mammography (heterogeneously or extremely
dense breasts), see increased risk belowt

= Breast awareness™

Age 240 y

Asymptomatic '

Clinical encounter
including risk
assessment™Sdefo
Refer to the NCCN
Guidelines for |
EBreast Cancer Risk
Reduction for a
detailed qualitative
and quantitative risk
assessment.




NCCN: Age > 25 but <40

EARLY

\DETECTION

SAVES

Clinical Encounter q 1-3 years LIVES

Breast Awareness




BSE does not reduce moriality from breast cancer

Clinical Trial > J Natl Cancer Inst. 2002 Oct 2;94(19):1445-57. doi: 10.1093/jnci/94.19.1445,

Randomized trial of breast self-examination in
Shanghai: final results

David B Thomas !, Dao Li Gao, Roberta M Ray, Wen Wan Wang, Charlene J Allison, Fan Liang Chen,
Peggy Porter, Yong Wei Hu, Guan Lin Zhao, Lei Da Pan, Wenjin Li, Chunyuan Wu, Zakia Coriaty,
llonka Evans, Ming Gang Lin, Helge Stalsberg, Steven G Self

Affiliations <+ expand

PMID: 12359854 DOI: 1D.1{]93f‘r‘|ci;“94.‘1 9.1445

Thomas DB, Gao DL, Ray RM, Wang WW, Allison CJ, Chen FL, Porter P, Hu YW, Zhao GL, Pan LD, LiW, Wu C, Coriaty Z, Evans |, Lin MG, Stalsberg H, Self SG. Randomized trial of breast
self-examination in Shanghai: final results. J Natl Cancer Inst. 2002 Oct 2;94(19):1445-57. doi: 10.1093/jnci/94.19.1445. PMID: 12359854.



Study Methods and
Results

Methods
266,064 women
132,979 BSE instruction group
133,085 control group
Results
135 (0.1%) breast cancer deaths in instruction group
131 (0.1%) breast cancer deaths in control group

Breast cancer mortality rates through 11 years of
follow up similar

More benign breast lesions diagnosed in instruction
group

Thomas DB, Gao DL, Ray RM, Wang WW, Allison CJ, Chen FL, Porter P, Hu YW, Zhao GL, Pan LD, Li W, Wu C, Coriaty Z, Evans |, Lin MG, Stalsberg H, Self SG. Randomized trial of breast self-examination in Shanghai:
final results. J Natl Cancer Inst. 2002 Oct 2;94(19):1445-57. doi: 10.1093/jnci/94.19.1445. PMID: 12359854.




Key Poinfts

» No Mortality Benefit: The study found no significant difference in breast cancer
mortality between the BSE instruction group and the control group.

» Increased Detection of Benign Lesions: Women in the BSE instruction group were
more likely to detect benign breast lesions, suggesting a higher index of suspicion
but also potentially unnecessary biopsies.

» No Earlier Diagnosis: Breast cancers were not diagnosed at an earlier stage or

smaller size in the BSE instruction group compared to the control group.

Thomas DB, Gao DL, Ray RM, Wang WW, Allison CJ, Chen FL, Porter P, Hu YW, Zhao GL, Pan LD, Li W, Wu C, Coriaty Z, Evans |, Lin MG, Stalsberg H, Self SG.
Randomized frial of breast self-examination in Shanghai: final results. J Natl Cancer Inst. 2002 Oct 2;94(19):1445-57. doi: 10.1093/jnci/94.19.1445. PMID: 12359854,



SCREENING/FOLLOW-UP®

,.* Clinical encounter®®! every 1-3 y
« Breast awareness™

Age 225 but <40 y

AN « Annual clinical encounter™?!
« Annual screening” mammogram
with tomosynthesisP (category 1)
» For those with dense breast tissue on
Age 240y i mammography (heterogeneously or extremely
dense breasts), see increased risk below®
« Breast awareness™

c,no

Asymptomatic |

Clinical encounter
including risk
assessment™c4218
Refer to the NCCN
Guidelines for
Breast Cancer Risk
Reduction for a
detailed qualitative
and quantitative risk
assessment.




NCCN: Age >40

Annual clinical
encounter

Annual screening
mammogram with
tomosynthesis

For those with dense
breast tissue on
mammogram
(heterogeneous or
extremely dense breast
tissue) see high risk

Breast Awareness




Screening: American Cancer Society

» Breast self-examination (Rescinded 11/2015)
» Clinical breast exam (Rescinded 11/2015)
» Mammography

» Women ages 40 to 44 should have the choice to start annual breast cancer
screening with mammograms if they wish to do so

» Women age 45 to 54 should get mammograms every year

» Women 55 and older should switch to mammograms every 2 years, or can confinue
yearly screening

» All women should be familiar with the known benefits, limitations, and potential
harms linked to breast cancer screening

» No upper age limit on screening--Screening should continue as long as a
woman is in good health and is expected to live 10 more years or longer.



Screening: USPSTF

Women aged 40-74: biennial screening mammography

Women 75 years or older: The USPSTF concludes that the current evidence is insufficient to

assess the balance of benefits and harms of screening mammography in women 75 years
or older.

Women with dense breasts: The USPSTF concludes that current evidence is insufficient to
assess the balance of benefits and harms of supplemental screening breast breast cancer

using breast ultrasound or mri in women identified to have dense breasts on an otherwise
negative screening mammogram.




Screening: AENEEINSEISERERBE ST SUrgeOns

» Women age >25 should undergo formal risk assessment for breast cancer

» Women with an average risk of breast cancer should initiate yearly screening
mammogram at age 40.

» Screening mammogram should cease when life expectancy is <10 years

» Women with dense breast (C & D density) annual mammography starting at
age 40 and consider supplemental imaging



Breast Density on Mammogram




Breast Density
and New US

Nelililefelile]g
Rule

Source: FDA MQSA final rule 2023 (effective 9/10/24); ACS
density page 2024

FDA MQSA final rule: facilities must notify
patients of breast density (effective 9/10/24)

~50% of screened women have category C or
D breast density

Dense breast tissue both raises risk and reduces
mammographic sensitivity




Study Result

Marrative & Impression

BILATERAL DIGITAL SCREENING MAMMOGRAM 3D/2D: 11/14/2024

HISTORY: Routine screening, asymptomatic baseline.
COMPARISON: No prior exams were available for comparison.
TECHNIQUE: 3D tomographic images were obtained in multiple projections of both breasts.

BREAST COMPOSITION: The breasts are heterogeneously dense, which may obscure small
Masses.

FINDINGS: There are grouped calcifications in the right breast at 11 o'clock anterior depth.
No other significant masses, calcifications, or other findings are seen in either breast.
IMPRESSION: INCOMPLETE: NEED ADDITIONAL IMAGING EVALUATION

The grouped calcifications in the right breast are indeterminate. Additional views are

recommended.

The patient has been or will be contacted.



Category Definition Likelihood of cancer

BI-RADS 0  Incomplete N/A

BI-RADS 1 Negative Essentially 0%
BI-RADS 2  Benign Essentially 0%
BI-RADS 3  Probably benign >0%, but <2%
BI-RADS 4  Suspicious >2%, but <95%
BI-RADS 5  Highly suggestive >95%

of malignancy
BI-RADS 6  Known biopsy-proven N/A
malignancy

Adopted from ACR BI-RADS Atlas, Breast Imaging Reporting and
Data System.




Three Categories of Breast Cancer Risk

Personal Breast Genetic

Young age at Biopsy with ADH, ALH, BRCAT or BRCAZ2
Menarche LCIS

Older age at Radiation therapy to the

Menopause chest

Nulliparity Breast Density

Late Parity

Menopausal

--Hormone therapy
Obesity



Breast Cancer Risk:

vV v v v Vv

Young age at Menarche <12
Older age at Menopause >50
Nulliparity

Late Parity >30

Menopausal

» Hormonal therapy

» Obesity
» Alcohol

Personal

Every 10g of alcohol consumed per day

(about one drink) increases breast cancer
risk by 9%.




Breast Cancer Risk: Breast-related

» Biopsy with ADH, ALH, LCIS
» LCIS + ALH associated with 7-10 fold increase
» FmHx of Br CA, risk associated with LCIS is doubled
» Bx showing ADH associated with 3-4 fold increase in Br CA risk

» Radiation therapy to the chest

» Young women who have received mantle radiation for Hodgkins lymphoma
have a Br CA risk that is 75x greater than that of age-matched control subjects

» Breast Density

» Women with very dense breast tissue have a 4-fold increase in Br CA risk
compared with women whose breast tissue is fatty replaced



Breast Cancer Risk: Genetic

» BRCAI or BRCA2 mutation

» Hereditary breast and ovarian cancer (HBOC)
syndrome

» Ashkenazi Jewish population
» BRCAI have a 55% to 85% lifetime risk of Br Ca
» BRCAZ2 25% to 60% lifetime risk of Br Ca



NCCN:
Hereditary
Cancer
Testing Criteria

TESTING CRITERIA FOR HIGH-PENETRANCE BREAST CANCER SUSCEPTIBILITY GENES
(Genes such as BRCA1, BRCA2, CDH1, PALB2, PTEN, STK11, and TP53. See GENE-A)39:.h.ij

Testing is clinically indicated in the following scenarios:

» See General Testing Criteria on CRIT-1.

* Personal history of breast cancer with specific features:

r<50y
» Any age:
¢ Treatment indications
— To aid in systemic treatment decisions using
PARP inhibitors for breast cancer in the metastatic
setting®! (See NCCN Guidelines for Breast Cancer)

— To aid in adjuvant treatment decisions with
olaparib for high-risk,™ HER2-negative breast
cancer

¢ Pathology/histology
— Triple-negative breast cancer
— Multiple primarg breast cancers (synchronous or
metachronous)
— Lobular breast cancer with personal or family

history of diffuse gastric cancer (See NCCN
Guidelines for Genetic/Familial High-Risk

Assessment: Colorectal. Endometrial, and Gastric)

O Male breast cancer
o Ancestry: Ashkenazi Jewish

» Any age (continued):
¢ Family history®
— 21 close blood relativeP with ANY:
* breast cancer at age <50 y
= male breast cancer
» pvarian cancer
« pancreatic cancer
« prostate cancer with metastatic,9 or hiﬁh- or
very-high-risk group (Initial Risk Stratification
and Staging Workup in NCCN Guidelines for
Prostate Cancer)
- 23 diagnoses of breast and/or prostate cancer
(any grade) on the same side of the family
including the patient with breast cancer

Cuzick, BRCAPro, CanRisk).®

* Family history criteria: unaffected; or affected but does not meet above criteria
¢ Individual with a first- or second-degree blood relative meeting any of the criteria listed above (except
unaffected individuals whose relatives meet criteria only for systemic therapy decision-making).
¢ Individuals who have a probability >5% of a BRCA1/2 P/LP variant based on prior probability models (eg, Tyrer-




CANCER RISK MANAGEMENT BASED ON GENETIC TEST RESULTS®1:2

Breast Cancer” Epithelial Ovarian Cancer” Pancreatic Cancer,'**!
Gene Prostate C | Other C Ris
Primary breast cancer » Absolute risk: 39%—58%C Pancreatic cancer
» Absolute risk: 60%—72%24-25 « Management: See BRCA Pathogenic |+ Absolute risk: =5%28
* Management: See BRCA Pathogenic \Variant-Positive Variant-Positive Management * Management: Screen P/LP variant carriers with a
Management « Strength of evidence of association family history of pancreatic cancer, see PANC-A.
= Strength of evidence of association with cancer: Very strong with cancer: Very strong = Strength of evidence of association with cancer:
Contralateral breast cancer" Strong
» 20-year cumulative risk: 30%—40%8-26 Prostate cancer
+ 15-year cumulative risk in premenopausal women: >20%826 + Absolute risk: 7%—26%"°"1
srcat | Strength of evidence of association with cancer: Strong * Management: See BRCA Pathogenic Variant-
Male breast cancer Positive Management
« Absolute risk: 0.2%—1.2% by age 70 y27-28 = Strength of evidence of association with cancer:
* Management: See BRCA Pathogenic Variant-Positive Strong
Management
= Strength of evidence of association with cancer: Strong
Comment: See GEMNE-B for reproductive implications/recessive disease and partner testing considerations. The risk for breast cancer appears to be lower
for certain vanants (eg, BRCA1 R1699Q) (Spurdle AB, et al. J Med Genet 2012;49:525-532; Pal T, et al. NPJ Precis Oncol 2024;8:247) and risk appropriate
management should be considered. Management should be based on best estimates of cancer risk for the specific P/ILP variant in conjunction with personal
and family history.
Primary breast cancer » Absolute risk: 13%—29%30 Pancreatic cancer
« Absolute risk: 55%—53%2+2° * Management: See BRCA Pathogenic |+ Absolute risk: 59%—10%28
* Management: See BRCA Pathogenic Variant-Positive \ariant-Positive Management = Management: Screening, see PANC-A.
Management « Strength of evidence of association = Strength of evidence of association with cancer:
= Strength of evidence of agsociation with cancer. Very strong with cancer: Very strong Very strong
Contralateral breast cancer"! Prostate cancer
« 20-year cumulative risk: 25%828 « Absolute risk: 19%—61%3132
= 15-year cumulative risk in premenopausal women: >20%5-26 * Management: See BRCA Pathogenic Variant-
greaz | Strength of evidence of association with cancer: Strong Positive Management

Male breast cancer
» Absolute risk: 1.8%—7.1% by age 70 y*'2°
* Management: See BRCA Pathogenic Variant-Positive

Management
= Strength of evidence of association with cancer: Strong

= Strength of evidence of association with cancer:
Very strong

Melanoma

= See BERCA Pathogenic Variant-Positive

Management

Comment: See GENE-B for reproductive implications/recessive disease and partner testing considerations. The risk for breast cancer appears to be
lower for certain missense and splicing variants (Pal T, et al. NPJ Precis Oncol 2024;8:247; Huang H, et al. Mature 2025;638:528-537) and risk appropriate
management should be considered. Management should be based on best estimates of cancer risk for the specific P/ILP variant in conjunction with personal

and family history.




Breast Cancer Risk

» Factors not associated with breast

cancer

>

>
>
>

Antiperspirants/deodorants
Mammography/X-rays
Cosmetic breast implants

Breast trauma

» Factors which may reduce breast cancer risk

>

Birth of first child before age 18

Early oophorectomy (before age 35)
Breastfeeding (slight)

Physical activity/exercise — 37% reduction

Low fat diet
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Risk Assessment Models

Gail model Models are used to identify women who:
Tyrer Cuzick
1. May benefit from risk reducing medications
Penn |
Claus 2. May Carry a Pathogenic Mutation in BRCA1

Breast Cancer Surveillance Consortium (BCSC) or BRCA2

3. Meet criteria for high risk screening MRI




Risk Assessment Models: Gall

__Model | Provides | Output | ncludes | _ Whentouse

Gail

Personal Risk 5 year and lifetime risk of + Current age .
developing breast cancer < Age at Menarche
- Age atfirst live
childbirth
« # of 15t degree
relatives with Br Ca -
 Prior breast bx
* Race/ethnicity

Website htp://www.cancer.gov/bcriskiool/

When considering
tamoxifen or other
risk-reducing
medications
(>1.7% 5-year risk)
NOT to be used for
risk assessment for
purposes of
screening MRI nor
for genetic testing


http://www.cancer.gov/bcrisktool/
http://www.cancer.gov/bcrisktool/

Endocrine therapy for ASCO
risk reduction

AMEEICAMN SUCIETY OF CLIMICAL LOMNCLILLH Y

Breast Cancer

Use of Endocrine
Therapy for Risk
Reduction

Taking risk reducing agent can decrease
risk of developing an invasive breast
cancer by 40%.

Reduces risk of breast cancer death
by 57%

For women at high risk, this translates to @
reduction of 95 invasive breast cancers
and 42 breast cancer deaths per 1,000
Welagl=la

ASCO Publications



Endocrine therapy for risk reduction

RISK-REDUCING AGENT

Clinical trial®
Premenopausaly —— or
Tamoxifen™:¥ (category 1)3@

Clinical trial®

or

Tamoxifen™:Z (category 1)3@
Postmenopausal“Y—— or

Raloxifene™ (category 1)3@

or
Aromatase inhibitors™ (category 1)33|

SURVEILLANCE

» Surveillance according to NCCN Guidelines for
Breast Cancer Screening and Diagnosis for those
at increased risk for breast cancer

* Routine age-appropriate gynecologic screenin
(for individuals with intact uterus on tamoxifen)

* Ophthalmology exam if cataracts or vision
problems

* For management while on endocrine agent, see
BRISK-8

* Monitor bone density while on aromatase

b

inhibitors



» Tamoxifen

20mg/day for 5 years
At least 35 years old
Have completed childbearing

Routine gynecologic exam

Pre meno pO usQ | = no routine endometrial ultrasound or biopsy in

the absence of symptoms

Ophlthalmologic exam for cataracts or
vision problems




Post menopausal

» Anastrozole 1 mg/day

» Exemestane 25 mg/day *Mpni’ror bone density
. while on aromatase

» Raloxifen 60 mg/day inhibitors.

>

Tamoxifen 20 mg/day 'Add b densit
one ity

scan every other year




Risk Assessment Models: Tyrer-Cuzick

____Model Provides | __Output ___ Includes ___Whentfouse

Tyrer-Cuzick

Personal risk and risk

of mutation carrier

5yr, 10 yr and
LTR of
developing
breast cancer

Current age

Age at menarche
Height

Weight

Parity

Age at 15 childbirth
Age at menopause
HRT use

Prior breast bx
Breast density
Ashkenazi descent

Risk assessment for
genetic testing
(10% risk for
pathogenic
mutations is
commonly used) or
MRI screening (20%
lifetime risk
threshold)


http://www.ems-trials.org/riskevaluator/
http://www.ems-trials.org/riskevaluator/
http://www.ems-trials.org/riskevaluator/

IBIS Breast Cancer Risk Evaluation Tool

Description Software Downloads Documentation screenzhots & Examples Software Change Log
FAQs
MEW! v8 [zIr]

Description of breast cancer risk program

The program assumes that there is a gene predisposing to breast cancer in addition to the BRCAL/2 genes. The
wioman's family history is used to calculate the likelihood of her carrying an adverse gena, which in turn affects her
likelihood of developing breast cancern The risks of developing breast cancer for the general population were taken from
data on the first breast cancer diagnosis (ICD-10 code C50) in Thames Cancer Registry area (UK between 2005-2009,
The risk from family history (caused by the adverse genes) is medelled to fit the results in "Familial Breast and Cwvarian
Cancer: A Swedish Population-based Register Study, Anderson H et al., American Journal of Epidemiology 2000, 152:
1154-1183".

The risk from other classical factors including age at first child and benign disease are combined with familial risk.

The latest version of the model (v8) incorporates mammaographic density.

Contact Details

Prof. Jack Cuzick

Centre for Cancer Frevention,

Wolfson Institute of Preventive Medicine,
Charterhouse Square,

Londaon

EC1M 5B

email: riskevaluator@ems-trials.org



IBIS Breast Cancer Risk Evaluation Tool

Description Software Downloads Documentation Screenshots & Examples Software Change Log
FAQS

Software

The current version of the software is v8. Versions 7 and & are obsolete but are awvailable to download because they have
been used in earlier research studies. Changes between waersions are described in the change log. Please send any reports of
bugs to riskevaluator@ems-trials.org

This tool is provided for research purposes only and no responsibility is accepted for clinical
decisions arising from its use. Commercial use reguires a license, for further information
please email Tyrercuzick@cancenorg.uk

Current version

v8 (v8.0b latest release,
September 2017)

Windows download -- o
IBIS_RiskEvaluator_v8b.zip =

A Windows batch command-line program is alse available, for users who wish to processing several risk evaluations at the
same time without a graphical user interface. To access it please email a request to riskevaluator@ems-trials.org stating

intended use.

Obsolete versions

v7 (version 7.02
released June 2013)

Windows download -- ]|
IBIS_RiskEvaluator w7.zip =

v6 (released August

2004)
Windows download -- IBIS Risk -
Evaluator.zip _-_[]-

Example.txt
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Eil [BIS Breast Cancer Evaluation Tool

Version 8.0b
13/Sept/2017

IBIS Breast Cancer Risk Evaluation Tool
Developed by
Jack Cuzick, Jonathan Tyrer, Adam Brentnall

Centre for Cancer Prevention

Wolfson Institute of Preventive Medicine
Charterhouse Square

London ECTM 6BQ

ermail:
J. CuzickGgmul ac. uk,

Start from
[ evaluation
SCIEEH

Evaluate
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High risk screening

Clinical encounter
including risk
assessment?<defg
Refer to the NCCN
Guideli [—

Breast Cancer Risk 1

Reduction for a
detailed qualitative
and quantitative risk
assessment.

Asymptomatic

Increased
risk

* Pedigree suggestive offor known genetic
predisposition™!
» Refer to a genetic counselor or other
health professional with expertise
and experience in cancer genetics

= Residual lifetime risk 220% as defined
by models that include a comprehensive
family history™*

» Radiation therapy (RT) with exposure to
breast tissue between ages 10 and 30 y

» 5-year risk of invasive breast cancer
21.7% in individuals 235 yJ' (per Gail
Model)

= Atypical ductal hyperplasia [ADH] and
220% residual lifetime risk

» Lobular neoplasia (lobular carcinoma in
situ [LCIS)/atypical lobular hyperplasia
[ALH]) and 220% residual lifetime risk

= Dense breast tissue on mammography
(heterogeneously or extremely dense
breasts) in patients who do not meet any

other increased risk category

Increased Risk Screening Follow-up (NCCN

ent: Breast, Ovarian, Pancreatic, and

Prostate)

—= Increased Risk Screening Follow-up (ESCR-2)

—— Increased Risk Screening Follow-up (BSCR-3)

— Increased Risk Screening Follow-up (BESCR-4)

Increased Risk Screening Follow-up (ESCR-4)

* and Breast Screening Considerations (BSCR-A)




MRI + mammography

» Calculated lifetime risk > 20% per Tyrer-Cuzick

» Known pathogenic variants: BRCAT1, BRCA2, TP53, PTEN, CDH1, PALB2,
CHEK2, ATM

» Prior chest irradiation

» NFI1 and select syndromes



BRCAIT and BRCA2

BRCA PATHOGENIC/LIKELY PATHOGENIC VARIANT-POSITIVE MANAGEMENT

Site

Screening/Surveillance Procedure and Interval

General

» Education regarding signs and symptoms of cancer(s), especially those associated with BRCA P/LP variants.

Breast
cancer
(female)

» Breast awareness®.
» Clinical breast exam, every 6—12 months P starting at age 25 years.
» Breast screening®d
» Age 25-29 years, annual breast MRI® screening with and without contrast’ (or mammogram, only if MR is unavailable) or individualized
based on family history if a breast cancer diagnosis before age 30 is present.
» Age 30-75 years, annual mammogram and breast MRI® screening with and without contrast.
» Age >75 years, management should be considered on an individual basis.
» For individuals with a BRCA P/LP variant who are treated for breast cancer and have not had a bilateral mastectomy, screening with
annual mammogram and breast MRI should continue as described above.
» Discuss option of RRM
{» Counseling should include a discussion regarding degree of protection, reconstruction options, and risks. In addition, the family
history and residual breast cancer risk with age and life expectancy should be considered during counseling.
— Address psychosocial and quality-of-life aspects of undergoing RRM.
{» Screening with clinical breast exam should continue after RRM. Routine screening with mammogram and breast MRI are not
indicated.
» Consider risk reduction agents as options for breast cancer, including discussion of risks and benefits (see Discussion for details).

(NCCN Guidelines for Breast Cancer Risk Reduction).




Referral 1o bbreast surgery

» BIRADS 4/5 lesion or malignant pathology
» Discordant imaging-pathology findings
» High risk patients
o Pathogenic variant
o >20% lifetime risk
» Recurrent/persistent symptoms with negative imaging

o Nipple discharge
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