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CDH1, PALB2, PTEN, STK11, TP53
HEALTH INSURER
123 Insurance Way
Anywhere, IL  012345
DATE
RE:		Claim # XXXXXXXXXXX
Insured:	NAME (ID# XXXXXXXXXXX)
Claimant:	NAME (DOB Mo-Day-Year)
To Whom It May Concern:
I am writing to appeal the decision to [deny coverage or apply the cost of the services to my deductible] of my prophylactic bilateral mastectomy by [Health Plan Name].  Genetic testing confirmed that I carry a mutation in the XXX [insert mutation type as appropriate] gene which puts me at significantly increased risk of breast cancer.  With this inherited mutation [and my family history of cancer] my lifetime risk of breast cancer ranges from 32% to over 60%.  The U.S. Preventive Services Task Force (USPSTF) BRCA-Related Cancer: Risk Assessment, Genetic Counseling, and Genetic Testing guidelines give a “Grade: B” to screening women with a personal or family history of breast, ovarian, tubal, or peritoneal cancer.  “Women with a positive result on the risk assessment tool should receive genetic counseling and, if indicated after counseling, genetic testing.”[footnoteRef:2] [2:  BRCA-Related Cancer: Risk Assessment, Genetic Counseling, and Genetic Testing, December 2019
(https://www.uspreventiveservicestaskforce.org/Page/Document/RecommendationStatementFinal/brca-related-cancer-risk-assessment-genetic-counseling-and-genetic-testing1)] 

The clinical value of identifying people with a genetic mutation placing them at high risk of cancer lies in an individual’s ability to access appropriate, evidence-based screening and preventive services that lower their cancer risk for breast cancer.  As such, USPSTF guidelines indicate, “In general, women with harmful BRCA1/2 mutations are managed with a variety of interventions to lower future cancer risk. This includes intensive screening, risk-reducing medications, and risk-reducing mastectomy and salpingo-oophorectomy.”1 [Exhibit A]
While the USPSTF does not address [my mutation], National Comprehensive Cancer Network (NCCN) guidelines state that risk-reducing mastectomy (RRM) should be an option for women like me [include ‘especially with my family history of breast cancer’ if appropriate] [Exhibit B].  The efficacy of this surgery for reduction of breast cancer risk is unparalleled. The National Cancer Institute says, “Bilateral mastectomy has been shown to reduce the risk of breast cancer by at least 95% in women who have a harmful (disease-causing) variant ... and up to 90% in women who have a strong family history of breast cancer.”[footnoteRef:3]  [3:  Surgery to Reduce the Risk of Breast Cancer (www.cancer.gov/types/breast/risk-reducing-surgery-fact-sheet)] 

There is broad consensus among clinical organizations about risk-reducing surgery for women with mutations. The American College of Obstetricians and Gynecologists (ACOG) [Exhibit C], European Society for Medical Oncology (ESMO) Annals of Oncology [Exhibit D] and the National Cancer Institute [Exhibit E] and others recommend the option of RRM for women with BRCA and other mutations.
Most insurers, including Aetna, consider “prophylactic mastectomy medically necessary for reduction of risk of breast cancer” in high-risk women [Exhibit F]. No woman wants to remove her breasts but given the exceptional risk of cancer, women with these mutations face a difficult choice—live in constant fear with the threat of aggressive and often fatal cancer or opt for surgery to help maintain one’s health.
Given my significant breast cancer risk, this surgery meets the criteria for medical necessity. Thank you for your consideration. With the evidence provided herein, I respectfully request that you allow me to be proactive with my health.  Ultimately, the cost of risk-reducing mastectomy with reconstruction is far less expensive than a breast cancer diagnosis—which would involve not only surgery and reconstruction, but chemotherapy, radiation, extensive time out of work, etc.  Thank you for your consideration. Your prompt attention to this appeal is greatly appreciated.
Sincerely,

[Signature]





Exhibit A

Source: https://www.uspreventiveservicestaskforce.org/uspstf/recommendation/brca-related-cancer-risk-assessment-genetic-counseling-and-genetic-testing
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Exhibit B (continued)
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Source:  https://www.nccn.org/professionals/physician_gls/pdf/genetics_bopp.pdf















Exhibit C
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Source: https://www.acog.org/clinical/clinical-guidance/committee-opinion/articles/2019/12/hereditary-cancer-syndromes-and-risk-assessment







Exhibit D

Source: https://www.cancer.gov/types/breast/risk-reducing-surgery-fact-sheet
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Clinical Summary: Risk Assessment, Genetic Counseling, and Genetic Testing for BRCA-Related Cancer

Population

Women with a personal o family history of breast, ovarian, tubal,
‘or peritoneal cancer or who have an ancestry associated with
BRCA1/2 gene mutations

Women whose personal or family history or ancestry is not
associated with potentially harmful BRCA1/2 gene mutations

Recommendation

Assoss with an appropriate briof familial risk assessment
tool.

Grade: B

Do not perform routine risk assessment, genatic counseling,
‘or geneic tosting.

Grade: D

Risk Assessment

Patients with family or personal histories of breast, ovarian, tubal, or peritoneal cancer or ancesiry associated with harmful BRCA1/2
‘mutations should be assessed using a famillal risk assessment 1ool. The USPSTF found adequate evidence that these tools are.
‘accurate in identifying women with increased likelihood of BRCA1/2 mutations. Tools evaluated by the USPSTF include the Ontario
Family History Assessment Tool, Manchester Scoring System, Referral Screening Tool, Pedigree Assessment Tool, 7-Question
Family History Screening Tool, International Breast Cancer Intervention Study instrument (Tyrer-Cuzick), and brief versions of
BRCAPRO. These tools should be used to guide referrals to genetic counseling.

Genetic
Counseling

‘Genetic counseling about BRCA1/2 mutation testing should be done by rained health professionals, including suitably trained primary
care providers. The process of genetic counseling includes detailed kindred analysis and risk assessment for potentially harmiul
BRCA1/2 mutations. It also includes identfication of candidates for testing, patient education, discussion of the benefits and harms of
genetic testing, interpretation of results after testing, and discussion of management options.

Genetic Tosting

Tests for BRCA1/2 mutations are highly sensitive and specific for known mutations. Testing for BRCA1/2 mutations should be done
‘when an individual has personal or family history that suggests an inherited cancer susceplibilty, when an individual is willng to see a
health professional who is suitably trained to provide genetic counseling and interpret test results, and when test results will aid in
decision making.

Troatment and

In general, women with harmful BRCA1/2 mutations are managed with a variety of interventions to lower future cancer risk. This
includes intensive screening, risk-reducing medications, and risk-reducing mastectomy and salpingo-oophorectomy.

Relevant USPSTF
Recommendations

‘The USPSTF recommends that ciiicians offer o prescribe risk-reducing medications such as tamoxifen, raloxifene, or aromatase
inhibitors to women at increased risk for breast cancer and at low risk for adverse medication effects. It recommends against the
routine use of medications for risk reduction of primary breast cancer in women not atincreased risk for breast cancer. The USPSTF
recommends against screening for ovarian cancer in women. This recommendation does not apply to women with known genetic
‘mutations that increase their risk for ovarian cancer (eg, BRCA1/2 mutations). The USPSTF found insufficient evidence to assess the.
balance of benefits and harms of performing screening pelvic examinations in asymptomatic women for the early detection and
treatment of a range of gynecologic conditions.





image2.png
Final Recommendation Statement

BRCA-Related Cancer: Risk Assessment, Genetic Counseling, and Genetic
Testing

‘August 20, 2019




image3.png
CU.S. Preventive Services

TASKFORCE _~ £20) veaRs




image4.png
Clinical Summary: Risk Assessment, Genetic Counseling, and Genetic Testing for BRCA-Related Cancer

Population

Women with a personal o family history of breast, ovarian, tubal,
‘or peritoneal cancer or who have an ancestry associated with
BRCA1/2 gene mutations

Women whose personal or family history or ancestry is not
associated with potentially harmful BRCA1/2 gene mutations

Recommendation

Assoss with an appropriate briof familial risk assessment
tool.

Grade: B

Do not perform routine risk assessment, genatic counseling,
‘or geneic tosting.

Grade: D

Risk Assessment

Patients with family or personal histories of breast, ovarian, tubal, or peritoneal cancer or ancesiry associated with harmful BRCA1/2
‘mutations should be assessed using a famillal risk assessment 1ool. The USPSTF found adequate evidence that these tools are.
‘accurate in identifying women with increased likelihood of BRCA1/2 mutations. Tools evaluated by the USPSTF include the Ontario
Family History Assessment Tool, Manchester Scoring System, Referral Screening Tool, Pedigree Assessment Tool, 7-Question
Family History Screening Tool, International Breast Cancer Intervention Study instrument (Tyrer-Cuzick), and brief versions of
BRCAPRO. These tools should be used to guide referrals to genetic counseling.

Genetic
Counseling

‘Genetic counseling about BRCA1/2 mutation testing should be done by rained health professionals, including suitably trained primary
care providers. The process of genetic counseling includes detailed kindred analysis and risk assessment for potentially harmiul
BRCA1/2 mutations. It also includes identfication of candidates for testing, patient education, discussion of the benefits and harms of
genetic testing, interpretation of results after testing, and discussion of management options.

Genetic Tosting

Tests for BRCA1/2 mutations are highly sensitive and specific for known mutations. Testing for BRCA1/2 mutations should be done
‘when an individual has personal or family history that suggests an inherited cancer susceplibilty, when an individual is willng to see a
health professional who is suitably trained to provide genetic counseling and interpret test results, and when test results will aid in
decision making.

Troatment and

In general, women with harmful BRCA1/2 mutations are managed with a variety of interventions to lower future cancer risk. This
includes intensive screening, risk-reducing medications, and risk-reducing mastectomy and salpingo-oophorectomy.

Relevant USPSTF
Recommendations

‘The USPSTF recommends that ciiicians offer o prescribe risk-reducing medications such as tamoxifen, raloxifene, or aromatase
inhibitors to women at increased risk for breast cancer and at low risk for adverse medication effects. It recommends against the
routine use of medications for risk reduction of primary breast cancer in women not atincreased risk for breast cancer. The USPSTF
recommends against screening for ovarian cancer in women. This recommendation does not apply to women with known genetic
‘mutations that increase their risk for ovarian cancer (eg, BRCA1/2 mutations). The USPSTF found insufficient evidence to assess the.
balance of benefits and harms of performing screening pelvic examinations in asymptomatic women for the early detection and
treatment of a range of gynecologic conditions.





image5.png
Final Recommendation Statement

BRCA-Related Cancer: Risk Assessment, Genetic Counseling, and Genetic
Testing

‘August 20, 2019




image6.png
CU.S. Preventive Services

TASKFORCE _~ £20) veaRs




image7.png
NCCN [Je:Ule:le

National

Comprehensive NCCN Guidelines Version 2.2025

Network®

NCCN Guidelines Index
Table of Contents

Gene Summary: Risks and Management Discussion

CANCER RISK MANAGEMENT BASED ON GENETIC TEST RESULTS12
The inclusion of a gene in this table below does not imply the endorsement either for or against multigene testing for moderate-penetrance genes.

Gene Breast Cancer® Epithelial Ovarian Cancer® Pancreatic Cancer,” 20
=ene Prostate Cancer. and Other Cancer Risks
Primary breast cancer « Absolute risk: 5%-15%®10-3% Other cancers
+ Absolute risk: Insufficient data to define « Management « Unknown or insufficient evidence
« Management: Insufficient data; managed » Risk reduction: Recommend RRSO
based on family history starting at age 45-50 y&
« Strength of evidence of association with « Strength of evidence of association
cancer: Limited; potential increase in female with cancer: Strong
BRIPT breast cancer®
Comments: Based on estimates from available studies, the lifetime risk of ovarian cancer i carriers of a BRIP1 P/LP variant justifies RRSO. The
current evidence is insufficient to make a firm recommendation as to the optimal age for this procedure. Based on the current, limited evidence
base, a discussion about surgery should be held around age 45-50 y or earlier based on a specific family history of an earlier onset of ovarian
cancer.
See GENEB for reproductive implications/recessive disease.
Primary breast cancer Evidence of increased risk: No Hereditary diffuse gastric cancer (HDGC)
+ Absolute risk: 37%-55%32-34 established association « Strength of evidence of association with cancer: Strong
« Management - See NCCN Guidelines for Genetic/Familial High-Risk
» Screening: Annual mammogram and consider Assessment: Colorectal, Endometrial, and Gastric
breast MRI with and without contrast starting
CDH1 at age 30 yco.f
» Risk reduction: Discuss option of RRM|
- Strength of evidence of association with
cancer: Strong
Comments: Cleft lip with or without cleft palate has been associated with CDH1 P/LP variants (Frebourg T, et al. J Med Genet 2006;43:138-142).
Footnotes on GENE-A 9 of 11
References on GENE-A 10 of 11 and GENE-A 11 of 11
Continued
Note: All ndati 2A unle othe indicated.
recommendations are category 2A unless otherwise indicat GENE-A
30OF 1
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CANCER RISK MANAGEMENT BASED ON GENETIC TEST RESULTS12

The inclusion of a gene in this table below does not imply the endorsement either for or against multigene testing for moderate-penetrance genes.

Gene

Breast Cancer®

Enpithelial Ovarian Cancer®

Pancreatic Cancer, 120
Prostate Cancer. and Other Cancer Risks

Prlmai breast cancer _

« Management:

» Screening: Annual mammogram and breast MRI
i it cdf

»

« Strength of evidence of association with cancer.
Strong

Contralateral breast cancer+™

~10-year cumulative risk: 5%-8%37

« Strength of evidence of association with cancer.
Limited

Male breast cancer

« Absolute risk: 0.9% by age 70 y2°

« Management: See comment

« Strength of evidence of association with cancer.
Strong

« Absolute risk: 3%-5%% 1020.58.59
« Management
» Risk reduction: Consider RRSO at
age starting at 45-50 y<.60.61
« Strength of evidence of association with
cancer: Strong

Pancreatic cancer

+ Absolute risk: 2%-5%

« Management: Screen P/LP variant carriers with a
family history of pancreatic cancer, see PANC-A

« Strength of evidence of association with cancer.
Limited

Other cancers
+ Unknown or insufficient evidence

Comments: See GENE-B for reproductive implications/recessive disease. For males, it is reasonable to consider breast cancer screening similar to
that for carriers of a BRCAT P/LP variant. See BRCA-A.

P

+ Management: See Cowden Syndrome Management
« Strength of evidence of association with cancer:

Strong®®"

Evidence of increased risk: No
established association

Thyroid, colorectal, endometrial, and renal cancers
+ See Cowden Syndrome Management

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

Version 22025, 11107724 © 2024 Natonal Comprehensive Cancer Network® (NCON®, All igts reserved. NCON G

Footnotes on GENE-A 9 of 11
References on GENE-A 10 of 11 and GENE-A 11 of 11

Continued

GENE-A
6OF 11

and s usivation may notbe.

soad n any form without the

ofNCCN.





image9.png
National ~ NCCN Guidelines Version 2.2025 NCCN Guidelines Index
Gomprehensive: G owden Syndrome/PTEN Hamartoma Table of Contents

NCCN [Je:Ule:le

Discussion

Network® Tumor Syndrome Management

Site Screening/Surveillance Procedure and Interval
« Due to the rarity of the syndrome and complexities of diagnosing and managing individuals with CS, referral to a specialized team
or centers with expertise is recommended.
General + Annual comprehensive physical exam starting at age 18 y or 5 y before the youngest age of diagnosis of a component cancer in the

family (whichever comes first), with particular attention to thyroid exam.
+ Education regarding the signs and symptoms of cancer.

« Breast awareness? starting at age 18 years.

« Clinical breast exam, every 6-12 months, starting at age 25 years or 5-10 years before the earliest known breast cancer in the
family (whichever comes first).

* Breast screening

» Annual mammography and breast MRI screening with and without contrast starting at age 30 years or 10 years before the earliest

known breast cancer in the family (whichever comes first).>:¢

» Age >75 years, management should be considered on an individual basis.

» For individuals with a PTEN P/LP variant who are treated for breast cancer, and have not had a bilateral mastectomy, screening

nd breast I hould continue as described above

ounseling 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.

Colorectal
cancer

« Colonoscopy, starting at age 35 y unless symptomatic or if close relative with colorectal cancer (CRC) before age 40 y, then
start 5-10 y before the earliest known CRC in the family. Colonoscopy should be done every 5 y or more frequently if patient is

symptomatic or polyps are found.

aFemales should be familiar with their breasts and promptly report changes to their health care provider. Periodic, consistent BSE may facilitate breast self awareness
Premenopausal individuals may find BSE most informative when performed at the end of menses

b The appropriateness of imaging modalities and scheduling is still under study.
©The criteria for high-quality breast MRI include a dedicated breast coil, the ability to perform biopsy under MRI guidance by experienced radiologists in breast MRI,

and regional availability. Breast MRI is preferably performed on days 7—15 of a menstrual cycle for premenopausal females. FDA Drug Safety Communication: FDA

identifies no harmful effects to date with brain retention of gadolinium-based contrast agents for MRIs; review to continue. Continued
Note: All recommendations are category 2A unless otherwise indicated. COWD-A
10F2
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- Strength of evidence of association with cancer:
Strong

Gene Breast Cancer® Epithelial Ovarian Cancer® Pancreatic Cancer, 2%
—=ene Prostate Cancer. and Other Cancer.
Primary breast cancer Evidence of increased risk: | Pancreatic cancer
« Absolute risk: 32%-549%55.56 No established association |+ Absolute risk: >15%
- Management « Management: Screening, see PANC-A
» Screening: Annual mammogram and breast MRI « Strength of evidence of association with cancer: Strong
with and without contrast starting at age 30 y*
NCCN Guidelines for Genetic/Familial High-Risk Non-epithelial ovarian cancer (sex cord tumor with annular
Assessment: Colorectal. Endometrial. and Gastric - tubules)
Peutz-Jeghers syndrome (PJS) « Absolute risk: >10%58
STK11 » Risk reduction: Discuss option of RRM * Management: NCCN Guidelines for Genetic/Familial High-
« Strength of evidence of association with cancer. Risk Assessment: Colorectal, Endometrial, and Gastric - PJS
Strong « Strength of evidence of association with cancer: Strong
Other cancers
+ NCCN Guidelines for Genetic/Familial High-Risk Assessment
Colorectal, Endometrial, and Gastric - PJS
‘Comments: Case-control studies have consistently demonstrated germline STK11 PVs to be associated with high lifetime risks of pancreatic cancer.
However, these variants are rare, and the risk estimates have wide confidence intervals.
Primary breast cancer Evidence of increased risk. | Pancreatic cancer
~ Absolute risk: >60%57-64 No established association | +Absolute risk: ~5%58
- Management: Li-Fraumeni Syndrome Management « Management: Screen P/LP variant carriers with a family
 Strength of evidence of association with cancer: Very history of pancreatic cancer, see PANC-A
strong’® « Strength of evidence of association with cancer: Limited
Contralateral breast cancer! Other cancers”
P53 * 10-year cumulative risk: 18-49%>37:69.71

« Classical LFS spectrum cancers (in addition to breast): soft
tissue sarcoma, osteosarcoma, CNS tumor, ACC

« Many other cancers have been associated with LFS,
especially melanoma, colorectal, gastric, and prostate

« Li-Fraumeni Syndrome Management

Comment: See Discussion for information on hypomorphic variants.

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

Footnotes on GENE-A 9 of 11
References on GENE-A 10 of 11 and GENE-A 11 of 11
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LI-FRAUMENI SYNDROME: ADULT SURVEILLANCE

Site

Screening/Surveillance Procedure and Interval

- Breast awareness, starting at age 18y

« Clinical breast exam, every 612 mo starting at age 20 y9

« Breast screening

» Age 20-299y, annual breast MRI" screening with and without contrast

» Age 3075y, annual breast MRI screening with and without contrast and mammogram

» Age >75 y, management should be considered on an individual basis

» For individuals with a TP53 P/LP variant who are treated for breast cancer, and who have not had a bilateral mastectomy, screening with annual
breast MRI and mammogram should continue as described above.

Other
cancer
risks

- Comprehensive physical exam including neurologic examination with high index of suspicion for rare cancers and second malignancies in cancer
survivors every 6-12 mo

« Colonoscopy and upper endoscopy every 2-5y starting at 25 y or 5 y before the earliest known colorectal or gastric cancer in the family,
respectively. For patients who have received whole body or abdominal therapeutic RT, colonoscopy screening is recommended 5 y after treatment
of disease.

« Annual dermatologic examination starting at 18 y

« Annual whole body MRIX!

« Annual brain MRI may be performed as part of the whole body MRI or as a separate exam

« Annual prostate-specific antigen (PSA) starting at age 40 y for prostate cancer early detection.

« For pancreatic cancer screening recommendations, see PANC-A.

fFemales should be familiar with their breasts and promptly report changes JWhole body MRI is not uniformly available. If whole body MRI is not available, then

o e neaith care provider Perodic, conatont BOE méy focitate bronst  Individuals with LFS are encouraged to partiipate n diical trials or consider altemate
e o B e, comprehensive imaging methods. Other components of Screening are being evaluated in
when performed at the enz“uf oo o protocols, including biochemical screening and regular blood screening for hematologic

B > ' malignancies. FDA Drug Safefy Communication: FDA identifies no harmiul effects to date
n ?;é’mz,ffo‘:'&izalﬂfg lagnosed preast Gancar In ine famiy. f <203 with brain retention of gadolinium-based contrast agents for MRIs; review to confinue.
ability to perform biopsy under MRI guidance, radiologists experienced in Bz,i','."ger M, Bes“\t Mai P, et al. Baseline Suwﬁ"ﬂ"cel'" '—Fﬁfmgﬂ 3"5’5??3 '112'321639
breast MRI, and regional availabilty. Breast MRI is preferably performed | Whole-body magnefic resonance imaging: a meta-analysis n ;
on days 7-15 of & menarual cycle for premenopatisal patients. EDA Drug ' Screening through whole body MRI has been broadly demonstrated to be feasible and

Safety Communication: FDA identifies no harmful effects to date with of potential utilty in the early detection of cancer among classic LFS families, though it
brain retention of gadolinium-based contrast agents for MRIs; review o also results in the detection of false-positive findings and possible cancer overdiagnosis.
continue Furthermore, screening utility has not been evaluated among those with a germline TP53

iOr mammogram, if MRI is unavailable. Breast MRI is preferred because of  P/LP variant without a classic family history of LFS, who are increasingly identified through
concemns regarding the risk of radiation exposure in P/LP variant carriers.  multigene panel tests. i}

Continued
Note: All recommendations are category 2A unless otherwise indicated. LIFR-A
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Most Common Hereditary Cancer Syndromes
Related to Gynecologic Cancer

Hereditary Breast and Ovarian Cancer Syndrome

Hereditary breast and ovarian cancer syndrome is caused most commonly by
‘germline pathogenic variants in one of the autosomal dominant DNA repair genes
BRCAT and BRCA2. However, genes such as ATM, BRIP1, CDH1, CHEK2, NBN, NF1,
PALBZ, RAD51C, RAD51D and others are also implicated in a significant number of
hereditary breast and ovarian cancer syndromes (1. 13 . Some of these genes.
(CDH1, CHEK?) are considered actionable for their increased breast cancer risk,
but there s insufficient evidence for a clear increased risk for ovarian cancer. Other
genes (BRIP1, RAD51C, RAD51D) are associated with an increased ovarian cancer
risk without increased breast cancer risk. Although most cases of breast cancer
‘and ovarian cancer in the United States occur sporadically, pathogenic BRCAT and
[BRCAZmutations are present in 5-15% of cases of these types of cancer 4
Pathogenic variants in BRCAZ also can be associated with pancreatic cancer and
melanoma. In men, pathogenic variants in BRCA2 are associated with breast
cancer and prostate cancer. Therefore, it is important to ask male and female
relatives about maternal and paternal ancestry. Hereditary breast and ovarian
cancer syndrome, as well as many of the other hereditary cancer syndromes,
displays incomplete penetrance (ie, not everyone with a gene mutation will develop
‘cancer). Women with hereditary breast and ovarian cancer syndrome have a 65—
74% lifetime risk of breast cancer and a 30-46% (BRCAT) or a 12-20% (BRCA2)
tisk of ovarian cancer 1 16 and are recommended for screening o risk-reducing
surgery, or both, to improve cancer morbidity and mortality and overall mortality

47 . The carrier frequency of hereditary breast and ovarian cancer syndrome s,
‘approximately 1 in 500 individuals in the general population, but it has a prevalence
of 1in 40 individuals in the Ashkenazi Jewish population 18
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‘and ovarian cancer in the United States occur sporadically, pathogenic BRCAT and
[BRCAZmutations are present in 5-15% of cases of these types of cancer 4
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Can surgery be used to reduce someone’s risk of breast cancer?

Yes. Risk-reducing (also called preventive or prophylactic) surgery can lower the risk of breast cancer in people who are at very high
risk, such as women who carry a harmful mutation in a breast cancer susceptibility gene such as BRCAT, BRCA2, P53, or PTEN.

The main type of surgery to reduce breast cancer risk is the removal of both breasts, called bilateral risk-reducing mastectomy (or
bilateral prophylactic mastectomy). The surgery may be a total mastectomy, in which the nipple and areola are removed, or a
nipple-sparing mastectomy, which preserves the nipple and areola. Total mastectomy provides slightly more risk reduction, whereas
nipple-sparing mastectomy allows for more natural-looking breasts after breast reconstruction surgery (1).

A second type of risk-reducing surgery is the removal of both ovaries (bilateral prophylactic oophorectomy) or of the ovaries and
the fallopian tubes (bilateral prophylactic salpingo-oophorectomy, also called risk-reducing salpingo-oophorectomy). This
surgery s often used to reduce the risk of ovarian and failopian tube cancer in those who are at high risk for the disease because of
inherited harmful changes in BRCAT, BRCAZ, and several other genes. Some studies have suggested that risk-reducing salpingo-
ophorectomy also reduces the risk of breast cancer in women at high risk, but other studies have not shown such a reduction (2-5).

How effective is risk-reducing mastectomy?

Bilateral mastectomy has been shown to reduce the risk of breast cancer by at least 95% in women who have a harmful (disease-
causing) variant in the BRCAT gene or the BRCA2 gene and up to 90% in women who have a strong family history of breast cancer (6-
9). (itis important to keep in mind that mastectomy is not 100% effective at reducing risk because it is impossible to remove all the
breast tissue that may be at risk of becoming cancerous in the future.)

Who should consider having surgery to reduce their risk of breast cancer?

People who are known to have inherited a harmful mutation that greatly increases their risk of developing breast cancer may
consider having bilateral risk-reducing mastectomy to reduce this risk. This includes women and trans men who have not had “top”

surgery.
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Can surgery be used to reduce someone’s risk of breast cancer?

Yes. Risk-reducing (also called preventive or prophylactic) surgery can lower the risk of breast cancer in people who are at very high
risk, such as women who carry a harmful mutation in a breast cancer susceptibility gene such as BRCAT, BRCA2, P53, or PTEN.

The main type of surgery to reduce breast cancer risk is the removal of both breasts, called bilateral risk-reducing mastectomy (or
bilateral prophylactic mastectomy). The surgery may be a total mastectomy, in which the nipple and areola are removed, or a
nipple-sparing mastectomy, which preserves the nipple and areola. Total mastectomy provides slightly more risk reduction, whereas
nipple-sparing mastectomy allows for more natural-looking breasts after breast reconstruction surgery (1).

A second type of risk-reducing surgery is the removal of both ovaries (bilateral prophylactic oophorectomy) or of the ovaries and
the fallopian tubes (bilateral prophylactic salpingo-oophorectomy, also called risk-reducing salpingo-oophorectomy). This
surgery s often used to reduce the risk of ovarian and failopian tube cancer in those who are at high risk for the disease because of
inherited harmful changes in BRCAT, BRCAZ, and several other genes. Some studies have suggested that risk-reducing salpingo-
ophorectomy also reduces the risk of breast cancer in women at high risk, but other studies have not shown such a reduction (2-5).

How effective is risk-reducing mastectomy?

Bilateral mastectomy has been shown to reduce the risk of breast cancer by at least 95% in women who have a harmful (disease-
causing) variant in the BRCAT gene or the BRCA2 gene and up to 90% in women who have a strong family history of breast cancer (6-
9). (itis important to keep in mind that mastectomy is not 100% effective at reducing risk because it is impossible to remove all the
breast tissue that may be at risk of becoming cancerous in the future.)

Who should consider having surgery to reduce their risk of breast cancer?

People who are known to have inherited a harmful mutation that greatly increases their risk of developing breast cancer may
consider having bilateral risk-reducing mastectomy to reduce this risk. This includes women and trans men who have not had “top”

surgery.




