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Certain patients and families face an increased risk for heredi-
tary breast and ovarian cancers, which may be due to the pres-
ence of specific mutations in the BRCA1 and BRCA2 genes.
It is estimated that 5%-10% of all breast cancers are heredi-
tary and attributable to these mutations. BRCA1/2 mutations
are found in approximately 45% of families with breast and
ovarian cancers. Mutations in BRCA1 are most often seen in
families with breast and ovarian cancer only, whereas BRCA2
mutations are more common in families with male breast tu-
mors as well as prostate, pancreatic, melanoma, and other
tumors. By age 70, patients with a germline BRCAIL or
BRCA2 mutation have a significantly increased risk of devel-
oping breast cancer (45%-87% vs. 8% in the general popula-
tion). The risk of ovarian cancer by this age is 60% for pa-
tients with BRCA1 mutations and 27% for BRCA2 carriers.
Certain BRCA mutations also occur at a higher frequency in
specific ethnic groups, such as those of Ashkenazi (Jewish
descent.

In addition, the risk for developing a second malignancy is
substantially higher in BRCA mutation carriers than in those
lacking such mutations. In women diagnosed with primary
breast cancer who are BRCA-positive, the risk for developing
a second breast cancer rises to 50% by the age of 50 and up to
64% by the age of 70, compared with 2% and 7% in the gen-
eral population, respectively. These women also have a 10-
fold increased risk for ovarian cancer.

“Red Flags” For Hereditary Breast and/or Ovarian
Cancer Associated With BRCA1/2 Mutations

® Family member with known BRCA1 or BRA2 mutation
® Personal history of breast cancer* plus one or more of the
following:

—Diagnosed at age < 40 years, with or without a
family history.

—Diagnosed age < 50 years or two breast primaries,
with at least one close blood relative with breast
cancer < 50 years and/or at least one close blood
relative with epithelial ovarian cancer.

—Diagnosed at any age, with two or more close
blood relatives with breast and/or epithelial ovar-
ian cancer at any age.

—Close male blood relative with breast cancer.

—Personal history of epithelial ovarian cancer.

—Specific ethnicity associated with founder muta-
tions (e.g., Ashkenazi, Icelandic, Swedish, Hun-
garian).

® Personal history of epithelial ovarian cancer.
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® Personal history of male breast cancer, particularly if more
than one of the following is also present:
—One or more close male blood relatives with breast
cancer.
—One or more close female blood relatives with
breast or epithelial ovarian cancer.
—Specific ethnicity associated with founder mutations
(e.g., Ashkenazi, Icelandic, Swedish, Hungarian).
® Family history only - close family member with any of the
above criteria.
= Includes invasive breast cancer and ductal carcinoma in situ

Guidelines for Management of Hereditary Breast and
Ovarian Cancers Associated with BRCA1/2 Mutations

WOMEN:

® Breast self-examination (BSE) training and regular monthly
BSE starting at age 18.

® (Clinical breast examination, semi-annually, starting at age
25 years.

® Annual mammogram and breast MRI screening starting at
age 25 years or based on earliest age of onset in family.

® Discuss option of prophylactic mastectomy on a per-patient
basis and counsel regarding degree of protection, recon-
struction options, and risks.

® Recommend salpingo-oophorectomy to reduce risk, ideally
between 35 and 40 years or upon completion of child bear-
ing, after discussing reproductive issues, cancer risk, degree
of protection for breast and ovarian cancers, and manage-
ment of menopausal symptoms.

® For patients who elect not to have prophylactic mastectomy,
concurrent transvaginal ultrasonography and CA-125
screening, every 6 months starting at age 35 or 5-10 years
earlier than earliest age of first diagnosis of ovarian cancer
in the family.

® Consider chemoprevention options for breast and ovarian
cancers, including discussing risks and benefits.

® Consider investigational imaging and screening studies,
when available.

MEN:

® BSE training and regular monthly practice.

® Semi-annual clinical breast examination; consider baseline
mammography.

® Adhere to NCCN screening guidelines for prostate cancer.

WOMEN AND MEN:

® Discuss risk to relatives, options for risk assessment, man-
agement, and consideration of genetic testing for at-risk
relatives.

® Education regarding signs and symptoms of cancer'(s), espe-
cially those associated with BRCA1/2 gene mutations.

RISK TO RELATIVES:
® Advise relatives about possible inherited cancer risk and
consider genetic consultation and/or testing.

NCCN = National Comprehensive Cancer Network

From National Comprehensive Cancer Network Clinical Practice Guidelines in
Oncology.  Genetic/familial high-risk assessment:  breast and ovarian.
V.1.2007. Available at: www.nccn.org. Accessed January 7, 2008.
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