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BRCA carriers. When istheright time for
risk-reducing surgery?
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For women carrying BRCA1 or BRCA2 mutations, the lifetime risk of developing breast and ovarian cancer is
substantially elevated. While prophylactic surgery offers the most effective risk reduction, the decision of when
to undergo these irreversible procedures is rarely straightforward, extending beyond mere actuarial tables.
Clinicians and patients must weigh the significant benefits of cancer prevention against the immediate and
long-term impacts on fertility, hormonal health, and psychological well-being. This requires an understanding
of individual risk profiles, patient preferences, and the evolving market of genetic counseling.

The Pivot: Optimal timing for risk-reducing salpingo-oophorectomy (RRSO) and prophylactic mastectomy
is highly individualized, moving beyond rigid age-based recommendations.

The Data: RRSO significantly reduces ovarian cancer risk, with benefits increasing with earlier
intervention, but also introduces surgical menopause.

The Action: GPs should facilitate early referral to specialized genetic counseling and multidisciplinary
teams to ensure comprehensive patient education and shared decision-making.

Women identified with pathogenic variantsin BRCA1 or BRCA2 face alifetime risk of breast cancer that can reach
85% and an ovarian cancer risk up to 50% for BRCA1 carriers and 25% for BRCA2 carriers. These figures highlight
the rationale for risk-reducing surgeries, which are the most effective interventions currently available to mitigate these
risks. But the timing of these procedures, particularly for younger women, presents a significant clinical and personal
challenge.

Current guidelines recommend risk-reducing bilateral salpingo-oophorectomy (RRSO) for BRCA L carrierstypically
between ages 35 and 40, or upon completion of childbearing, and for BRCA?2 carriers by age 40 to 45. Prophylactic
mastectomy is often considered earlier, given the earlier onset of breast cancer and the availability of effective screening
modalities. But these age ranges are not absolute mandates; they serve as a starting point for discussion within a
multidisciplinary team.

Navigating Ovarian Cancer Risk Reduction
Ovarian cancer, particularly the high-grade serous subtype, is notoriously difficult to detect early and carries a poor

prognosis. This aggressive natural history iswhy RRSO is considered an intervention with a high stake for BRCA
carriers. The procedure involves the removal of both ovaries and fallopian tubes, effectively eliminating the primary site
of origin for most BRCA-associated ovarian cancers.
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The benefit of RRSO is substantial, reducing the risk of ovarian cancer by approximately 80% to 96%. It also confers
a secondary benefit, reducing breast cancer risk by about 50% in premenopausal women due to the removal of ovarian
hormone production. But this benefit comes at the cost of immediate surgical menopause, which can lead to significant
symptoms and long-term health consequences, including increased risks of cardiovascular disease and osteoporosis, if
not managed appropriately.

For younger women, the decision to undergo RRSO is often complicated by fertility concerns. Many women wish to
complete their families before undergoing a procedure that renders them infertile. This necessitates careful counseling
on fertility preservation options and the potential risks of delaying surgery. Some guidelines suggest that for BRCA1
carriers, delaying RRSO beyond age 40 significantly increases the risk of devel oping ovarian cancer before surgery. This
isawindow for intervention with a high stake.

Considering Breast Cancer Prevention
Prophylactic bilateral mastectomy reduces the risk of breast cancer by over 90% in BRCA carriers. Unlike RRSO,

this surgery does not induce menopause and can be performed at a younger age, often in the late 20s or early 30s, or
even earlier if thereisastrong family history of very early-onset breast cancer. The decision here often hinges on the
patient's personal tolerance for intensive surveillance, which includes annual mammography and breast MRI, and their
psychological readiness for mastectomy and reconstruction.

The psychological impact of mastectomy can be profound, affecting body image, sexuality, and overall quality of life. For
some women, the anxiety of living with a high breast cancer risk, even with rigorous screening, outweighs the surgical
burden. For others, the desire to preserve their breasts, even with heightened surveillance, is paramount. Thisis where
personalized risk assessment and shared decision-making become indispensable. The evolving understanding of breast
cancer management al so influences these decisions, aslessinvasive surgical options become available for some patients.

The Role of Genetic Counseling and Shared Decision-Making
The process of deciding on risk-reducing surgery israrely asolitary one. It involves extensive genetic counseling, which

provides detailed information on individual cancer risks, the efficacy of various interventions, and the potential side
effects. This counseling should ideally begin as soon as a pathogenic BRCA variant isidentified, allowing ample time
for patients to process information and explore their options.

Multidisciplinary teams, including geneticists, oncologists, surgeons, gynecologists, and psychologists, play an
important role in supporting patients through this complex decision-making process. These teams help patients
understand their specific mutation (BRCA1 vs. BRCA?2), family history, and personal preferences. For instance, the
Oxford Handbook of Oncology (4th ed) provides aconcisereference for managing such complex cases, offering practical
guidance on risk assessment and management strategies.

But the practicalities of these decisions are often more complex than guidelines suggest. Access to specialized genetic
counseling and surgical expertise varies significantly across regions. Patients in underserved areas may face longer wait
times or less comprehensive support, potentially impacting their ability to make timely, informed choices. This disparity
can lead to delays in surgery, which for ovarian cancer risk, can be particularly detrimental.

Hormone Replacement Therapy Post-RRSO
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A significant consideration following RRSO, especially in premenopausal women, is the management of surgical
menopause. Hormone replacement therapy (HRT) can alleviate menopausal symptoms and mitigate the long-term risks
of cardiovascular disease and osteoporosis. But the use of HRT in BRCA carriers, particularly those with a history of
breast cancer or at very high breast cancer risk, has been a subject of debate.

Current evidence suggests that short-term HRT (up to 5 years) with estrogen-only preparations may be safe for women
without a personal history of breast cancer who undergo RRSO. For women with a history of breast cancer, HRT is
generally contraindicated. This distinction isimportant and must be clearly communicated to patients, as the benefits of
HRSO in reducing ovarian cancer risk should not be undermined by concerns about HRT if it can be safely administered.
The discussion around HRT is ancther layer of complexity that requires careful, individualized assessment.

The Unanswered Questions

Despite clear guidelinesand significant risk reduction, the optimal timing for RRSO remainsamoving target, particularly
for women in their early 30s. The balance between preventing an aggressive cancer and preserving quality of life,
including fertility, is a deeply personal calculation. Emerging research on chemoprevention strategies for breast cancer
might also influence these decisions in the future, offering alternatives or adjuncts to surgery.

Still, the question of whether delaying RRSO for afew years to complete childbearing significantly increasesrisk for a
specific individual, rather than a population, is not fully resolved. More granular data, perhaps stratified by specific
BRCA mutation types and family history patterns, is needed to refine these recommendations further. This would
allow for even more precise, individualized counseling, moving beyond broad age ranges to truly personalized risk
management.

CLINICAL IMPLICATIONS

The decision to undergo risk-reducing surgery for BRCA carriers is not a simple checklist item; it is a profound
life choice. GPs are often the first point of contact for these patients, and their role in facilitating timely
referrals to genetic counseling and specialized multidisciplinary teams cannot be overstated. Delaying these
conversations can have serious consequences, particularly for ovarian cancer, where early detection is rare.
For patients, the emotional and psychological burden of these decisions is immense. They are asked to make
irreversible choices about their bodies and futures based on probabilities. Clinicians must ensure that patients
feel fully supported, informed, and empowered throughout this process, not rushed or pressured. This means
providing comprehensive information on all options, including surveillance, and addressing concerns about
fertility, body image, and surgical menopause.

The healthcare system must also address disparities in access to specialized genetic services. A patient's
postcode should not dictate their ability to receive optimal care for a life-threatening genetic predisposition.
Investment in expanding genetic counseling resources and multidisciplinary clinics is essential to ensure
equitable access to these complex, but life-saving, interventions.

EDITORIAL & Al STANDARDS
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Al tools are used to structure and summarise evidence from peer-reviewed primary sources. Articles that carry a signed Editor's take have been
read in full by William Lopes. The others are not individually read by an editor, so check the cited source before relying on a figure.
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