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Editorial

Risk Reduction Strategies in BRCA Patients: An Indian Perspective

Although it is thought that up to one-third of the cases
of breast cancer may harbor a familial trait, various
studies have shown that the incidence of BRCA positivity
in Indian breast cancer patients may range from 9% to
25%.M 1t is difficult to get an accurate estimate of the
prevalence of genetic mutations in India because unlike
the Western world, the testing for genetic mutations is
infrequently done in Indian patients. It can be inferred
from clinical practice trends that an increasing number
of urban patients are opting to be tested for genetic
mutations because of the downward trend of the cost
of these investigations. It is a well-established fact that
BRCA mutated patients are at a higher risk for developing
breast and ovarian cancer and hence require some kind of
special attention for risk reduction either by interventional
or noninterventional means. The various methods
available for risk reduction include chemoprophylaxis,
intensive surveillance and screening, and risk-reduction
surgery or radiotherapy. These methods can be used either
singly or in combination.

The NCCN guidelines mention the role of intensive and
early screening of patients with genetic mutations. It is
interesting to note that Category I evidence is assigned to
the use of tamoxifen or raloxifene as chemoprophylaxis
in the NCCN guidelines.”’ The NSABP p-1 study, which
showed the efficacy of tamoxifen in reducing the risk of
breast cancer in high-risk individuals across all age groups,
was the basis of this recommendation.””! In spite of robust
evidence supporting the role of these Selective Estrogen
Receptor Modifiers (SERMs), we find that more emphasis
is laid on surgical methods for risk reduction. This is
probably related to the recurrent cost of drugs, possibly
poor patient compliance and rare but occasional potentially
serious side effects such as thromboembolic phenomenon.

It is not easy to make a choice of appropriate therapy or
intervention in such situations. Clinical management of
patients at an increased risk for breast cancer requires
consideration of risk, patient preference, and quality of
life.™ The decision to undergo surgical risk reduction or to
continue with intensified surveillance depends on several
factors such as age, family history of malignancy, and
previous surgery.’) There are three specific scenarios where
risk reduction should be considered.

1. Patients diagnosed with breast cancer and on further
investigation found to have BRCA1 and/or BRCA2
positivity. The risk reduction in such patients would be
with regard to the opposite breast and ovary

2. Patients diagnosed with ovarian cancer with BRCA
positivity

3. First-degree relatives of patients in whom BRCA
mutation is discovered.

Intensive surveillance (frequent magnetic resonance imaging
and/or mammography), chemoprevention (SERMs), and
prophylactic risk-reduction surgery (salpingo-oophorectomy
and mastectomy with reconstruction) are the options
available for these patients with an increased risk. About
50% of the women diagnosed with BRCA mutation with
or without cancer choose to undergo prophylactic risk
reduction surgery in the form of bilateral mastectomy with
reconstruction and bilateral salpingo-oophorectomy. These
are the patients who have a high degree of anxiety toward
the diagnosis of cancer and stand by their decision despite
the perceived change in body image it brings about. The
other half of patients who choose to undergo intensified
surveillance are more concerned about their body image
and hence defer risk reduction surgery.’®

There are small studies reported where prophylactic
radiotherapy has been successfully implemented as a risk
reduction strategy in BRCA mutated patients. In patients
with BRCA mutation who have already developed unilateral
breast cancer, additional prophylactic radiotherapy to the
opposite breast seems to confer a protective effect against
the development of malignancy.”? Although long-term
effects and consequences of radiotherapy continue to be
of concern, this modality presents as a middle path for
anxious patients who are unwilling to undergo surgery due
to fear of altered body image, but at the same time want to
reduce the risk of cancer in future.

There is a paucity of comparative data between different
risk reduction strategies due to the small number of
patients and large period required for the accumulation
of events necessary for obtaining statistically significant
results. Different centers in India are generating their own
data. An independent observation as far as Indian patients
are concerned is that most of them would prefer to go
for nonsurgical interventions for risk reduction, as far as
possible. This decision may be because of economic reasons
as well as because of fear of being ostracized by society.
Although it is obvious that prevention is better than early
detection, an astute clinician would take this opportunity
to make the person aware about potential measures for
the early detection of malignancy, if it develops, thereby
seizing the chance for early therapeutic intervention which
would be beneficial in ensuring better overall survival.
From a surgeon’s perspective, it seems prudent that one
should educate the concerned individuals about the benefits
of risk reduction surgery but ultimately leave the choice to
the patient and the family.
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