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Managing menopausal symptoms after breast cancer - a multidisciplinary approach

ABSTRACT

More than 6 million women worldwide are living with a past diagnosis of breast cancer. Most survive
their illness and management of long-term consequences of treatment has become a priority in
cancer care. Menopausal symptoms affect most breast cancer survivors and may significantly impair
quality of life. We describe a multidisciplinary model to evaluate and manage these women using a
patient-focused approach. The ‘Multidisciplinary Menopause After Cancer Clinic’ includes
gynecologists, endocrinologists, GPs, a psychologist and a clinical nurse specialist. Benefits of this
model include improved coordination of patient care, education, communication and evidence-
based decision making.

What we know:

1. Menopausal symptoms after breast cancer may be more severe compared to women
experiencing natural menopause.

2. Menopausal symptoms may lead to decreased compliance with adjuvant hormonal therapy.

3. Non-hormonal treatments are available for managing vasomotor symptoms after breast
cancer

4. A multidisciplinary approach is associated with improved outcomes for women with breast
cancer.

What we think we know:
1. Systemic menopausal hormone therapy (MHT) should be avoided after breast cancer
2. Topical vaginal estrogen may be safe in women with estrogen sensitive tumors on
Tamoxifen and in women with estrogen-negative tumors.

What we don’t know:
1. Whether low level systemic absorption of vaginal estrogen is clinically significant after breast
cancer.
2. The optimum non-hormonal approach to managing menopausal symptoms after breast
cancer
3. Whether testosterone is safe after breast cancer
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1. Background

Breast cancer is the most common cancer in women worldwide, with 1.67 million new cases
estimated in 2012 and a 4.6% lifetime risk (1). Most breast cancers are diagnosed in post-
menopausal women with approximately two thirds experiencing hot flushes, half of whom report
that their flushes are severe (2). Since the findings of a randomized trial which showed that
Menopausal Hormone Therapy (MHT) was associated with more than a threefold increase in
recurrent disease (3), women diagnosed with breast cancer who are using MHT will be advised to
immediately discontinue treatment. Cessation of MHT commonly leads to a resurgence of hot
flushes. Furthermore, most breast cancers express the estrogen-receptor and will be treated with
anti-estrogen therapies which commonly exacerbate menopausal symptoms and these symptoms
may lead to decreased compliance with cancer therapy, adversely affecting prognosis (4).
Premenopausal women with breast cancer are often treated with chemotherapy which may induce
premature or early menopause (5). In those managed with bilateral oophorectomy, >90% have hot
flushes and vaginal dryness which may be more severe and prolonged than those experienced by
women following natural menopause. Early menopause can have an adverse impact on quality of
life, sexual function and self-esteem (6). Menopausal symptoms represent the most common and
troublesome side-effects of breast cancer treatment for women of all ages - an observation which is

of increasing clinical significance as survival from breast cancer continues to improve.

The objective of this review is to describe a unique multidisciplinary approach to managing
menopausal symptoms, health and wellbeing after breast cancer. Discussion of the non-
pharmacologic and pharmacologic treatment of vasomotor symptoms is beyond the scope of the
review and the reader is referred to the 2016 Cancer Australia Guidelines ‘Management of

menopausal women with a history of breast cancer’ (7).

1.1 Breast cancer treatment and bone health

Breast cancer treatment may adversely affect bone health. In a meta-analysis of 31,920 post-
menopausal women with estrogen-receptor positive early breast cancer randomized to aromatase
inhibitors (Al) or tamoxifen, there was a 42% relative risk increase of bone fractures in women

allocated to an Al during the first 4 years of treatment (8). This risk remained significantly elevated



during subsequent follow up (years 5 - 9). Reduced breast cancer recurrence with Als compared to
tamoxifen (8) has made them first line endocrine therapy after ER +ve postmenopausal breast

cancer, and this will have major implications for bone health in survivors.

1.2 Breast cancer and cardiovascular health

As greater numbers of women survive breast cancer understanding how treatment may affect long-
term health becomes more important. Evidence is emerging, but several breast cancer therapies
including chest wall radiation, systemic chemotherapy, HER2-antagonists and aromatase inhibitors
are potentially cardiotoxic (9). Furthermore, cardiovascular disease (CVD) and breast cancer share
common risk factors such as obesity and the metabolic syndrome, so women diagnosed with breast
cancer may be at increased baseline risk of CVD (10). Similarly, BRCA gene mutation carriers may be
at higher risk of CVD due to the intrinsic role of the BRCA proteins in normal cardiac function and
structure (11). Chemotherapy and radiation treatment of breast cancer may also increase CVD (9).
Cardiac surveillance using 3D ultrasound echocardiography and MRI, has been proposed in second
round chemotherapy and/or prior to commencement of trastuzamab to identify those at elevated

risk of CVD in order to individualize treatment and minimize cardiovascular morbidity (9).

1.3 Sexuality and breast cancer

A breast cancer diagnosis and its treatment may adversely affect sexual function. Breast surgery may
have a significant effect on a woman’s sexual experience. In a cross-sectional study of 269 breast
cancer patients who underwent breast surgery at an academic oncology center, patients who were
more satisfied with their chest appearance had significantly better sexual function than those who
were not (12). Surgical approach appeared to correlate with sexual experience, with participants
undergoing lumpectomy almost twice as likely to experience breast-specific pleasure compared to
mastectomy and reconstruction. The risk of ‘severe pain’ during sexual intercourse was twice as
common in women after chemotherapy for breast cancer compared to those who had not received
chemotherapy (10). Als are associated with urogenital atrophy which may negatively impact on

quality of life and sexual function.

1.4 Breast cancer and psychological sequelae

Mood disorders including depression and anxiety are increased over the menopause transition and
may be further increased following a diagnosis of breast cancer. A recent systematic review of 17
studies which included 10,522 patients and 1977 controls, suggested a higher prevalence of

depressive symptoms among breast cancer survivors compared to the general population (13).



1.5 Breast cancer and cognition

Whether breast cancer treatment leads to long-term cognitive impairment remains unclear and
studies have reported mixed findings (14-16). Recent imaging studies suggest that chemotherapy for
breast cancer may affect white matter integrity, but the clinical significance of this is uncertain (17).
Studies are required to determine which breast cancer treatments may affect cognitive function,
how to identify patients at risk of cognitive impairment and to individualize treatment to minimize
this risk. There is a need for effective interventions to preserve cognitive function and to treat

cognitive decline in breast cancer patients (18).

1.6 Sleep disturbance

Sleep disturbance is common in postmenopausal women and is highly prevalent in breast cancer
survivors (19). Its etiology is poorly understood but may include demographic, environmental and
lifestyle factors, psychological disturbances, vasomotor symptoms and comorbid medical disorders
as well as treatment-related side effects (20). Managing sleep disturbance is a priority in cancer care
since sleep difficulties impair quality of life, increase co-morbidities such as fatigue, anxiety,

depressive symptoms and poor social functioning (21).

1.7 Supporting survivors in the workplace

Effective treatment of breast cancer and more women in the workforce mean that a higher
proportion of survivors can expect to return to paid employment after breast cancer (22). A recent
systematic review identified barriers and facilitators affecting return to work (23). Barriers include
treatment with chemotherapy; heavy physical work; poor general health and fatigue as well as
psychological factors such as depression and distress. Facilitators include social, family and employer
support and financial independence. Several targeted interventions to enable return to work after
breast cancer have been developed, but more information is needed about which interventions are

most effective (24).

2. The multidisciplinary Menopause Symptoms After Cancer Clinic

A novel multidisciplinary model of care to manage menopausal symptoms in cancer patients was
developed in Australia in 2003 and has been replicated elsewhere in Australia and internationally
(25). The service is set within a large public women'’s hospital and is staffed by gynecologists, an
endocrinologist, family physicians, a clinical psychologist and a clinical nurse specialist. Service

design and delivery is based on the principal that a multidisciplinary approach to cancer care with



individualized treatment plans decreases mortality and enhances quality of life (26, 27). Without this
approach, management of menopausal symptoms may not be coordinated between primary and
tertiary care providers and women may receive conflicting information regarding safe and effective
treatments. Women with breast cancer attending the MSAC receive evidence-based information
regarding non-pharmacological and non-hormonal treatments and, where appropriate, topical
vaginal treatments (25) . Consensus protocols and regular meetings with breast surgeons and
oncologists mean that women are given consistent treatment advice and support. Those women
with clinical risk factors for osteoporosis are also offered dual energy x-ray absorptiometry
assessment of bone mineral density. Where indicated, patients are also referred to urogynecology,
clinical genetics, clinical psychology, psychiatry, or fertility services. Post-menopausal women taking
tamoxifen with vaginal bleeding are investigated by pelvic ultrasonography, endometrial biopsy

and/or curettage to exclude endometrial hyperplasia or malignancy.

2.1 Role of the Clinical Nurse Specialist (CNS)

Development of the CNS role is a key focus of this multidisciplinary model of care. The role is
undertaken by a senior registered nurse jointly trained in breast cancer and menopause. The CNS
reviews all patients and provides information about menopause and midlife health, behavioral and
lifestyle strategies for reducing symptoms, and information about optimizing psychological and
sexual function. General midlife health issues such as diet, weight control, and exercise, are
discussed which may improve long-term health and quality of life in breast cancer patients. The CNS
also provides information sheets to patients and links to national organizations which provide

information and support.

3.Unanswered Questions

3.1 Systemic estrogen

A randomized controlled trial to assess the safety of MHT after breast cancer (HABITS: hormonal
treatment after breast cancer - is it safe?) (3) was terminated early due to an elevated recurrence in
MHT users (HR 3.5; 95% CI 1.5 - 8.1). A parallel study in Stockholm was also terminated early,
although this association was not seen (28). Potentially, the difference in findings between these
studies could be due to greater use of combined MHT in the HABITS study and estrogen alone in the
Stockholm trial, but further randomised studies of MHT after breast cancer are unlikely to be

conducted.



Similarly, a randomized controlled trial of tibolone vs placebo after breast cancer (LIBERATE)
demonstrated an increased recurrence in tibolone users (HR 1.44; 95% Cl 1.16 - 1.79) so tibolone

should also be avoided after breast cancer (29).

In clinical practice MHT is avoided after breast cancer. Rarely, MHT may be considered in cases
where symptoms are severe, significantly impair quality of life and are refractory to non-hormonal
treatments. Patients should be advised that MHT may increase the risk of breast cancer recurrence
and the treating oncology team should be involved in the decision. Due to the heterogeneity of the
disease it is important to consider stage, tumor histology, lymph node status and risk of recurrence
when deciding on the use of MHT after a breast cancer diagnosis. Prior to commencing MHT it is
important to assess the woman's cardiovascular risk and to consider the relative and absolute

contra-indications such as a history of ischemic heart disease.

3.2 Topical vaginal estrogen

There are no high-quality studies demonstrating the safety of vaginal estrogen in women with a
history of breast cancer. Vaginal estradiol and estriol are systemically absorbed at low levels but the
clinical significance of this is unknown. Vaginal dryness leading to pain during sexual activity is
common after breast cancer. In a randomized trial comparing silicone with water based lubricants,
the silicone product reduced pain with intercourse more effectively than the water based lubricant
(30).

Vaginal estrogens may be considered for persistent vulvo-vaginal symptoms in breast cancer

survivors when non-hormonal treatments are ineffective.

3.3 Testosterone

Testosterone supplementation has not been shown to be effective in female cancer survivors with
reduced libido (31). High quality data to support the safety of testosterone replacement in breast
cancer survivors are lacking. A randomized phase Ill trial investigating the efficacy of testosterone
compared to placebo in treating postmenopausal breast cancer patients with arthralgia due to
Anastrozole or Letrozole is currently recruiting (32). Decisions regarding the use of testosterone

after breast cancer should be taken in conjunction with the woman'’s treating oncologist.

3.4 Compounded ‘bioidentical’ hormones
Compounded hormones have the same chemical structure as endogenous hormones. They may

contain high concentrations of sex steroids and carry similar risks to pharmacological hormone



products. There are no studies of compounded hormones in women with breast cancer and they

should be avoided.

4.Summary

Menopausal symptoms are common after breast cancer and may be more problematic compared to
women experiencing natural menopause (33). These symptoms can impair quality of life and result
in decreased compliance with adjuvant hormonal therapies which may adversely affect prognosis. A

multidisciplinary model of care is associated with improved outcomes for cancer survivors (34).

5.Practice Points
e Menopausal symptoms are common after breast cancer treatment

e A multidisciplinary model of care can optimize symptom management and long-term health
6.Research Agenda
High quality studies are required to investigate

e  Whether vaginal estrogens and selective estrogen receptor modulators are safe and

effective in breast cancer patients
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Highlights

e Menopausal symptoms after breast cancer are common and may be severe
e Menopausal symptoms may lead to decreased compliance with adjuvant hormonal therapy

e Multidisciplinary care is associated with improved outcomes after breast cancer





