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Improving cancer outcomes by promoting medicines adherence

K. Redmond”. ’European School of Oncology, Cancer World Magazine,
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Medicines non-adherence has been flagged up as a health problem of
crisis proportions that can result in disease progression, reduced quality of
life and even death. Despite its high human and financial cost this problem
has been overlooked as a serious public health issue. Non-adherence is
seen across a range of cancer scenarios including adjuvant endocrine
therapy (both tamoxifen and aromatase inhibitors), supportive care (eg.
anti-biotics) and treatment with oral targeted therapies such as imatinib.
The true extent of non-adherence to oral cancer medicines is unknown —
estimated rates vary across diseases, drug regimens and age groups.
Older people, adolescents and those with chronic diseases requiring long-
term or life-long treatment are thought to be at greatest risk for non-
adherence. Persistence with treatment is also a problem with a number
of studies showing that persistence rates fall considerably after 12 months
of treatment. Experts in the field argue that non-adherence should always
be considered if a patient does not respond to therapy, however, lack of
awareness of the problem often means that this potential diagnosis is
overlooked. The growing shift towards oral cancer therapies offers patients
benefits in terms of convenience; however, it also means that in coming
years non-adherence may emerge as a problem of huge magnitude in the
oncology setting.

Medicines non-adherence is a complex, multi-faceted problem that is
influenced by behavioural, social, economic and medical factors and
therefore difficult to tackle effectively. The complexity of a drug’s
administration schedule, side-effect profile and treatment length can all
have a profound impact on a patient’s ability or willingness to comply
with treatment. Some simple strategies can help promote adherence —
the provision of easy-to-understand information about medicines is a key
first step. Reminder devices can prove useful particularly when patients
start out on a new treatment. If side effects are managed patients will
cope better with long-term treatment and careful monitoring of patients
can help detect adherence problems early. A positive relationship and
open communication between health professionals and patients is also
important. From a policy perspective there is a need to give greater priority
to medicines non-adherence and to start implementing strategies that may
help reverse this ever-increasing problem. If we do not take steps to tackle
non-adherence with oral cancer therapies today, there could be significant
negative consequences for cancer outcomes tomorrow.
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Benefits of a healthy diet for cancer patients
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Background: Breast cancer (BC) is the most common malignancy in
women and is their leading cause of death from cancer. In high-income
countries the incidence of BC has increased steadily over the past decades,
but BC mortality is declining, suggesting a benefit from early detection
and more effective treatment. BC survivors are constantly increasing, and
research investment for the identification of modifiable factors associated
with BC recurrences is increasing too. Western lifestyle, characterized by
low levels of physical activity and a diet rich in refined carbohydrates,
animal fats and protein is associated with high prevalence of metabolic
syndrome, insulin resistance and high serum levels of sex hormones and
growth factors. All these factors are strongly related with BC risk and BC
prognosis but are potentially modified through diet and lifestyle.

Methods: The present work summarizes the metabolic, hormonal and
dietary correlates of increased risk of BC and BC recurrences.

Results: Obesity is associated with an increased risk of BC after
menopause while no association or slightly reduced BC risk has been
found before menopause. Preventing weight gain in adulthood, however,
would decrease the overall burden of BC. Obesity has been shown to
adversely affect prognosis in both pre and post-menopausal BC, after
controlling for clinical and pathological prognostic factors. High serum levels
of steroid sex hormones, and of bio-available insulin-like growth factor |
(IGF-I) are associated with an increased risk of BC. Furthermore, insulin
and markers of insulin resistance such as abdominal obesity, high blood
glucose, high serum level of testosterone, and metabolic syndrome may
effect both BC incidence and prognosis. Sedentary life-style is associated
with increased BC risk, both before and after menopause. Women who
practice regularly at least some physical activity decrease their BC risk
by 30% or more and there is increasing evidence that physical activity
may protect also against BC recurrences. The association between dietary
fat intake and BC is an highly controversial topic in epidemiology. Results
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of the Women |Initiative on Nutrition Study (WINS), a randomized dietary
prevention trial, suggested a strong benefit of dietary fat reduction on
relapse-free survival with the strongest protection for hormone receptor-
negative BC. The Women'’s Healthy Eating and Living (WHEL) Study tested
whether a dietary pattern high in vegetables, fruit, and fiber and low in fat
might reduce BC relapses in women with early-stage BC. The primary
analyses of the WHEL study did not demonstrate an event-free survival
advantage in patients randomized in the dietary arm. This trial, however,
was isocaloric and the intervention group did not loose weight.
Conclusions: The breafly reviewed factors are strongly related to diet and
life-style and may be potentially modified. Our DIANA (Dlet and Androgens)
intervention trials demonstrated that a sustainable dietary modification
aimed at lowering insulin levels, based on Mediterranean and macrobiotic
dietary principles, can reduce body weight, metabolic syndrome, and the
bioavailability of sex-hormones and growth factors. Together with other
studies showing that Mediterranean diet can revert metabolic syndrome,
these results suggest that dietary changes should be recommended for
both BC prevention and treatment.
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How to approach oligometastatic disease — is there a role for
surgery?
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Patients with non-small cell lung cancer (NSCLC) are treated according
to defined algorithms depending from the TNM stage. In presence of
metastatic disease (stage 1V) palliative treatment is usually recommended.
However long term survivors or even cure was observed in selected
patients with NSCLC who underwent surgery alone or in combination with
other treatment despite distant metastases either to the lungs, the brain
and the adrenal or other structures are present. These observations are
confirmed in several published case series or a few phase Il studies.

The question is, who are the individuals who may profit from resection of the
primary site as well as the metastases and which other treatment modalities
should be combined and in which timing. In general patients with metastatic
disease from NSCLC have a poor prognosis. Precise imaging tools for
staging such as positron emission tomography integrated in computer
tomography (PET-CT), CT scan or MRI allow a precise description of the
extend of the disease. Metastases are identified earlier and the number and
location are diagnosed more accurate. Therefore it is not surprising that
complete resection in combination with systemic therapy are considered
as treatment options for well circumscribed disease. Currently we rely for
decision making on images, histology and finally the TNM stage. In the
future molecular markers may help to select patients for best therapy. The
current literature on the role of surgery in oligometastatic disease reports
outcome data from patients with metastatic cancer nodules in the lungs
located either in the same lobe or different lobes, pleural metastasis and
malignant pleural effusion and metastases to various organs mainly the
brain or the adrenals.

Nodules in the same lobe of the primary lung cancer (satellite nodules) are
considered to be T4 disease because of the better prognosis. If located
in another lobe they are diagnosed as M1 disease. Several studies report
a 5 year overall survival rate of 20-25% for surgically treated patients.
Several questions remain unsolved such as to the extend of resection
when the nodules are in different lobes (segmentectomy in combination
with a lobectomy versus a pneumonectomy) and the role of adjuvant or
neoadjuvant therapy.

Patients with malignant pleural effusion or pleural nodules without extra
thoracic or extensive mediastinal lymph node disease were occasionally
operated in a curative attempt either by pleurectomy or even pleuropneu-
monectomy. Despite some reports on individuals with long term survival
the prognosis in general is poor and palliative treatment is recommended
for most cases.

Extra thoracic metastases to the brain are observed in about 25% of
patients with Stage IV NSCLC. Surgical resection or stereotactic radio
surgical techniques are applied as complementary modalities. Complete
resection of brain metastases together with the primary lung cancer in
absence of mediastinal lymph node metastases may result in 5 year
survival rate of 20-25%. The role of adjuvant chemotherapy and the role
of whole-brain radiotherapy remains controversial but both modalities are
applied in many centres.

Metastasis to the adrenal is a frequent site for metastasis of NSCLC as well.
In absence of other tumor surgical resection preferentially by laparoscopic
technique may be considered. The 5 year overall survival rate ranges from





