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Importance of Primary Outcome in Cancer Patients

Ven Elger*
Department of Medical Oncology, Royal Brisbane and Women's Hospital, Herston, Australia

E dl torial an alternative to surgery in the early 1980s this strategy gained widespread
acceptance, particularly in the UK. A small number of randomised controlled

trials were carried out and these have recently been the subject of a Cochrane

The exclusion of elderly patients from randomised controlled frials  Review. This analysis showed no significant survival benefit when primary
evaluating the treatment of breast and other forms of cancer has been endocrine therapy with tamoxifen was compared with surgery and adjuvant
acknowledged for several years. However, new trials specifically addressing  tamoxifen. However, there was a significant advantage in favour of surgery
this issue have been slow to appear. The reasons for the failure to include  in terms of local disease control. However, subgroup analysis showed that in
elderly women in clinical trials are well documented. They predominantly the age group 70-75 years, surgery seemed to have a significant benefit in
relate to protocol restrictions and the reservations of clinicians in relation to the terms of survival and local control, whereas in the over 75 years age group
efficacy of treatment compared with the burden of side-effects in a population  surgery had no effect on survival due to the increasing frequency of mortality
with a greater incidence of comorbidity and end-organ physiological decline  from other causes. Most of the previous studies did not assess oestrogen
when compared with younger patients. In addition, the high incidence of co-  receptor status and recruited patients who were deemed fit for surgical
morbid diseases means that the cause of death is less likely to be related to the treatment. Hence, very few of the frail older population with breast cancer
target cancer, which reduces the power of a trial where the primary outcome  were included in these studies. With increasing age there is an increase in
is overall mortality. Disease-specific mortality as a primary outcome may be  the proportion of patients with oestrogen receptor- and progesterone receptor-
less accurate as few causes of death are verified by post mortem. The fact that positive tumours and a reduction in the number of tumours demonstrating
older women with breast cancer have largely failed to benefit in the improved HER-2 positivity. Furthermore, patients over the age of 75 years have a
prognosis experienced by younger women may be due to a lack of screening  reduced overall life expectancy, increased frequency of co-morbid illness and
and a failure to benefit from systemic therapies other than tamoxifen. reduced physiological function. Recently, the aromatase inhibitors have shown

However, these concens are not necessarily shared by patients who may  Increased efficacy in comparison [1-5].

be as willing as younger patients to participate in clinical trials if approached.
The lack of a robust evidence base has resulted in failure to develop specific Referen ces
evidence-based guidelines for older women with breast cancer and a tendency
to extrapolate from studies in younger women. In some health care systems,
commissioners will not fund expensive systemic therapies in the absence of ; o o i X ) )
specific evidence of benefit from randomised controlled trials, further limiting gmlb?zrgoeg)r?;%g_far{lgtabohsm in adults: a diagnostic approach." J Inherit Metab Dis
the access of older women to effective treatment. The Early Breast Cancer ) :

Trialist's Collaborative Group data assessing the benefits of tamoxifen and/ 2. Josephs K.A., M\W. Van Gerpen and J.A. Van Gerpen. "Adult onset Niemann-
or chemotherapy concluded that the trials of chemotherapy included ‘too few Pick disease type C presenting with psychosis." J Neurol Neurosurg Psychiatry 74
women aged over 70 to be reliably informative’ despite evidence that the (2003): 528-529.

maghnitude of benefit was possibly similar to the 60-69 years of age group.
Furthermore, none of these studies was primarily aimed at addressing the
treatment of older women.
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