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To the Editor: In a very interesting and relevant study, based
on the very large dataset from the Eindhoven Cancer Registry,
Zanders et al investigated the potential impact of cancer on
adherence to glucose-lowering drugs (GLDs; oral medication
and/or insulin) in people with diabetes [1]. Their results
showed a significant drop in the medication possession ratio,
which was used as an indicator for medication adherence. The
authors conclude that they found ‘a clear decline in adherence
to GLD treatment regimens following a cancer diagnosis’.
They state that the reason for this decline needs to be further
elucidated.
In this letter, I would like to describe two potential mecha-
nisms that were not discussed by Zanders et al in their paper
[1]. First, weight loss might have played an important role.
Weight loss is common among people with cancer; it is often
the first noticeable sign of the disease, but change in appetite
and weight loss can also result from anti-cancer therapies. On
www.cancer.net, a website of the American Society of
Clinical Oncology, it is stated that as many as 40% of people
with cancer report unexplained weight loss at the time of

diagnosis [2]. Moreover, up to 80% of people with advanced
cancer experience weight loss and cachexia, the combination
of both weight loss and muscle mass loss. Dietary energy
restriction and subsequent weight loss can lead to strong
improvements of both beta cell function and insulin
sensitivity in type 2 diabetes [3] and thus to a decreased
need for glucose-lowering drugs. Zanders et al stated that the
largest drops in medication use were observed in their study in
patients with gastrointestinal or pulmonary cancer and in
patients with advanced cancer [1]. Interestingly, Nicolini
et al summarised that anorexia, cachexia and malnutrition
are particularly common in patients with gastrointestinal
cancer, lung cancer and advanced cancer [4]. Weight loss
may indeed have contributed to a lower need for GLD
treatment and, consequently, Zanders et al [1] should have
used the words ‘medication use’ instead of ‘medication
adherence’ in the title and conclusions of their paper.
Second, the authors propose in their discussion that stress fol-
lowing a major life event (such as stage IV cancer) could have
contributed to decreased adherence. This proposal deserves
some further attention. Chronic stress after cancer diagnosis
can contribute to the development of major depression [5],
which is relatively common in patients with cancer or diabetes
[6, 7]. Depression symptoms include decreased concentration,
poor memory, loss of appetite, weight loss, pessimism, loss of
interest and energy loss. It is conceivable that these symptoms
hamper adequate diabetes self-care and contribute to poor
health outcomes. Two systematic reviews indeed confirmed
that depression is associated with treatment non-adherence
[8] and higher mortality rates in type 2 diabetes [9].
Hence, though I fully agree with the conclusion of Zanders
et al that the reason for the decline in the use of GLDs needs to
be further elucidated among the different cancer types, I want
to emphasise that a change in appetite, gastric discomfort,
weight loss and chronic stress and depression should not be
overlooked in these future studies.
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