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Cancer is becoming the
leading cause of death
in diabetes

In their Seminar on type 2 diabetes,
Ehtasham Ahmad and colleagues®
highlighted the current and future
global burden of disease and correctly
stated that the increased risk of
premature death from this chronic
condition is mainly driven through
the detrimental effects on vascular
integrity. Accordingly, many national
guidelines recommend secondary
prevention of cardiovascular disease.
We would like to draw attention
to three studies from the past
10 years indicating that cancer is, or
is predicted to become, the leading
cause of diabetes-related death. An
Australian study from 2014 reported
on cause-specific mortality trends
in over 1-1 million people with
diabetes (1997-2010), and noted
that cardiovascular disease was the
most common contributor to death,
but rates had declined.? By contrast,
cancer deaths had increased,
becoming the second most common
cause of death in Australia. In 2021,
Pearson-Stuttard and colleagues®
evaluated causes of death trends
in over 300000 individuals with
diabetes in England (2001-18).
They concluded that “the decline
in vascular death rates has been
accompanied by....a transition...to
cancers as the leading contributor
to diabetes-related death”. Similarly,
mortality trends in Swedish National
Diabetes Registry data predict that
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cancer will be the leading cause
of death among individuals with
diabetes by 2030.

This changeover reflects declining
cardiovascular disease mortality
through improved prevention,
coupled with increasing cancer-related
mortality, in part reflecting increased
cancer incidence secondary to the
survival advantage afforded through
cardiovascular disease prevention. It is
time to widen secondary prevention
efforts in people with diabetes to
reducing cancer incidence and, among
those with diabetes who develop
cancer, improving cancer survival,
ultimately avoiding many premature
deaths.
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Authors’ reply

We thank Mengying Wang and
colleagues for their very insightful
comments on our Seminar on
type 2 diabetes.' They have drawn our
attention to the fact that cancer s, or is

predicted to become, the leading cause
of diabetes-related death in the coming
years, overtaking cardiovascular
disease. We acknowledge that cancer
rates are rising in people with type 2
diabetes. Indeed, in January, 2023, our
team at Leicester Diabetes Research
Centre published data demonstrating
atransition from cardiovascular disease
to cancer deaths in type 2 diabetes.?

Cancer and type 2 diabetes are
known to share many common risk
factors, including ageing, obesity,
unhealthy diet, physical inactivity,
alcohol, and smoking. Diabetes
along with obesity induces metabolic
abnormalities leading to the release
of various inflammatory cytokines,
immune mediators, hormones, and
growth factors.?> These abnormal
metabolic substrates are implicated as
risk factors for development of cancer
and its mortality.*

We agree with Wang and colleagues
that better primary and secondary
prevention of cardiovascular
disease has meant that people with
type 2 diabetes now live longer,
which consequently has led to longer
exposure to the detrimental effects
of hyperglycaemia, insulin resistance,
and chronic inflammation, all poten-
tially associated with an increased
risk of cancer in people with type 2
diabetes. It is also worth remembering
that although vascular mortality rates
have generally declined over the years
in people with type 2 diabetes,® the
evidence is less clear for cancer in the
context of type 2 diabetes and more
robust data are needed for accurate
trends across different geographical
regions of the world and ethnicities.

We strongly agree that now is
the correct time to widen general
prevention efforts in people with
diabetes to reduce cancer incidence
and specifically for people with type 2
diabetes, early cancer detection could
reduce the number of avoidable cancer
deaths. In summary, although the
prevention of cardiovascular disease is
still considered a priority in people with
type 2 diabetes, we do emphasise the
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