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Sir,
In their paper, Lu et al (2015) correctly stressed the complex

relationships between the type 2 diabetes and pancreatic cancer risk.
However, their study failed to explicitly define three distinct relation-
ships. In the absence of this framework, their conclusions that ‘New-
onset type 2 diabetes and y. diabetes with rising HbA1c (levels) seem to
be independent risk factors for pancreatic cancer’ are misleading. The
three relationships are as follows. First, the diagnosis of diabetes and the
diagnosis of a new cancer commonly co-occur. This observation is not
unique to cancer: the co-occurrence of myocardial infarct and diabetes is
well-recognised. The methodological explanation is a detection time or
protopathic bias. In data sets where there is standardised recording of
cancer diagnosis date, such as in cancer registries, the co-occurrence
period is B12 months (Johnson et al, 2011), but could be 2 or even 3
years when using, as in this study, first entry of cancer in the primary care
records.

Thereafter is the second relationship – the period of longer diabetes
exposure and cancer risk. The usual sense of ‘risk factor’ in epidemiology
applies here. As shown in the article’s Figure 2, there is no increased
pancreatic cancer risk after 2 years. Inclusion of cancers diagnosed
shortly after the new-onset diabetes exaggerates the total risk estimate for
diabetes–cancer association (Adami et al, 1991). In the period after 2
years, it is conceivable that poor glycaemic control increases incident of
cancer – but in the current study, within-person HbA1c levels were
missing in 70% and the authors failed to take account of the well-known
U-shaped relationship between HbA1c levels and mortality (Currie et al,
2010). Thus, the conclusions that rising HbA1c is associated with
increased pancreatic cancer incidence are overstated.

The third relationship is the unique existence of pancreatic cancer-
associated diabetes (Pannala et al, 2009), where new-onset diabetes might

be a clue to early diagnosis of ‘silent’ pancreatic cancer. Isolated case
studies support this hypothesis, but to test in populations, there is a need
to map accurately new-onset diabetes with date of diagnosis of
asymptomatic pancreatic cancers. This cannot be gleamed from the
present data set. Taken together, an alternative interpretation of Lu’s
analysis might be: ‘after excluding cancers detected in the first two years
after diabetes diagnosis, there was no association between diabetes and
latter pancreatic cancer incidence’.
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