Pancreatic cancer and incretin therapy
(GLP-1 and DPP-4)

Position Statement (Updated: July 2018)

Why have we produced this position statement

Some reports have linked the use of incretin therapy (GLP-1 and DPP-4) to increased
risk of pancreatitis and pancreatic cancer'2. This raised concerns among some clinicians
and people with diabetes. Following these publication, FDA and the EMA independently
undertook comprehensive evaluations using multiple streams of data of the safety
signal arising from reports of pancreatitis and pancreatic cancer in people using
incretin-based medications®. Both agencies stated that the reported causal association
between incretin-based therapy and pancreatitis or pancreatic cancer, are inconsistent
with the existing data. They also explained that although the totality of the data that
had been reviewed provided reassurance, pancreatitis will continue to be considered a
risk associated with these drugs until more data are available, and that both agencies

continue to investigate this safety signal.

This position statement aims to weigh up current evidence in order to make
recommendations for clinicians as well as people with diabetes currently taking incretin

therapy, or considering these as a treatment option.

How did we develop this position?

This position statement was put together through a comprehensive review of
literature, and discussions with healthcare professionals.

What we say about this issue

e There is no proven causal link between the use of incretin therapy and pancreatic
cancer
e Diabetes UK does not advocate any change in management of incretin therapy

and await more research on the subject.

DIABETES UK

KNOW DIABETES. FIGHT DIABETES.



e People with diabetes should NOT stop their medication, withoust discussing this
with their healthcare team.

e Vigilance is required of people on such therapies for any side effects suggestive
of pancreatic disease. These symptoms may include upper abdomen pain,
jaundice, weight loss, nausea, loss of appetite and fever.

e Clinicians and people with diabetes should be aware that incretin therapies are

contraindicated in people with previous pancreatitis.

It is important that any medication, particularly relatively modern therapies such as
incretin therapy, should be used in line with current guidance for appropriate patients.
Subsequent monitoring of outcomes should also be acted upon in keeping with
guidance, including stopping treatment where the therapy is not shown to have the

agreed benefits.
Evidence and analysis

A study has suggested a potential risk of asymptomatic chronic pancreatitis and,
with time, pancreatic cancer! with incretin therapy, compared to older agents.
However, reporting bias cannot be excluded, as adverse events are more likely to
be reported with newer agents. In addition, the methodology of the research has
given rise to some discussion among specialists and there is consensus that the
research findings, though interesting, have limitations. More recently, a large
international multicentre study* and a meta-analysis of randomised controlled
studies® have both concluded that the use of incretin-based therapies are not

associated with increased risk of pancreatic cancer.

Pancreatic cancer and pancreatitis are commoner in obese people® and in people
with Type 2 diabetes3. Acute and chronic pancreatitis, more common in people with
Type 2 diabetes, are also risk factors for pancreatic cancer8®. Thus study which
found an increased risk of pancreatitis and pancreatic cancer with the two GLP-1
drugs available at the time! must be interpreted with caution because of the
complex relationships involved with obesity, diabetes, and treatments of diabetes.
To put these risks into perspective, smoking is the commonest cause of pancreatic
cancer and explains about 25% of the entire burden of disease with smokers having

about a two-fold increased risk compared with non-smokers?O,

All drugs undergo careful testing under research trial conditions before they are
licensed for use. However, these trials generally involve relatively small numbers of



participants for short periods of time. Common side effects generally come to light
during such testing, but rare side effects are usually not identified until the drug is

used in routine clinical practice, in large numbers of people for long periods.

In diabetes, trials of drugs usually look at effects on “intermediate endpoints”
which change quickly, such as glucose control or weight. Information about their
effects on hard outcomes such as heart disease or retinopathy takes much longer
to gather and so is usually not available for some years after the drug is licensed.

Thus the decision to use any new drug in diabetes must involve weighing up the
known and potential benefits against the known and unknown side-effects.
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