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COMMENT ON CHO ET AL.

Antidiabetic Medications and Mortality
Risk in Individuals With Pancreatic
Cancer—Related Diabetes and
Postpancreatitis Diabetes: A
Nationwide Cohort Study. Diabetes
Care 2019;42:1675-1683
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We were interested by the recent arti-
cle from Cho et al. (1), who reported
that mortality was reduced by half in
metformin-treated subjects with post-
pancreatitis diabetes mellitus (PPDM).
This information is important: the pro-
portion of type 3c diabetes has long
been underestimated as a result of mis-
diagnosis as type 2 diabetes. PPDM can
reach 1.8% of new adult-onset diabetes
cases (2) and up to 9.2% among hospi-
talized patients (3), second in frequency
after type 2 diabetes.

Cho et al. concluded that metformin
monotherapy appeared to be the best
front-line treatment in individuals with
PPDM, which seems provocative at first
sight. Chronic pancreatitis was previously
considered the most important cause of
type 3c diabetes, accounting for 78.5% of
cases (3). Nausea, abdominal complaints,
diarrhea, and weight reduction are clinical
symptoms of chronic pancreatitis, and
they are also usual side effects of metfor-
min, which may not be tolerated by such
patients. However, the majority (59.6%)
of the subjects with PPDM in the registry
used by Cho et al. could use metformin,
but its low mean dose (1,000 mg/day)
suggests that tolerance was not always
good.

In fact, most of these patients probably
did not have chronic pancreatitis. In a pre-
vious report, Cho et al. (4) distinguished

their PPDM cases as resulting from chronic
(261/959 [27.2%)) versus acute (698/959
[72.8%)]) pancreatitis. Moreover, compared
with subjects with type 2 diabetes, the all-
cause mortality was significantly higher
only for the subjects with diabetes due
to chronic pancreatitis (4).

The characteristics of PPDM resulting
from chronic versus acute pancreatitis
have been compared by Woodmansey
et al. (2): low BMI and high HbA,. were
more frequent among subjects with chronic
pancreatitis, who were more often coded
as having type 1 diabetes and were twice
as likely to require insulin therapy (2).
Two-third of subjects with PPDM resulting
from acute pancreatitis had overweight or
obesity. We hypothesize that such patients
probably better tolerate metformin, with
a potential benefit to their survival.

Cho et al. (1) did their best to exclude
diabetes preceding pancreatic diseases, as
they only included subjects whose diag-
nosis of diabetes was stated more than
3 months after their first episode of pan-
creatitis. But type 2 diabetes is insidious
and often neglected, and it is associated
with a doubled incidence of acute pancre-
atitis, even without being treated with
glucagon-like peptide 1 analogs or dipep-
tidyl peptidase 4 inhibitors (5). Therefore,
despite the authors’ efforts, the subjects
who were included in the New Zealand
registry due to acute pancreatitis may not
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always have been screened for diabetes,
and we suspect that some of them
may, in fact, have ignored type 2 diabetes
before.

Because most of their registered PPDM
cases occurred after acute pancreatitis,
the study from Cho et al. suggests that
metformin can be tolerated and benefi-
cial after acute pancreatitis, which is an im-
portant point. However, the tolerability and
benefits of metformin in subjects with
PPDM need to be more precisely analyzed
according to the type of pancreatitis. Were
the proportions of patients treated by met-
formin similar in patients with chronic
and acute pancreatitis? Were mortality
rates similarly reduced in both groups on
metformin?
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