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We have readwith a lot of interest the
article recently published inDiabe-
tes Care by Gruden et al. (1) sug-

gesting that severe hypoglycemic episodes
in patients with type 1 diabetes (T1D) do
not increase the risk of cardiovascular dis-
ease (CVD). As the authors mentioned in
the article (citing one of our previous pa-
pers published in Diabetes Care), a delete-
rious role of hypoglycemia in not only
inflammatory and endothelial markers but
also in preclinical atherosclerosis has been
reported consistently (2,3). In addition to
this, although with substantial limitations
related to the intrinsic design of the study,
more recently a retrospective analysis of a
large T1D subjects’database fromanational
registry on continuous subcutaneous insu-
lin infusion pointed to a higher prevalence
of CVD in patients with a history of re-
peated episodes of hypoglycemia (4).

The data reported from the EURODIAB
Prospective Complications Study is of
tremendous value in order to clarify if

hypoglycemia could be a potential aggra-
vating factor for atherosclerosis in T1D
(1). However, although the results do not
support that hypoglycemia increases the
risk of CVD in subjects with T1D, in our
modest opinion there is still a place for
debate. Gruden et al. were well aware of
several limitations of the study, and these
were included in the discussion. Data on
hypoglycemia relied on self-reported in-
formation obtained from questionnaires
and this can be important and underesti-
mate the incidence of this complication,
especially in those nonsevere episodes
that may repeatedly impact on the risk
for CVD. The prospective analysis on the
incidence of CVD was based on the num-
ber of severe hypoglycemic episodes re-
ported just 12 months before obtaining
baseline data. The authors also mentioned
a limitation related to identifying informa-
tion concerning the cause of death. Con-
sidering all of this and cautiously revising
data from Table 1, differences of nonfatal
CVD incidence during the follow-up (6.8,
7.2, and 10.8%; 0, 1–2, and 31 number of
episodes of severe hypoglycemia, respec-
tively) were nearly significant (P 5 0.05)
(1). Moreover, when comparing the data
fromnonfatal CVD incidence in those with-
out severe hypoglycemia with data from
those more affected by this complication
(13 episodes), this difference raises statis-
tical significance (6.8 vs. 10.8%, P5 0.03).

Finally, we agree with the authors
that we need further studies providing
unbiased data in order to definitely deal
with the hypothesis that T1D hypoglyce-
mia increases the risk of CVD (alternative
hypothesis). As Gruden et al. mentioned
(1), the use of continuous glucose moni-
toring could be of help, but results from
datasets (severe and nonsevere hypogly-
cemia) collected from previous landmark
studies may also provide relevant infor-
mation (5). In themeantime, wemodestly
think that the “null hypothesis” should be
considered with caution.
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