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COMMENT ON MITA ET AL.

Sitagliptin Attenuates the Progression
of Carotid Intima-Media Thickening
in Insulin-Treated Patients With Type 2
Diabetes: The Sitagliptin Preventive Study
of Intima-Media Thickness Evaluation
(SPIKE): A Randomized Controlled Trial.
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We read with interest the article by Mita
et al. (1) in Diabetes Care reporting a
beneﬁcial effect of sitagliptin on the
progression of carotid intima-media
thickening in Japanese patients with
type 2 diabetes. This article parallels another article highlighting the prevention
of the progression of carotid atherosclerosis by alogliptin in patients with type 2
diabetes (2). The two articles appeared
in the same journal (Diabetes Care) in
2016, were conducted by the same
group, had the same ﬁrst author, and
had the same (almost identical) baseline
values of carotid intima-media thickness
(IMT) among the patients with diabetes.
The two studies also had important differences concerning duration of diabetes
(17.2 years sitagliptin vs. 9 years alogliptin), baseline HbA1c (8.1% vs. 7.3%), and
insulin use (all sitagliptin patients vs. no
alogliptin patients). So, at least in Japanese
people, three of the main clinical aspects
that characterize type 2 diabetesdduration
of disease, baseline HbA1c, and insulin
usedare not associated with baseline
IMT. Moreover, the amelioration of HbA1c
after treatment with either sitagliptin or
alogliptin was not associated with
changes in IMT, suggesting a largely independent effect of the glucose-lowering

capacity of these drugs from their beneﬁcial effect on carotid atherosclerosis.
Throughout the articles, the authors
state that sitagliptin “attenuated the
progression of carotid IMT” or alogliptin
caused “substantial regression of IMT.”
The terms progression and regression
are used without a clear deﬁnition of
their meaning. Intuitively, progression
may indicate increased IMT versus baseline and regression decreased IMT versus baseline. If so, as we believe, the
authors would have conducted an analysis based on the categorization of the
changes in IMT into two outcomes:
decreased/no change of IMT versus
baseline (regression) and increased
IMT values versus baseline (progression). Next, they would have calculated,
in percentage terms, how many patients
progressed or regressed in the intervention groups as compared with the control groups. More speciﬁcally, they
would also have deﬁned regression
as a decrease of $0.020 mm in mean
IMT at the end of follow-up. With this definition, for example, a regression of IMT
was observed by Esposito et al. (3) in 52%
of 88 patients with diabetes randomly assigned to repaglinide and in 18% of 87 patients with diabetes assigned to glyburide

over a period of 12 months at the same level
of glycemic control as evidenced by the
quite identical reduction in post-treatment
HbA1c. Although Mita et al. (1,2) adjusted for
the differences in HbA1c between intervention and control groups, a beneﬁcial effect
of improved glycemic control on IMT cannot
be totally excluded.
As large randomized trials did not
demonstrate beneﬁcial effects of either
sitagliptin or alogliptin on cardiovascular
events among patients with type 2 diabetes at high cardiovascular risk, Mita et al.
(1,2) suggest an earlier treatment with
dipeptidyl peptidase 4 inhibitors for primary prevention of cardiovascular disease
in type 2 diabetes without apparent cardiovascular disease. This hope, however, is
already a reality in people with type 2 diabetes, as demonstrated by the results
of dietary interventional trials with a Mediterranean diet (4,5).
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