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We appreciate the thoughtful comments
raised byMaiorino et al. (1) on our recent
articles on attenuation of progression of
carotid intima-media thickness (IMT)
by dipeptidyl peptidase 4 inhibitors in
patients with type 2 diabetes mellitus
(T2DM) free of apparent cardiovascular
disease (CVD), the SPIKE and SPEAD-A
studies (the Sitagliptin Preventive Study
of Intima-Media Thickness Evaluation
and the Study of Preventive Effects of
Alogliptin on Diabetic Atherosclerosis,
respectively) (2,3). As pointed out by
Maiorino et al., comparison of baseline
data of the two studies showed that
carotid artery IMT at baseline was not
thicker in patients with longer duration
of T2DM, those with higher baseline
HbA1c, or those using insulin. Although
the reasons for this finding remain un-
clear, the unexpected results may relate
to the different frequency of use of drugs
for prevention of CVD between the two
studies, such as angiotensin-converting
enzyme inhibitors/angiotensin II receptor
blockers and statin and antiplatelet agents,
which could potentially prevent the pro-
gression of carotid IMT or occasionally re-
duce carotid IMT in patients with T2DM.

Intriguingly, Maiorino et al. suggested
further analysis of IMT progression and
regression. Accordingly, we defined IMT
progression as worsening of IMT relative
to baseline and IMT regression as im-
provement or no change in IMT relative
to baseline. To characterize patients with
IMT regression and IMT progression, we
conducted subgroup analysis of the com-
bined data of SPEAD-A and SPIKE studies
based on IMT changes. With regard to
the effect of improved glycemic control
on carotid IMT in these studies, we
agreed with the comment that a benefi-
cial effect of improved glycemic control
on carotid IMT could not be completely
ruled out even after adjusting for differ-
ences in HbA1c between the dipeptidyl
peptidase 4 inhibitor groups and the
conventional treatment groups. We con-
cluded that the observed difference in
IMT between the two treatment groups
was due to the effects of alogliptin and
sitagliptin, including their blood glucose–
lowering effects as mentioned in the
CONCLUSIONS sections of our articles (2,3).
The glucose-lowering effects in particu-
lar were probably achieved at least by
lessening fluctuations in blood glucose

levels, which were unfortunately not
evaluated in our studies. This conclusion
was made on the basis of the fact that
alogliptin and sitagliptin produced only a
modest reduction in fasting blood glu-
cose levels. Thus, we speculate that this
effect may attenuate the progression of
atherosclerosis, as already reported by
Barbieri et al. (4) in a subanalysis of a
small number T2DM patients without a
control group.
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