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Hong et al.' reported that 6 months of dapagliflozin combined
with metformin is beneficial for obese patients with type 2 diabe-
tes mellitus (T2DM) for improvement not only of metabolic pa-
rameters, but also of pulse wave velocity (PWV). Based on this
finding, they suggested that a decrease in arterial stiffness with
dapagliflozin plays a crucial role in explaining its cardiovascular
benefit." Considering that the significant improvement of central
PWYV was observed only in a body fat reduction group and that
there was a strong correlation between change of body fat mass
and PWV (coefficient in regression, 0.393) in their study,' the ef-
fect of dapagliflozin on PWV might be caused by reduction of
body fat.

Even in subjects without T2DM, reduction of body weight im-
proves PWV in an obese population.” In addition, a randomized
controlled trial showed that non-pharmacological behavioral
weight loss intervention could improve both central and periph-
eral PWV.? Recent meta-analyses confirmed the dose-response

relationship between amount of behavioral weight reduction and
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improvement of PWV.**

In addition to fat mass, blood pressure and glucose level are in-
dependent determining factors for PWV in patients with
T2DM;* blood pressure is the most important.” Empagliflozin,
another sodium glucose cotransporter 2 (SGLT2) inhibitor, re-
duces arterial stiffness through glucose lowering, antihyperten-
sive, weight reduction,® and improvement of systemic inflamma-
tion.” SGLT?2 inhibitors can also produce acute improvement of
systemic endothelial function and arterial stiffness through natri-
uresis and oxidative stress reduction.”

Hong et al.' showed a beneficial effect of 6 months of dapa-
gliflozin with metformin on PWV and suggested that fat reduc-
tion by dapagliflozin is responsible for that beneficial effect. They
did not report the change in blood pressure during the study pe-
riod. Considering that blood pressure is one of the most impor-
tant determinants of PW'V, this is a major limitation of the study,
and the correlation between PWV and fat mass should be investi-

gated with adjustment of blood pressure. Other possible con-
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founders such as glucose level, age, sex, and inflammatory mark-
ers (if possible) as well as blood pressure should have been incor-
porated in the analysis on the association between fat mass and

PWV.
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