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Dear Editors,

We read with huge interest the review “Car-
diovascular insights for the appropriate man-
agement of chronic venous disease: a narrative 
review of implications for the use of venoactive 
drugs” [1]. We congratulate the authors for the 
broad overview presented and for the broadness 
of the information. After all, pharmacological 
actions on a complex system such as the human 
one represent not the arithmetic sum of the 
individual situations that arise but something 
different, linked to the interactions of the sys-
tem itself between the various apparatuses and 
organs, aimed at responding to the new state of 
homeostasis, characteristic of each individual.

Specifically, we would like to contribute by 
suggesting some food for thought on the prob-
able main mechanism of the action of diosmin 
towards an important endothelial cell structure, 
namely the endothelial glycocalyx [2], with 
impact on the subsequent actions described in 
the review.

Based on the well-known mechanism of this 
molecule on norepinephrine reabsorption [3], 
we hypothesise that the action takes place by 
inducing a reduction in the capillary bed, result-
ing in less fluid filtration in the interstitium 
and more lymphangia contractions [4]. This 
results in faster drainage of interstitial oedema, 
caused by the ongoing inflammatory state and 
metabolic distress of the cells. This reduction in 
oedema brings improved oxygenation and nutri-
tion to the cells and more efficient removal of 
catabolites. These improved conditions at the 
cellular level bring the cell the possibility of 
repairing its own glycocalyx with restoration 
of the physiological electrochemical gradient 
and consequent electronegativity linked to 
sialic acid. In this way, therefore, it is possible 
to explain mechanistically the various beneficial 
effects of diosmin, which can be summarised as: 
(1) improvement of cell membrane fluidity; (2) 
reduction of capillary hyperpermeability; (3) res-
toration of physiological conditions of rolling, 
adhesion and leucocyte migration; (4) reduction 
of thrombus formation at the venous level.

The original article can be found online at  https://​doi.​
org/​10.​1007/​s12325-​023-​02657-0.
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We intend to draw researchers’ attention 
to these aspects to extend and improve this 
thought-provoking review.
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