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Endothelial dysfunctionl has vitamin D a
role?

Diabet. Med. 28, 125–126 (2011)

I found the papers published in Diabetic Medicine on

endothelial function variation with glycaemia by Buscemi et al.

[1] and by Ceriollo et al. [2] of great interest because endothelial

dysfunction is an important factor to allow for in aiming to

reduce cardiovascular risks for patients with diabetes.

The paper published in Diabetic Medicine by Sugden et al.

showed that vitamin D improved endothelial function in patients

with Type 2 diabetes and low vitamin D status [3]. There are

long-recognized variations in glycaemia with vitamin D status

[4], and insulin resistance can be reduced by supplementation in

vitamin D deficiency [5]. I wonder whether any part of the

variability reported might be accounted for by differences in

vitamin D status between subjects, since variations in vitamin D

repletion would be likely to be present unless all tests were done

at the same time of year. It would be helpful, therefore, to know

whether vitamin D status could be included amongst factors to

adjust for if these data are available. If vitamin D status cannot be

assessed, it would be useful to know whether the associations are

alteredby inclusionof thedateof theassessments, whichcouldbe

used as a surrogate for vitamin D status.
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Response to Buscemi S et al. Glycaemic
variability using continuous glucose
monitoring and endothelial function in
the metabolic syndrome and in Type 2
diabetes

Diabet. Med. 28, 126 (2011)

We read with interest the paper by Buscemi et al. regarding the

role of glycemic variability in the pathogenesis of endothelial

dysfunction [1]. Although a previous study [2] showed a cause–

effect relation between glycaemic variability and endothelium-

mediated vascular relaxation, and not a simple association as in

the study of Buscemi et al., the paper has the merit of extending

the relevance of glucose instability to apparently health subjects

(i.e. subjects without diabetes and metabolic syndrome).

Moreover, compared with their previous work [3], the authors

added carotid intima–media thickness evaluation to flow-

mediated dilatation of the brachial artery as a surrogate

cardiovascular end-point. However, the following points seem

unclear and should be explained.

1 When was the flow mediated dilatation test performed?

At the end of 48 h subcutaneous continuous glucose

monitoring? This is of extreme relevance, as Ceriello

et al. [2] demonstrated an immediate alteration of

endothelium-mediated dilatation after the induction

of glucose spikes (i.e. after only 6 h). Therefore, the

alteration of flow mediated dilatation could be the effect

only of the last hours of glucose fluctuations and not of

the whole period of continuous glucose monitoring.

2 Asan increased thicknessof carotid intima–mediaoccurs

over a period of months ⁄ years, while glucose profiles

have been analysed for 48 h, what can be a plausible

biological explanation, above and beyond a statistical

association, between this surrogate and 48 h glucose

oscillations?

3 From a mathematical point of view, the mean (M) and

the area under the curve (AUC) of a generic function are

linked with a constant (i.e. AUC = k · M) [4], where k

is, for a continuous glucose monitoring (CGMS) profile,

the time of observation (48 h in the paper). Therefore,

48 h CGMS AUC and 48 h CGMS mean are linked by a

constant. Considering that the time of observation was

the same for all the patients enrolled (48 h), it seems

strange that ‘Flow mediated dilatation was exclusively

and independentlypredictedby48-hmeanglycemia’ and

not by 48 h AUC. What is your explanation?

Without any doubt, we believe that the answers to these

questions should better define the role of glycaemic variability

in diabetic complications.
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