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CONGRESS REPORT

The European Association for the Study of Diabetes (EASD) 57th annual meeting
was once again transformed into a virtual meeting due to the COVID-19 pandemic.
However, the fact that it was virtual, did not prevent it from being an extraordinary
congress, full of stimulating ideas across the 45 symposia, 9 prize lectures, 2
debates, 47 oral and 65 short oral presentations. Professor Stefano Del Prato
(EASD President) opened the virtual meeting with the presidential address.
Using a scenic, virtual background, he precisely detailed the structure of the
congress, and then recognised the scientific commission for their excellent work
and thanked all those who have given their time and expertise to organize the
congress and to support the work of the EASD in the last year.

Professor Del Prato introduced the lecture winners for 2021: the 53rd Claude
Bernard lecture was awarded to Dr Juleen Zierath (Sweden), who presented
How exercise keeps the rhythm in metabolism. The 36th Camillo Golgi
lecture was won by Dr Hiddo Lampres Heerspinks (The Netherlands) with his
presentation, Personalizing treatment for patients with type 2 diabetes:
the mean is meaningless. Dr Pedro Herrera (Switzerland) was the winner of
the Albert Renold lecture for Diabetes remission through insulin secretion
by islet non-f3 cells. The 56th Minkowsky lecture was presented by Professor
Amelie Bonnefond (France), Hunt for rare genetic variants of pretty little
things in the genetics of diabetes and the 7th Diabetes Prize for Excellence
was awarded to Professor John Todd (UK), a very well-known researcher in
genetic susceptibility to metabolic diseases and, in particular, to type 1 diabetes,
who presented a very interesting lecture From HLA-DQ position 57 and back
again. Professor Del Prato completed his presentation by defining EASD as not
just an association, as much as a galaxy: continually expanding through the
rejuvenating annual congress, the high standard of the Diabetologia journal and
the many, many initiatives by EASD for people affected by diabetes mellitus.
The annual meeting itself encompassed many interesting posters and oral
presentations, among them, a short talk by J Strelitz (UK), Association
between weight change and incidence of cardiovascular disease events
and mortality among adults with type 2 diabetes: a systematic review
and meta-analysis. The topic of body weight changes and incidence of
cardiovascular disease (CVD) events and mortality in adults with type 2 diabetes




(T2D) has stimulated thousands of studies in recent years. In the study by Strelitz,
et al, observational studies of weight changes and CVD events in adults with T2D
and trials of behavioural interventions targeting weight loss were identified through
searches of MEDLINE, EMBASE, Web of Science, CINAHL and The Cochrane
Library (CENTRAL). Only studies reporting a measurement of change in weight
and CVD and/or mortality outcomes among adults with T2D, or alternatively,
reported the effect of a behavioural intervention on CVD events and/or mortality
among adults with T2D were sought. Risk of bias was assessed using modified
ROBINS-I and RoB2 tools. Out of an impressive number of 13,227 identified
articles, 17 (14 observational studies, three trials) met the inclusion criteria.
Weight gain after diabetes diagnosis (vs. no weight change) was associated
with higher risks of CVD events [HRs (95% Cl) ranged from 1.13 (1.00, 1.28) to
1.63 (1.11, 2.39)] and all-cause mortality [HRs (95% CI) ranged from 1.26 (1.12,
1.42) to 1.57 (1.33, 1.85)]. On the other hand, evidence of the effect of weight
loss on CVD events was conflicting. Unintentional weight loss was associated
with increased all-cause mortality, but associations with intentional weight loss
were unclear. Trials of behavioural interventions targeting weight loss showed
no effect on CVD events [pooled hazard ratio: 0.95 (95% Cl: 0.72, 1.24)] over
a range of 5-10 years. Risk of bias was low to moderate in 14 studies but high
in 3 studies, due to potential uncontrolled confounding factors and the method
of weight assessment. The presenter concluded that there was a small amount
of evidence supporting weight loss for CVD prevention. Furthermore, long-term
follow-up of behavioral intervention trials is needed to understand the effects on
CVD and mortality and to inform policy regarding weight management support
for patients with T2D.

Most significant studies in the literature, such as the Look AHEAD trial published
in the New England Journal of Medicine, 20131" clearly showed that weight loss
(at least the amount achieved in the trial), does not reduce CVD in patients with
diabetes. A sub-analysis of this trial® suggests that those who lost >10% of their
body weight during the first year did experience a reduction in CVD. However,
as this result was from a post-hoc analysis there is less basis on which to make
recommendations.

In contrast, the PREDIMED study (with all the limitations of this study) showed
that a diet supplemented with healthy unsaturated fat-rich foods, like olive oil and




mixed tree nuts, without calorific restriction and weight loss, was associated with
a ~30% relative risk reduction for the composite outcome of CVD.® Supplementary
analyses of the PREDIMED study showed no heterogeneity based on diabetes
status, suggesting that the benefits were similar in those with and without
diabetes.

Moreover, PREDIMED showed a marked
reduction in both the incidence of diabetes
and the joint outcome of incidence of
diabetes and mortality, again, without
calorific restriction. To date, despite some
limitations, this is the strongest evidence
suggesting that we can reduce CV risk
with diet. It should be acknowledged that
PREDIMED-Plus is currently ongoing,
comparing the original PREDIMED diet with
some calorific restriction to find out whether
this might confer added benefits on CVD
risk. Based on all of the above, improving
dietary quality becomes of paramount
importance for patients at risk from CVD.
For instance, we should encourage an
increase in the consumption of healthy fats, and, if that is achieved, we should
aim at encouraging patients to lose weight to improve the quality of their life,
although, not necessarily for a CV benefit. Weight loss improves quality of life
across a spectrum of diseases, including diabetes.

Another very interesting presentation at EASD 2021 was the short oral
presentation by AT Andreeva (Russian Federation): Cholecalciferol therapy effect
on glucose metabolism in patients with prediabetes. In this study, 65 patients
with pre-diabetes but without diseases affecting their metabolism who were not
taking vitamin D were randomized into two treatment groups: cholecalciferol 500
IU (group A) and cholecalciferol 4000 IU (group B) for 3 months. Anthropometric
data, comorbidities and concomitant medications were assessed. In addition,
before and after the 3 months of cholecalciferol therapy, all patients underwent an
oral glucose tolerance test. Plasma glucose and GLP-1 were evaluated, as well
as indices of insulin resistance with insulin and glucagon-like peptide (HOMA-IR),
insulin sensitivity and functional B-cell activity (HOMA-B). Also measured were
25-hydroxycalciferol and parathyroid hormone (PTH) levels. Results showed
that after 3 months of therapy, an increase in vitamin D and a decrease in PTH
concentrations were found in both groups, but normal values of vitamin D were
reached in only 10.7% of patients from group A compared with 73.3% of patients
from group B. Reduction in HbAlc (p<0.001) and plasma glucose at 1 and 2
hours (p<0.04), increase in insulin levels at 2 hours (p=0.03) and gain in HOMA-B
index (25.3%) at the end of the study were observed only in group B patients
(those taking the higher dose of vitamin D, 4000 IU dally). After 3 months of
therapy, normal glucose and HbATC levels were observed in 63.3% of patients
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from group B compared with 7% of patients from group A. The authors concluded
that treatment with 4000 IU of vitamin D3 per day for 3 months is associated
with a significant increase in vitamin D levels leading to an improvement of
parameters of glucose metabolism in subjects with pre-diabetes. Although there
are limitations to this study (i.e. the small sample size and the short period of
observation), nevertheless, it is of interest that treatment with cholecalciferol
over a relatively short time period (3 months) is effective in modifying glucose
tolerance in subjects with pre-diabetes. These results prompted the authors to
implement a large trial with long-term follow-up to find out whether treatment with
high dose cholecalciferol is effective in preventing the development of T2D in
subjects with pre-diabetes.

In the last few years, cholecalciferol (vitamin D3) has emerged as a potential
risk modifier for diabetes, and the possibility of T2D prevention with vitamin D3
has been investigated.*® However, the optimum dose of vitamin D3 has not yet
been determined and further background information on the role of vitamin D3 in
diabetes is required to highlight current issues and unmet needs.

In subjects with T2D, dysfunctional islet B-cells are due to decreased [B-cell
mass, and possibly also due to both abnormal ATP/Ca® signaling and free
cholesterol levels. There is evidence that vitamin D may have an important
role beyond the musculo-skeletal system, and, indeed, may modify the risk of
developing T2D. Vitamin D has both direct and indirect effects, the latter via
regulation of calcium effects on various mechanisms related to T2D, including
pancreatic B-cell dysfunction, impaired insulin action and systemic inflammation.
Vitamin D supplementation with calcium may be beneficial in controlling glucose
levels since these nutrients act together on insulin secretion and sensitization.
The potentially significant extra-skeletal role of vitamin D is highlighted in several
recently published studies including the demonstration of expression of the
vitamin D receptor in a large number of non-skeletal cells, including pancreatic
B-cells. Evidence of the effect of vitamin D supplementation in T2D comes
primarily from many cross-sectional and prospective observational studies, most
of which showed an inverse association between vitamin D status and prevalence
or incidence of T2D. All these observations have prompted investigators to study
the effect of vitamin D3 supplementation in patients with pre-diabetes.
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