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In this issue, the 2018 joint ADA/EASD consensus report
(https://doi.org/10.1007/s00125-018-4729-5) incorporates a
comprehensive review of the literature from 2014 and
interprets this new evidence into a series of pragmatic, practical
road maps to help clinicians navigate the increasingly complex
area of management of hyperglycaemia in adults with type 2
diabetes. It emphasises the patient-centred approach to care and
recognises the ongoing therapeutic value of comprehensive life-
style management and patient self-management education.
Since 2015, the rapid accumulation of evidence, particularly
from cardiovascular outcomes trials, has clearly demonstrated
that some glucose-lowering agents confer cardiovascular out-
come benefit. These findings have precipitated a fundamental
change in approach. For an increasing number of patients, the
presence of specific comorbidities (e.g. atherosclerotic cardio-
vascular disease, chronic kidney disease, heart failure, obesi-
ty), safety concerns (e.g. risk of hypoglycaemia) or the
healthcare environment (e.g. cost of medication) mandate a
specific approach to the choice of glucose-lowering medica-
tion, and recommendations are given in this report. The report
also tackles important barriers to improving patient outcomes,

such as therapeutic inertia and medication adherence, includ-
ing persistence. It explains that patient preference is a major
factor driving the choice of medication and that a coordinated
chronic care model that promotes interaction between more
empowered patients and proactive healthcare teams is central
to improving outcomes.

Fifty years of pancreatic islet pathology in human type 1
diabetes: insights gained and progress made

Noel G. Morgan, Sarah J. Richardson

It is a sobering statistic that, although millions of people world-
wide live with type 1 diabetes, fewer than 600 pancreas samples
have become available for the study of the pathology of the
disease. Nevertheless, important progress has been made and,
in this issue, Morgan and Richardson (https://doi.org/10.1007/
s00125-018-4731-y) review the current understanding of
pancreatic islet pathology. They consider the evidence that
islets become inflamed during disease progression and discuss
the different types of immune cell involved in this process, as
well as how these cells may influence the rate and extent of beta
cell loss. The importance of the peri-islet membrane as a barrier
to immune cell infiltration is assessed and the notion that beta
cells may contribute to their own demise by signalling to the
immune system is explored. The authors suggest that type 1
diabetes is not a single disease and argue that this insight is
critical to the targeted design of effective interventions.

The figures from this review are available as a downloadable
slideset.

Competition for publication in Diabetologia continues to grow, and less than 20% of
papers are accepted. Of all the high-quality papers that appear in this month’s issue I
want to draw your attention to four articles that I think are particularly interesting.
The articles are summarised here. Our publisher, Springer, has kindly made the full
text of each of these papers freely available.
I hope you enjoy reading them!
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Relation of plasma ceramides to visceral adiposity, insulin
resistance and the development of type 2 diabetes mellitus:
the Dallas Heart Study

Ian J. Neeland, Shruti Singh, Darren K. McGuire, Gloria L.
Vega, Thomas Roddy, Dermot F. Reilly, Jose Castro-Perez,
Julia Kozlitina, Philipp E. Scherer

Ceramides are sphingolipids involved in the regulation of signal
transduction pathways. Although they have been found to con-
tribute to insulin resistance in preclinical models, epidemiolog-
ical data evaluating the relationship between plasma ceramides,
indicators of dysfunctional adiposity and type 2 diabetes are
lacking. In this issue, using data from the Dallas Heart Study,
Neeland et al (https://doi.org/10.1007/s00125-018-4720-1)
report that shorter-chain fatty acid ceramides were associated
with an unfavourable adiposity, lipid and insulin resistance pro-
file. In contrast, longer-chain unsaturated fatty acid ceramides
were inversely associate with this phenotype. The authors show
that plasma ceramides were not independently associated with
impaired fasting glucose or incident type 2 diabetes after ad-
justment for clinical factors. These findings suggest a role for
ceramides in a shared pathway of metabolic dysfunction that
links dysfunctional adiposity with insulin resistance. They also
provide a nuanced perspective on the relationship between
ceramides and metabolic phenotypes. Further investigation is
needed to evaluate the potential role of plasma-based ceramide
screening in metabolic risk stratification.

Müller glial dysfunction during diabetic retinopathy in
rats is reduced by the acrolein-scavenging drug,
2-hydrazino-4,6-dimethylpyrimidine

Rosemary E. McDowell, Peter Barabas, Josy Augustine,
Olivier Chevallier, Philip McCarron, Mei Chen, J. Graham
McGeown, Tim M. Curtis

Müller cells play a critical role in maintaining retinal function
and survival. These cells are particularly vulnerable to damage
in diabetes and their dysfunction has been linked to the path-
ogenesis of diabetic retinopathy. Up to now, the mechanisms
through which diabetes affects these cells has remained un-
clear. In this issue, McDowell et al (https://doi.org/10.1007/
s00125-018-4707-y) report that accumulation of the acrolein-
derived advanced lipoxidation end-product,Nε-(3-formyl-3,4-
dehydropiperidino)lysine (FDP-lysine), on Müller cell pro-
teins contributes to the dysfunction of these cells during dia-
betes. They identify a new drug called 2-hydrazino-4,6-
dimethylpyrimidine (2-HDP) as a potent acrolein scavenger
and demonstrate that this compound prevents Müller cell
FDP-lysine accumulation and dysfunction in the retina
in vivo, in rat models of diabetes. This drug also reduced
oxidative and inflammatory responses in the retina and im-
proved neuroretinal function during experimental diabetes.
These findings suggest that acrolein scavengingmay represent
a novel therapeutic approach for the early-stage treatment of
diabetic retinopathy.

All text supplied by the authors.
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