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Diabetic kidney disease (DKD) is still a widespread
complication both in type 1 and type 2 diabetes and the
leading cause of end stage renal disease, accounting for
30—50% of cases in different countries. The routine
markers of kidney dysfunction such as decrease of glo-
merular filtration rate (GFR) and increase in urinary al-
bumin excretion (UAE) come too late in the natural his-
tory of DKD. It seems to be promising to find new uri-
nary proteomic biomarkers of glomerular, tubular and
interstitium damage in DKD much earlier than UAE in-
creases. The «metabolic memory» mechanism in pre-
dicting a risk for DKD through 20 years of follow-up
since the onset of the disease will be discussed. Genetic
polymorphic markers may serve as a useful tool for pre-
diction the risks of DKD in type 1 and type 2 diabetes as
well. The efficacy of renal protection agents such as re-
nin-angiotensin system blocking drugs is rather high but
not enough to stop the DKD. The renal protective capac-
ity of novel classes of glucose-lowering drugs such as
DPP-4 inhibitors, GLP-1 receptor agonists, SGLT-2 in-
hibitors will be discussed.
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Cardiovascular disease is one of the most common
diabetes-associated complications. Before 2008 almost
all randomized controlled studies were «glucocentric»,
concentrating on the glycaemic effect of antidiabetic
drugs. In 2008 paradigm was changed to look for cardio-
vascular complications as the leading cause of death in
type 2 diabetes patients.

This lead to the series of cardiovascular outcome tri-
als with new antidiabetic drugs, mostly showing cardio-
vascular safety. Once more paradigm changed in 2015,
when first superiority results with antidiabetic drugs were
archived. Since that time lots of questions rise, concern-
ing the drug choice in different populations and the pos-
sibility to extend trial results on primary prevention pa-
tients and on the all molecules in classes of SGLT-2 in-
hibitors and GLP-1 receptor agonists. Deep investiga-
tions into the mechanisms of cardiovascular prevention
with antidiabetic drugs are required. Despite the amount
of data provided by cardiovascular outcome trials, this
approach still has certain limitations.
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Acromegaly is a rare disease, most often caused by a
GH producing tumor of the anterior pituitary. Available
treatment modalities to date aim at normalizing serum
IGF-I levels via reduction of either GH overproduction
or GH actions. The obvious advantage is that the efficacy
of different treatments can be easily compared by means
of serum IGF-1I measurements as this is more practical
than frequent GH measurements. This also applies to
comparisons between the effects of long-acting soma-
tostatin therapies (LA-SMSA) and the GH-receptor an-
tagonist, pegvisomant (PEGV). This approach, however,
is based on the assumption that serum IGF-I levels ade-
quately and uniformly reflect disease activity. This as-
sumption, however, is not necessarily valid. In a hypoth-
esis paper, published in the EJE, Negers et al addressed
the relationship between the GH — IGF-I axis with a
specific emphasis on the significant differences in the
modes of action of LA-SMSA and PEGYV. In doing so,
they introduced the novel hypothetic paradigm of hepat-
ic and extra-hepatic acromegaly and its potential clinical
implications. The effects of GH are tissue specific and
concentration dependent. The physiological effects of
GH versus IGF-I remain controversial. Historically, it
has been difficult to isolate the individual effects of GH
and IGF-I at the tissue level during physiological condi-
tions. But the fact that GH possesses a diabetogenic or
‘anti-insulin’ activity while IGF-I (as the name implies)
is similar to insulin in its actions, clearly demonstrates
that physiological differences exist between the actions of
the two peptide hormones. Medical treatment of acro-
megaly with LA-SMSA and PEGV has made it possible
to achieve normal serum IGF-I concentrations in a ma-
jority of patients with acromegaly. These two compounds,
however, impact the GH-IGF-I axis differently, which
challenges the traditional biochemical assessment of the
therapeutic response. Neggers et al postulated that LA-
SMSA in certain patients normalizes serum IGF-I levels
in the presence of elevated GH actions in extra hepatic
tissues. This may result in persistent disease activity for
which they proposed the term extra-hepatic acromegaly.
Pegvisomant, on the other hand, blocks systemic GH ac-
tions, which is not necessarily reliably reflected by serum
IGF-I levels, and this treatment causes a further eleva-
tion of serum GH levels. Medical treatment is, therefore,
difficult to monitor with the traditional biomarkers.
Moreover, the different modes of actions of LA-SMSA



