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Biomarkers in diabetic kidney
disease: good use and pitfalls

Silvia Titan'

I n this issue of Archives of Endocrinology and Metabolism (AE&M), two manuscripts
address the important issue of the search for new and reliable biomarkers of kid-
ney function and chronic kidney disease (CKD) risk in diabetes. Domingueti and
cols. (1) evaluate the performance of several formulas of GFR estimation in regard
to albuminuria classification (normo-, micro- and macroalbuminuria). In their analy-
ses, cystatin C-based formulas showed the best performance, followed closely by the
new CKD-EPI creatinine-based equation. Their findings highlight the crave for more
precise measures of GFR estimation and waiving of less efficient methods such as
Cockcroft-Gault formula. When compared to MDRD equation the new CKD-EPI
equation is more accurate and reduces the known effect of MDRD on sub-estimating
GFR in normal and near-normal values (2). However, the CKD-EPI equation based
on creatinine also requires a race definition, which is always problematic, particularly
in highly admixture populations. This formula has not been largely validated outside
US, Europe and Australia and this should be done in populations ethnically different
from the population in whom the equation was derived and revalidated, such as Brazil.
Small Brazilian studies yielded results suggesting that this equation may be applied in
our population (3-5), but larger studies are still necessary. On the other hand, cystatin
C seems to improve accuracy in comparison to creatinine, but is still not largely avail-
able and its cost is still high. These problems could be minimized with a broader use
of this marker, but to the present cystatin C use is still very much restricted to the
research field.

In the other manuscript, Polat and cols. (6) have analyzed several endothelial dys-
function biomarkers in 73 patients with diabetes and either normoalbuminuria and
microalbuminuria in comparison to healthy controls. The authors showed that al-
though differences can be detected among the diabetic and non-diabetic groups, most
biomarkers cannot discriminate those with and without albuminuria. Only sVCAM-1
showed a better performance in identifying those with microalbuminuria.

Reflections raised by the two papers come in accordance with a very actual discus-
sion on diabetic kidney disease. One of the most fearest complications of long-term
poor glycemic control, CKD in diabetes still faces old problems regarding two very
basic problems: diagnosis and classification. Diagnosis has always been supported by
the recognition of long term hyperglycemia, increasing albuminuria occurring along
to GFR loss (represented by the hyperfiltration, microalbuminuric and macroalbu-
minuric phases), the presence of other microvascular injury, especially diabetic reti-
nopathy, and absence of signs of other kidney diseases. However, it has been recently
recognized that the classical description of the hyperfiltration, micro- and macroal-
buminuric phases is limited, since a significant number of diabetic patients with CKD
(and losing GFR over time) may in fact present normoalbuminuria and or micro-
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albuminuria throughout years and never progress to
the macroalbuminuric phase (7). Normoalbuminuric
and microalbuminuric patients which GFR reduction
tend to present a slower decline of GFR and better
glycemic control history than those who present ma-
croalbuminuria (7), but even so represent a significant
proportion of both type 1 and type 2 CKD patients
(7-10). The concept of a progressive renal decline has
also been contested (11,12), at least in type 1 diabe-
tes. In addition, recent trials have questioned the use
of albuminuria as a surrogate marker of CKD by sho-
wing that GFR loss and albuminuria increase may be
uncoupled in diabetic and non-diabetic CKD (13,14).
By replacing renal function assessment for albuminuria
outcomes so extensively in the last 20 years we have
generated some misleading results. Emphasis has been
made in the need of using again “hard renal outcomes”
(such as renal replacement therapy need and doubling
of creatinine) instead of surrogate markers, particular-
ly in clinical trials. It has been proposed that the term
diabetic nephropathy should be replaced by the term
diabetic kidney disease or diabetes-related kidney dise-
ases, although societies throughout the world have not
reached a consensus. This new term should include a
more broad comprehension of renal injury occurring in
diabetes, contemplating different clinical, laboratorial,
pathological and prognostic conditions. In the same
way, the use of albuminuria as a continuous marker of
risk seems to add more information than the simple and
rigid classification of albuminuria in normo-, micro-
and macroalbuminuria (15).

By using albuminuria as the main outcome mea-
sure, the two papers in this issue of AE&M stumble
into this problematic. Ideally, performance of different
ways of estimating GFR should be validated by a gold-
-standard, such as inulin clearance or radioisotope de-
cay curves, exams which are extremely laborious and
time-consuming. Performance should also be evaluated
regarding prediction of renal and cardiovascular hard
clinical events, requiring long term costly studies with
large sample size. Therefore, surrogate markers are still
needed and will continue being used, particularly in ex-
perimental and small clinical studies. Albuminuria has
been extensively demonstrated to be an independent
predictor of CKD progression in all etiologies of al-
buminuric kidney diseases and is clearly the best CKD
surrogate marker we have so far. Data generated from
studies using surrogate markers yield a great amount
of information to our understanding of diabetes-re-
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lated complications. However, when it comes to the
establishment of more definite therapeutic and epide-
miological strategies, we have to consider the whole
spectrum of diabetic kidney disease, and “hard clinical
events” should be prioritized as outcomes.

The search for new biomarkers in CKD is intense in
the literature. The performance of several tubular ma-
rkers, urinary and serum inflammatory cytokines, endo-
thelial and podocyte biomarkers, metabolites analyzed
by metabolomics, and genetic polymorphism’s panels
are currently being evaluated for the prediction of CKD
risk. More accurate identification of those at risk along
with a better understanding of the pathophysiology of
CKD progression are two fundamental steps for gene-
rating new therapeutic tools and for improving health
care in CKD and in diabetic kidney disease.

Disclosure: Advisory Board para Novartis 2014.
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