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We appreciate your interest and comments on our article enti-
tled “Economic impact of combining metformin with dipepti-
dyl peptidase-4 inhibitors in diabetic patients with renal impair-
ment in Spanish patients” which was published in Diabetes & 
Metabolism Journal [1].
  It is correct that the objective of the study was to determine 
resource use and the resulting costs of the combination of me-
formin with dipeptidyl peptidase-4 (DPP-4) inhibitors in pa-
tients with diabetes and renal impairment (RI) in real clinical 
practice. We made a retrospective observational study which 
included 395 patients aged ≥30 years receiving metformin who 
initiated a second oral treatment with DPP-4 inhibitors or oth-
er oral antidiabetics (reference group). The follow-up was 2 
years. The study concluded that, in spite of the study limita-
tions, patients with RI receiving metformin and DPP-4 inhibi-
tors and had a greater probability of achieving better metabolic 
control and lower rates of hyperglycemia, and resulted in lower 
health costs for the Spanish National Health System [1].
  In response to the authors, we would underline that we were 
not evaluating the total cost of treatment, but rather the total 
cost of the patients receiving treatment. Therefore it is neces-
sary to be extremely cautious about the external validity and the 
causality of the observations (see the limitations of the study). 
The cost of medications was greater in the reference group, and 

this was due to the fact that these patients received more drugs 
related to complications (hyperglycemia, cardiovascular events, 
etc.) occurring during the study follow-up. It is true that the 
unit costs of DPP-4 inhibitors are greater than those of other 
oral antidiabetics, and we are grateful for this comment. We 
also agree that using the initial level of glycosylated hemoglobin 
might be more appropriate to compare the general effect in the 
reduction of glucose levels in each group. However, all patients 
in both groups were receiving double therapy, and we therefore 
consider that differences in clinical effects were not very consis-
tent and not very representative of disease progression. 
  DPP-4 inhibitors act by increasing the effect of native gluca-
gon-like peptide-1 which stimulate the secretion of insulin by 
pancreatic β-cells and inhibit the secretion of glucagon by α 
cells [2]. DDP-4 inhibitors may be an alternative to sulfonyl-
ureas in patients with a high risk of hyperglycemia in whom 
metformin is insufficient to achieve glycemic control [3-5]. Fur-
ther studies in real life conditions will be necessary to confirm 
the consistency of our results. 
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