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increased in patients receiving sulfonylurea as compared with 
those using only metformin. Patients under sulfonylurea as 
monotherapy were 58 percent more likely to die from any cause 
than those taking metformin [10]. Therefore, these data have 
to be taken into account for the selection of the initial therapy, 
mainly for economic reasons of public health services.

Ideally the therapeutic decision should be based on long-term 
effectiveness. There is general agreement on the first-line use of 
metformin in most patients with type 2 diabetes; however, there 
is no enough evidence for the selection of the most appropriate 
medication as the second-line agents. 
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It is generally believed that the initial management of people 
with type 2 diabetes is based in the acceptance of a change in the 
life style which includes avoid overweight and regular physical 
activity. When is necessary to add a pharmaceutical drug to 
reduce hyperglycemia it is important to bear in mind that anti-
diabetic agents act through different mechanisms of action, 
including reduction in hepatic glucose production, stimulation of 
insulin secretion and increasing insulin sensitivity in peripheral 
tissues [1,2]. 

Metformin is recommended as initial therapy, since does not 
provoke hypoglycemia and weigh gain, nor is associated with 
important side effects; in addition is one of the least expensive 
diabetes drugs. Nevertheless nearly half of patients, who initially 
achieve glycemic control within accepted normal limits, show a 
progressive deterioration of glucose control after two or three 
years. At the present, sulfonylureas are generally combined with 
metformin in basis of their effectiveness and low cost [3,4]. At 
the 1970 decade was published the study named University 
Group Diabetes Study Program which showed that glycemic 
management using sulfonylureas was associated with an 
unexpected risk of higher mortality due to cardiovascular events. 
This finding was followed for a great controversy and a deep 
discussion; resulting in the recommendation of caution for the 
use of sulfonylureas for the treatment of diabetes [5]. 

It is important to emphasize that most patients with type 2 
diabetes will have to eventually use more than one drug to achieve 
glycemic control. The new drugs are more expensive (insulin, 
thiazolidinediones, meglitinides, glucagon-like peptide-1 agonist, 
and dipeptidyl peptidase-4 inhibitors) and enough time has not 
passed to assess their safety [4]. 

Compared with newer agents, older agents have similar 
or superior effects on glycemic control and cardiovascular risk 
factors (blood pressure, lipid levels, and body weight). Some 
of the newer diabetes drugs have been associated with heart 
failure [6-9]; moreover, a recent report from the Clinical Practice 
Research Datalink in United Kingdom which was presented at 
the annual meeting of the European Association for the study of 
Diabetes in 2013, analyzed patients with type 2 diabetes using 
metformin or sulfonylurea as monotherapy in the interval 2000 
and 2012 and showed that overall mortality was significantly 
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