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the only antidiabetic drug associated with weightPioglitazone/Metformin 
loss or less weight gain because of its anorecticA Viewpoint by Guntram Schernthaner
effect. Based on the different mechanisms of piog-

Department of Medicine I, Rudolfstiftung litazone and metformin, the two compounds in com-
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bination may have the best relative effects on im-
proving all components of the insulin resistanceInsulin resistance is common in patients with
syndrome: lowering glycosylated haemoglobin,type 2 diabetes mellitus, contributing not only to
fasting and postprandial glucose and triglyceridesdisturbed glucose metabolism in these patients, but
levels, increasing HDL-cholesterol levels and im-also to dyslipidaemia, hypertension, endothelial
proving vascular inflammation and the ather-dysfunction, prethrombotic state and chronic vascu-
othrombotic state.lar inflammation.[1] Thus, isolated lowering of

Of particular relevance is the fact that promisinghyperglycaemia is not sufficient to reduce the high
results were reported for both drugs in reducingrisk of cardiovascular morbidity and mortality in
severe cardiovascular complications (myocardial in-type 2 diabetic patients, most of whom present with
farction and stroke): primary prevention in the caseseveral components of the insulin resistance syn-
of metformin (UKPDS; UK Prospective Diabetesdrome.
Study) and secondary prevention in the case ofAlthough the glucose lowering effects of piogli-
pioglitazone (PROactive; PROspective piog-tazone and metformin are very similar, as demon-
litAzone Clinical Trial In macroVascular Events).strated in a large, head-to-head, prospective, ran-
The availability of a combination therapy with bothdomised trial,[2] these drugs act through different
drugs contained in one tablet may increase the com-mechanisms. Pioglitazone improves insulin sensi-
pliance of patients and offer an optimal anti-insulin-tivity in peripheral tissue, whereas metformin acts
resistance drug with beneficial effects on the highmainly on the liver. These two drugs also differ in
cardiovascular risk of type 2 diabetes. ▲their effects on diabetic dyslipidaemia, with piogli-

tazone exhibiting pronounced effects on high-densi-
ty lipoprotein (HDL)-cholesterol and very low-den- References
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