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The frequency of diabetes, mainly of type 2, is increasing worldwide (WHO). But in contrast to the past decade the incidence of type 2 diabetic patients with dialysis dependent renal failure has stabilized in the US and many European countries.  While in the past, the majority of type 2 diabetic patients presented with Kimmelstiel-Wilson glomerulosclerosis and massive proteinuria, a growing proportion today presents with low eGFR and without albuminuria (presumably ischemic nephropathy; this is found in up to 50% of type 2 diabetic patients with low eGFR).  Another novel presentation is irreversible acute on chronic renal failure or progressive accelerated loss of GFR after an episode of acute renal failure. Microalbuminuria was the supposed first stage of diabetic nephropathy, but today there is consensus that any albuminuria is associated with higher CV and renal risks; in the long run the concept of microalbuminuria should be abandoned. The decisive role of glycemic control in the first decade of diabetes had been recognized in the sixties by Pirart; the UKPDS (as well as the DCCT) studies documented a legacy effect, i.e. a persistent longterm benefit of preceding periods of intensified glycemic control. Whether the renal lesion starts at the time of diagnosis of overt diabetes or even in the so called prediabetic stage has not been fully proven despite some tantalizing evidence. Recently a controversy has arisen about the targets of glycemic control.  A consensus emerges that patients without complications early in the course and no high risk of hypoglycemic episodes should have intensive glycemic control, while this goal becomes progressively more risky in more advanced stages. Elevated nighttime blood pressure is found even in normotensive type 1 and type 2 diabetic patients and predicts onset of proteinuria as well as diabetic nephropathy (DN). In type 2 diabetes, blood pressure in the prediabetic stage strongly predicts DN. There is currently discussion whether RAS blockade prevents the onset of microalbuminuria, but there is no doubt that it attenuates or halts progression of microalbuminuria. In early stages of DN antihypertensive therapy and RAS blockade cause major stabilization of GFR (DETAIL-study) while in late phases (IDNT, RENAAL studies) loss of GFR is delayed, but not halted.  Novel approaches (not without risk) are mineralocorticoid receptor blockade and endothelin receptor blockade.  One of the most important recent insights is the concept of intensified multifactorial treatment (Steno hospital) which lowered CV and renal complications as well as mortality.  With respect to renal transplantation recent evidence documents that kidney plus pancreas TX reduces long term CV events and mortality; in type 1 diabetes it is superior to cadaver or life donor transplantation.
