Fibrates and albuminuria progression
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Sir,
In their recent meta-analysis, Jun et al have shown that fibrate therapy had a beneficial effect on progression of albuminuria (14% reduction versus placebo; p=0.028)(1). This positive renal effect is seen even if serum creatinine classically increases in subjects treated with fibrates. This creatinine increase is linked neither to a reduction in glomerular filtration rate (GFR)(no modification of inulin clearance) nor to an effect on tubular creatinine secretion (no modification of creatinine clearance). A potential explanation may be an increased creatinine production. As a consequence, creatininuria rises in parallel to serum creatinine (2). The two largest trials – ACCORD (3) and FIELD (4) - among the three studies included in the “progression of albuminuria” meta-analysis used the albuminuria to creatininuria ratio (ACR) as albuminuria measurement (1). If creatininuria is increasing due to a “non-renal” effect of fibrates, the ACR will automatically decrease, independently of any direct effect of albuminuria, so that this ACR reduction might be considered as an artifact. If the rise in serum creatinine is reversible after stopping fenofibrate therapy (4), it would be interesting to know whether creatininuria and albuminuria (measured in µg/min and not in mg/g creatinine) were also modified concomitantly. The potential positive effect of fibrates on kidney is actually based on a surrogate marker, ACR. We need to better understand the reason why serum creatinine is increasing with fibrates. We need also trials studying the effect of fibrates (and other lipid-lowering agents) either on “true” GFR measurements or on “hard” endpoints (as need to dialysis).      
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