Fenofibrate can Increase Serum Creatinine
Levelsin Renal Insufficiency
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Fenofibrate is widely wused to treat
hypertriglyceridemia. It actsby increasing theexpression
of the LPL gene, while decreasing expression of apo-C
Il (apowerful inhibitor of LPL activity). Recent studies
have shown that fenofibrate may cause a moderate
reversibleincreasein serum creatininelevels.' It hasnot
been clearly studied whether the increased creatinine
levels reflect a fenofibrate induced alteration of renal
function or whether fenofibrateinterfereswith tubular
handling of creatinine. Moreover thereisno Indian data
on this aspect.

A retrospectivestudy wasthereforedoneby usat Dr.
Mohans' Diabetes Specialities Centre and Madras
Diabetes Research Foundation, Chennai. Medical
records of diabetic subjects with no prior renal
insufficiency who were given fenofibrate and followed
for a minimum period of 3 years were studied. There
wasno significant increase of creatininelevels: 10 out of
50 patients (20%) had slight increase of creatininein the
rangeof 0.2—-0.4mg/ dl, which however camedown to
normal with the continued use of fenofibrate.

We also studied 50 diabetic subjects with
nephropathy who had received fenofibrate therapy for
hypertriglyceridemia. Thisstudy revealed that 28 out of
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50 patients (56%) had amarginal risein creatininelevels
even in theabsence of other conditions, which may have
affected the glomerular filtration rate. Liver enzymes
remained unchanged.

It has been shown that fenofibrate induced changes
in creatinemiainduced by creatininelevel measured by
the Jffe Technique were strongly correlated to those
measured by HPLC (High Pressure Liquid
Chromatography)." A study done by Hohelart & al?,
prospectively examined the effect of two weeks
fenofibrate (200mg) treatment on renal function in 13
hyperlipidemic patients with normal renal function or
mild to moderate renal failure (creatinine clearance =
110to 30 ml/ min). Thisstudy showed that fenofibrate
therapy significantly increases creatinine level in
patients with mild to moderate renal failure but does
not alter renal hemodynamicsor theglomerular filtration
rate. Theincrease in creatinine level is not due to an
inhibition of tubular excretion of creatinine, since no
changes in creatinine clearance were observed (69 + 8
vs68+ 8ml/ min), butit appearstobeassociated with a
parallel increasein urinary excretion of creatinine.

Another study by Broeders & al® reported on 27
patientswho developed renal dysfunction when treated
with afibricacid derivative. The specificagentsused in
that study werefenofibrate and bezafibrate.

Onepossible explanation for these diverse effects of
fibric acid derivatives could be that fibrates, such as
fenofibrate, ciprofibrate and bezafibrate, impair the
generation of vasodilatory prostaglandins, probably
because of the activation of peroxisome proliferator-
activated receptors (PPARs), which can down-regulate
theexpression of theinducible COD-2 enzyme.

We concludethat fenofibrate therapy does not affect
creatininelevelsin thosewithout renal disease. However,
it is better to withhold fenofibrate in those with
established renal disease. If itisused, physiciansshould
be aware that they can expect a marginal rise in
creatinine levels which is most likely reversible on
stopping thedrug.
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