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Effect of Eplerenone on the Development of Diabetic Nephropathy
Type 2 Diabetic Rats

Division of Endocrinology and Metabolism, Department of Internal Medicine,
Korea University College of Medicine, Seoul, Korea

*Jae Hee Ahn, Chai Ryoung Eun, Ji A Seo, Nan Hee Kim

BACKGROUND: Aldosterone antagonists are reported to have beneficial effects on diabetic nephropathy through more complete blocking of
renin-angiotensin-aldosterone system. We investigated the renoprotective effect of selective aldosterone receptor blocker, eplerenone, and
angiotensin converting enzyme inhibitor, lisinopril, and a combined treatment of eplerenone and lisinopril in type 2 diabetic rats. METHODS:
The animals were divided into six groups as follows: Otsuka Long-Evans Tokushima Fatty (OLETF) rats, OLETF rats treated with low dose of
eplerenone (50 mg/kg/day), and high dose of eplerenone (200 mg/kg/day), OLETF rats treated with lisinopril (10 mg/kg/day), OLETF rats treated
with a combination of both drugs (eplerenone 200 mg/kg/day and lisinopril 10 mg/kg/day) and normal obese Long-Evans Tokushima Otsuka
(LETO) rats for 26 weeks. RESULTS: Urinary albumin excretion was significantly improved in the lisinopril group, but not in the eplerenone
group. However, urinary albumin excretion was additionally decreased in the combination group than in the lisinopril group. Glomerulosclerosis
and renal expressions of type I, IV collagen and PAI-1, TGF-B1, CTGF, fibronectin were markedly decreased in lisinopril, eplerenone, and
combination groups. CONCLUSIONS: Aldosterone receptor antagonist showed beneficial effects on type 2 diabetic nephropathy beyond the
effect of ACE inhibition.
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