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Selective estrogen receptor modulator attenuates albumin-induced apoptosis in renal
proximal tubules through inhibition of mitochondrial stress

Fujimoto, Sohachi
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e investigated whether the selective estrogen receptor modulator, raloxifene,
could attenuate albumin-induced tubular injury through reducing mitochondrial oxidative
stress. ICR-derived glomerulonephritis ICGN% mice, a mouse strain with a hereditary nephrotic syndrome,
underwent ovariectomy, and were treated with raloxifene (50u g/kg/day) for 6 weeks. Ovariectomy induced
the apoptotic cell death in renal proximal cells (terminal deoxynucleotidyl transferase dUTP nick-end
labeling staining) and decreased cytochrome-c oxidase activity in mitochondria. Electron microscopy of
the ovariectomized ICGN mice revealed morphologically abnormal mitochondria, and these changes were
suppressed following treatment with raloxifene with upregulation of the mitochondrial thioredoxin system.
Stimulation of estrogen receptor attenuated programmed cell death in renal proximal tubules induced by
albumin-overload as a result of amelioration of mitochondrial dysfunction.
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