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Sodium-Glucose co-Transporter 2 (SGLT2)

NF-E2-related Factor 2 (Nrf2) activators have renoprotective potential,
however their mechanisms are not fully elucidated. In this study, we investigated the effect of
Glucoraphanin (GR), an Nrf2 activator derived from broccoli sprouts, and its active form,
sulforaphane (SFN), on diabetic nephropathy.

We treated wild-type and Nrf2-deficient (C57BL/6J background) mice, made diabetic by a high-fat diet
and low-dose streptozotocin, with a GR containing diet. GR did not affect glomerular lesions and
albuminuria, but improved tubular damage and renal fibrosis in both wild-type and Nrf2-deficient
diabetic mice.
GR decreased Sodium-Glucose co-Transporter 2 (SGLT2) protein expression in wild-type and
Nrf2-deficient diabetic mice. In addition, SFN showed an Nrf2-independent decrease in SGLT2 gene
expression in cultured human proximal tubular epithelial cells. These results suggest that GR may
have renoprotective effects in a Nrf2-independent manner, and the involvement of SGLT2
down-regulation.
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