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11) A drug for diabetic multiple organ complications
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Fig.1 Immunohistochemistry of HIF-1a and light micrographs of sections from kidneys stained with cresyl violet in ex-

perimental animals.

ZL : Lean control, ZDF : ZDF rats, ZDF+M : ZDF rats treated with metformin (250 mg/Kg/day) for 8 weeks at 17

weeks of age. Inmunopositive cells appear brown as a result of 3, 3' -diaminobenzidine tetrahydrochloride colori-

metric reaction. The proximal tubular cells in cortical juxtamedullary region were captured by LCM.
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Fig. 2 Genes up- or down-regulated by metformin treatment in proximal tubular cells of ZDF rats.
47 genes were changed by more than twofold in ZDF rats vs lean control rats.
Metformin treatment up-or down-regulated 37 genes, compared with those in non-treated ZDF rats.
ZL : Lean control, ZDF : ZDF rats, ZDF+M : ZDF rats treated with metformin (250 mg/Kg/day)
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