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NAD dependent deacetyl ase, Srt1confers protectiveeffectsinvarioustissues. Athough
it has been reported that whol e body Srtlinduction by calorierestriction or specific
Srtlactivatorsincreases insulinsecretionor attenuates insulinresistance, therole
of kidney Srtlin diabetic nephropathy has not been el uci dat ed. Vi previously reported
that our Tg mice w th ki dney- speci fi ¢ over expressi on of Srtl protected agai nst AKl (JBC
2010). However, a correl ation between renal Srtl and AKDis unclear. Here, we expl ore
therole of renal Srtlin diabetic nephropathy (ON. W or Tg mice were rendered DN by
the treatnent with streptozotocin (STZ). B ght weeks old nale W or Srtl Tg nice were
subjected to intraperitoneal injection of saline (control) or streptozotocin wth
50ny/ kg/ day for 5 days (W+Sal, W+STZ, Tg+Sal, Tg+STZ). After 2 or 6 nont hs, we neasur ed
various bl ood and urine paraneters, and kidney histol ogy. W+STZ nice were present ed
W t h proninent al bumi nuria w th podocyt es foot process ef facenent. S rtl expressi on was
decreased in proxi nal tubul es as well as podocotyes. Among various nol ecul es, tight
junction protein claudin-1, a parietal epithelial cell narker, was ectopically
upregul ated in podocytes. onversely, these findings were attenuated in Tg+STZ In



podocytes wth the direct transfection of claudin-1, the expressions of slit di aphragm

proteins, podocin and synaptopodin were downregul ated and al bunmin perneability was

significantly increased.ln non-DN state, Srtl dowregul ated claudin-1 expression.

opositely, in DN Hainduced Srtl dowregul ation i ncreased the cl audi n-1 expressi on

| eadi ngtothe downregul ationof slit di aphragmprotei nsandtotheincreasein podocyt es'

al bumin perneability. This novel nechanismcontributes to albumnuria in DN
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