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PODOCYTES BY SUPPRESSING THE INSULIN SIGNALING PATHWAY
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Figure 3: Treatment of glomeruli with 25 mmol/LL glucose
for 96 h resulted in downregulation of the p-Akt and p-IR

TUNEL assay.
Figure 2: Treatment of HGEC with DTT for 24 h results i increased PARP and Caspase-3 cleavage, a
response that occurs in a greater extent in adherent 25 mmol/L. glucose-culture cells than n control (5
mmol/L. glucose-cultured cells) (A, B; Western blot image and densitometric analysis; FL-floating cells, |j.cals without affectine total IR levels (A: Western blot

AT-attached cells). Increased apoptosis 1s further confirmed by DNA fragmentation analysis (C) and image) which coincided with enhanced apoptosis as

Exposure of HGEC to HG led to: TUNEL staining (D). Data represent mean SEM, n=3-5, **P<0.01 vs. control (5 mmol/L glucose) and | . . by increased PARP and Casp3 cleavage (B:
' "P<0.05, *P<0.01 vs. control (25 mmol/L glucose). : : - St ;
: - o Western blot image). N=4-5.
* increased glucose uptake (Fig. 1A)

* downregulation of insulin signaling CONCLUSIONS
(Figs. 1B-F)

e diminished  PI3K-regulated Akt
phosphorylation (Figs. 1E-G)

* altered IRS-1 phosphorylation
favoring serine versus tyrosine residues

(Figs. 1H, I)

* mcreased susceptibility to apoptosis,
as seen by increased cleavage of REFERENCES:

These results suggest that HG compromises the insulin signaling pathway in the glomerulus,
promoting a pro-apoptotic environment. Our data suggest a possible critical step for this malfunction
at the level of IRS-1 phosphorylation. We hereby demonstrate the insulin signaling pathway as
another target for investigation for the prevention and/ or treatment of diabetic nephropathy.
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* induction of apoptosis (Fig. 3B)
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