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Protective effects of z—VAD-FMK on renal ischemia-reperfusion injury in rat
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Abstract Objective: To investigate the effects and the mechanism of z—VAD-FMK in renal ischemia—reperfusion injury in rat. Methods:
Thirty male adult SD rats were divided randomly into 3 groups: sham group, control (DMSO) group, drug (z—VAD-FMK) treated group.
The rats in control group and z—VAD-FMK group were established at 45 min after the left renal artery occlusion on the basis of the right
renal resection. Drugs were given through the tail vein 15 min before reperfusion, while the right kidney in rats was resected in the sham
group but the left artery was not clamped. Kidneys and blood samples were obtained after reperfusion to determine serum creatinine (Scr)
and blood urea nitrogen (BUN). Renal morphology dyed with HE was observed with microscope. TUNEL was used to detect the apoptosis of
kidney cells. ELISA was applied to detect the levels of TNF-a and IL-10. Expressions of caspase—3 and caspase—8 protein were assessed
by Western blot. Results: Compared with control group, plasma levels of Ser and BUN were significantly lower in the z—VAD-FMK
treated group(P<0.01); the slough of tubular epithelial cells, the edema of interstitial and the infiltration of inflammatory cells significantly
decreased; the number of apoptotic glomerular cells also significantly decreased (P<0.01); the expressions of TNF -a, IL-10 were
significantly lower (P<0.01); the expressions of caspase—3 and caspase—8 protein significantly decreased(P<0.01). Conclusion:z-VAD-
FMK can protect the renal ischemia—reperfusion injury in rat, which may be associated with the inhibition of apoptosis and inflammation.
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Fig1 Morphological changes of kidney tissues in 3 groups(HEx200)
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Fig 2 Apoptotic changes of kidney tissues in 3 groups (x400)
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Tab1 The changes of Scr, BUN, TNF—q, IL-10, AI of serum in 3 groups( xs)

k| EIL7E Ser/(pmol/L) BUN/(mmol/L) TNF-o/(pg/mL) IL-10/(pg/mL) AL/%
TR 10 46.39+5.69 7.24+1.70 112.20+7.71 35.95+3.23 12.832.28
gLl 10 312.27£14.71% 40.85+3.39% 521.75+11.49% 107.71+5.98* 57.21+5.98"
AL 10 262.91£12.41% 30.474.96* 373.11£14.06" 88.75+4.51* 31.47+2.36*

SRFARAMEL, *P<0.01; 5% A A, *P<0.01,%P<0.05
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Fig 3 The expressions of caspase—3 and caspase—8 of kidney tissues

in 3 groups
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Tab 2 The comparison between caspase—3 and caspase—S8 in Kidney

tissues in 3 groups( xs )

20571 AL caspase-3/B-Actin  caspase—8/B—Actin
RFARA 10 0.081:0.0031 0.30£0.015
XJRREH 10 0.910.157* 0.94+0.017*
B 10 0.88+0.131* 0.92+0.024
HIBFARAMEL, *P<0.01; 53 R4 H L, P<0.01
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