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Protective effect of TIR/BB-loop mimetic AS-1 on renal ischemia/reperfusion injury in mice
DIAO Aiqgin',ZHANG Guangji', WANG Hui', PAN Aiping', YUAN Haijian', LI Jiantao™

'Medical Institute of Taizhou Polytechnic College, Taizhou 225300; *Department of Pathophysiology, Nanjing
Medical University , Nanjing 211166, China

[Abstract] Objective: To explore the effect and mechanism of TIR/BB-loop mimetic AS-1 on renal ischemia/reperfusion injury in
mice. Methods: Male C57BL/6 mice were randomly and equally divided into four groups : sham operation group (Sham group) , renal
ischemia/reperfusion injury group (RIR group) , AS-1+renal ischemia/reperfusion injury group (AS-1+RIR group) , vehilce +renal
ischemia/reperfusion injury group (vehilce + RIR group). The renal ischemia/reperfusion injury model was constructed by clipping
bilateral renal veins for 45 min and reperfusion for 24 h. The AS-1+RIR group and vehilce+RIR group were intraperitoneally injected
with 50 mg/kg AS-1 and vehicle 30 minutes before operation. After 24 h reperfusion, renal functional parameters, serum mediator
concentrations , markers of apoptosis indexes and expression of phosphorylated NF-kB p65 were determined. Results : Serum creatinine
(Ser) \blood ureanitrogen (BUN) \TNF-a . IL-6 ., Cleaved caspase3 ., Bax and p-NF-kB p65 were significantly increased after renal IR
compared with the sham group (P < 0.01). The expression of Bcl-2 and the ratio of Bel-2/Bax were significantly decreased (P < 0.01).
After treatment with AS-1, the levels of Ser,BUN ,TNF-a,IL-6cleaved caspase 3.Bax and P-p65 were significantly decreased (P <
0.01) , the expression of Bel-2 was increased (P < 0.01) , and the ratio of Bel-2/Bax was also increased. Conclusion: TIR/BB loop
analogue AS-1 has protective effect on renal ischemia - reperfusion injury in mice. The mechanism may be related to its anti-
inflammatory and anti apoptotic effects by inhibiting the activation of NF - k B signaling pathway.
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Table 1 The levels of serum Scr and BUN (% +s)

2H 5 Ser(wmol/L) BUN (mol/L)
sham(n=7) 8.07 + 1.67 11.88 +1.58
RIR(n=7) 65.48 + 520" 89.03 +5.57"
AS-1+RIR(n=7) 16.18 = 1.95" 16.26 = 3.47"
HI+RIR (n=7) 67.75 +2.98" 91.1 +4.90"

5 sham 440, P < 0.01; 5 RIR 4L F¥ 77 +RIR ZHAH L, 7P <
0.01,
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55 sham 2 A0 HE , RIR 26 /N 3R 400 L4 8 00, /S
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5T 117.68%(101.980+6.159 vs. 221.994+7.512,n=
7,P<0.01). AS-14b#)5 , 5% FI+RIR 414 Lt
TNF - o ) 3 15 5 FR AR T 36.67% (178.671+6.303 vs.
113.144+6.700,n=7,P < 0.01) , IL-6 By Fe L R IEAL T
29.60% (221.994+7.512 vs. 156.272+3.652,n=7,P <
0.01). 5 RIRAMLL, % H+RIR H B TNF-a  IL-6
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0.050 vs. 1.545+0.031,n=3,P < 0.01),Bcl-2 (Y15
AR T 41.85% (1.000+0.062 vs. 0.582+0.047, n=3,
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Figur 1 The histopathological changes of kidney tissues
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Figure 2 The levels of serum inflammatory factors
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Figure 3 Immunohistochemical detection of the infiltration of inflammatory cells in mice kidney of each group (IHC,x400)
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Figure 4 The results of apoptosis index
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Figure 5 The levels of NF-kB p65 phosphorylation
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