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Thymosin B4 alleviates mouse liver ischemia-reperfusion injury by activating AKT-Bad

pathway
FENG Bing,SHEN Jian, WANG Meng, TANG Jin-cao, LI Xiang-cheng®
(Liver Transplantation Center ,the First Affiliated Hospital of NJMU ,Nanjing 210029, China)

[Abstract] Objective: To investigate the effect of thymosin B4 (TB4) on mouse hepatic ischemia-reperfusion (IR) injury and its
possible mechanism. Methods: One hundred male ICR mice were randomly divided into four groups:sham group,70% IR group,
saline group and T4 group respectively. Serum was collected for alanine aminotrasferase( ALT) and aspartate aminotransferase (AST)
measurement at 1,3,6,12 and 24 h after reperfusion. Liver tissues were divided into two parts:one part of liver was fixed for HE
staining, the other part was maintained in liquid nitrogen for Western blotting and PCR. The expressions of TR4,AKT,p-AKT,Bad, p-
Bad were performed by Western blotting;the mRNA expressions of TNF-a and 1L-6 were detected by PCR. Results: During the
process of liver I/R injury,the expression of T4 was decreased at 1,3 h and recovered at 6 h after reperfusion. The levels of ALT
and AST in T4 group were lower compared with the 70% IR group and the saline group (P < 0.05),and TB4 group also showed
alleviated 1/R injury as revealed by HE staining. Meanwhile,the expressions of TNF-a and IL-6 were significantly inhibited in TR4
group. Furthermore,the TR4 group showed elevated phosphorylation levels of AKT (p-AKT) and Bad (p-Bad) at 1,3,6 h after
reperfusion. Conclusion: TP4 can alleviate hepatic I/R injury through activating AKT-Bad pathway directly and inhibiting the
expressions of inflammatory cytokines in mice.
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Figure 1 The expressions of T4 in hepatic I/R injury
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Table 1 The levels of ALT and AST after hepatic I/R in all groups (U/L,x £5)
A L sl

ALT AST ALT AST
Sham 154.93 £ 2.93 206.82 + 4.06 167.24 + 5.06 24478 + 6.05
TR4 685.62 + 27.40 704.10 £ 65.23 653.96 + 42.00 831.38 + 101.57
Saline 1411.94 £ 100.12 1 684.00 + 168.66 1523.10 £ 90.23 1 629.10 + 77.05
IR 1 609.32 + 171.36 1 734.70 + 229.56 1 881.76 + 209.74 2 058.24 + 338.20
1] 6h 12 h 24 h

ALT AST ALT AST ALT AST

Sham 122.34 + 3.63 171.80 = 3.69 79.48 + 4.64 118.68 + 4.66 36.28 + 2.31 109.16 + 7.66
TR4 501.04 + 48.54 645.80 + 80.85 400.72 + 26.19 506.32 + 62.18 162.98 + 11.44  268.42 + 16.20
Saline 1 358.22 + 128.00 1 523.26 + 147.60  925.98 + 82.24  1348.58 + 60.29 360.16 + 28.25  508.44 + 48.78
IR 1 288.66 + 66.46 1 488.82 + 116.86  865.88 + 40.21 1391.96 + 100.60  354.14 + 13.05  547.50 + 67.83
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Figure 2 The changes of liver histology at 6 h after reperfusion in each group(HE,x 200)
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Figure 3 The expressions of 1L-6 and TNF-a at 6 h after

reperfusion in each group
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Figure 4 The expressions of Bad,p-Bad, AKT and p-AKT at 6 h

after reperfusion in each group
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