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Study on role of GSK3p for improving myocardial ischemia reperfusion injury in HGF signaling pathway "
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[Abstract] Objective To investigate the role and mechanism of GSK38 activation for improving myo-
cardial ischemia reperfusion injury (IRI) in HGF signaling pathway. Methods The rat isolated cardiomyo-
cytes H9c2 were selected as the study objects. The different kinds of GSK3B adenovirus [ not expressing
GSK3B recombinant adenovirus Ad-GFP;wild type GSK38 adenovirus GSK33-Ad-wt;expressing GSK3B non-
phosphorylation constitutive type active mutant,its serine residue at site 9 (Ser9) mutating as alanine, thus
which can not be inactivated again by phosphorylation, and possessing active GSK3B adenovirus GSK33-Ad-
S9A ;expressing catalytically inactivated GSK3 for duplicating deletion type adenovirus vector,its lysine resi-
due at the site 85 mutating as methionine, thus persistently inactivated GSK3B adenovirus GSK3p-Ad-K85A ]
were used to infect the cells and HG activator was used to stimulate the cells, which divided into the control
group.ischemia and reperfusion (I/R) group,I/R+ HGF group,I/R+ HGF+ Ad-GFP group,I/R+ HGF+
GSK3p-Ad-wt group,l/R+HGF+ GSK33-Ad-K85A group and I/R+ HGF+GSK33-Ad-S9A group. The ex-
pression levels of downstream pathways proteins LKB1 and AMPK,autophagy-related proteins LC3 [[ and Be-
clinl,and upstream pathway protein Akt were detected by Western blot. Results Compared with the control
group and I/R group, the HGF stimulator could promote the expressions of pGSK3B, downstream pathway
protein LKB1 and AMPK, autophagy-related proteins LC3 [ and Beckinl, and upstream protein pAkt, the
differences were statistically significant (P<C0. 05) ; while under the stimulation of HGF activator, the inacti-

vation of GSK3B (the Ad-wt and Ad-K85A group) significantly increased the expression levels of its downstream
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proteins LKB1 and AMPK, autophagy-related proteins LLC3 [I and Beclin-1, whereas which significantly de-
creased in the I/R+ HGF + GSK33-Ad-S9A group, the differences were statistically significant (P<C0. 05).
Conclusion The HGF pathway can promote the cellular autophagy and improve the myocardial ischemia and
reperfusion injury by activating the PI3K/Akt/GSK33/AMPK signaling pathway.
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