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Role of ischemia-inducible activator of G-protein signaling in cellular response to
pathophysiological stimuli
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We previously identified an ischemia-inducible G-protein activator, activator of
G-protein signaling 8 (AGS8), which interacts directly with GB y and regulated a critical cascade
leading apoptosis of cardiomyocyte under hypoxia. We tried to protect cardiomyocytes from thoxic injury
by disrupting AGS8 mediated GB y -singling. We developed a peptide (AGS8-peptide) that blocked the
association of GB y with AGS8 based on amino acid sequences of the GB y binding domain of AGSS.
AGS8-peptide successfully blocked the interaction of GB y with AGS8 in vitro. To evaluate effect of
AGS8-peptide in vivo, rat neonatal cardiomyocytes were exposed to hypoxia (6 h)/reoxygenation (18 h).
AGS8-peptide was successfully transferred to cardiomyocytes, and blocked apoptosis of cardiomyocytes.
These data indicated an importance of AGS8 mediated GB y -signaling in apoptosis of cardiomyocytes, and
its potential as novel therapeutic target.
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