Protein Kinase C Beta Il Peptide Inhibitor Elicits Robust Effects on Attenuating Myocardial Ischemia/Reperfusion Injury
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Table 1. Initial and final cardiac function values and infarct size for control, myr-PKCpII+/- MI/R studies; *p<0.05, **p<0.01 vs.
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Infarct size

Myr-PKCBII- treated hearts had significantly reduced infarct size compared to controls. \We

believe there was no significant difference between myr-PKCBII- and myr-PKCBII+ because

NOX-2 mediated ROS generation during reperfusion may be maximally activated by tissue

cytokines and further stimulation by myr-PKCBII+ does not result in additional tissue injury.

Cardiac function

Myr-PKCBII- improved post-reperfused cardiac function (vs. both control and myr-PKCBII+).

The significant improvement in final post-reperfusion L\VVDP in myr-PKCpBII- treated hearts Is

attributed to the significant reduction in final LVEDP values (i.e. ~37mmHg) compared to

R I control and myr-PKCBII+ hearts (i.e. ~58mmHg), and is reflected in the significant restoration
esults of the final maximal rate of contractility (+dP/dt..) and relaxation (-dP/dt._. ).

Inhibition of tissue NOX-2 attenuates inflammation mediated vascular injury seen in various
diseases, including diabetes and myocardial infarction (4). Previously, a myristoylated (myr-)
selective PKCBII peptide inhibitor (N-myr-SLNPEWNET; myr-PKCBII-) was found to dose
dependently inhibit superoxide (SO) release and MI/R Injury via the mechanism depicted in
Figure 2 (3, 6, 7). Myristoylation of peptides is known to potentiate their entry into the cell
via simple diffusion through the cell membrane to affect PKC activity (8). However, the
effect of myr-PKCBII peptide activator (N-myr-SVEIWD; myr-PKCBII+) on MI/R injury has
not been studied (9).

C2-4 peptide inhibitor

Statistical Analysis

All data In the text, figures, and table are presented as means = S.E.M. The data were
analyzed by ANOVA using the Fisher’s PLSD test. Probability values of <0.05 are
considered to be statistically significant.

(SLNPEWNET) These results suggest that: 1) Inhibition of myocardial tissue NOX-2 activity may be the
| principal pathway through which myr-PKCBII- mediates its cardio-protective effects in MI/R
PKC gl - | Injury. 2) Treatment with myr-PKCBII- would be an effective strategy to limit MI/R injury In
] heart attack patients upon reperfusion via fibrinolytic therapy, angioplasty or coronary artery
peptide activator a0 T bypass surgery.
(SVEIWD) = | -
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translocation to the cell membrane via RACK binding and its interaction with substrates, like NOX-2,
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