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In failing hearts, a deficiency in sarco(endo)plasmic reticulum Ca* —ATPase {SERCA) 2a
results in abnormal Ca®* handling and diminished contraction. In addition, a decrease
in the phosphorylation of phospholamban (PLB) has been reported. Gene transfer of
antisense PLB (asPLB) can improve contractile function in the failing human myocardium.
We conclude that SERCAZ2a function enhanced by adenoviral gene transfer of asPLB prevents
Ca? overload-induced LV contractile dysfunction in terms of mechanical work and
especially energetics. Our results indicate that soluble SNJ attenuates cardiac
dysfunction due to CP arrest-reperfusion injury associated with the impairment of the
total Ca? handling in excitation—contraction coupling by inhibiting the proteclysis of
alpha—fodrin.
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