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(54) Titlee COMBINATION TREATMENT OF STROKE WITH PLASMIN-CLEAVABLE PSD-95 INHIBITOR AND REPER-
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(57) Abstract: The peptide inhibitor of PSD-95, Tat-NR2B9c, is cleaved by the serum protease, plasmin, inducible by thrombolytic
agents. Conversely, Tat-NR2B9¢ has no detrimental effect on the activity of a thrombolytic agent. Inactivation of Tat-NR2B9¢ by
thrombolytic agents can be reduced or avoided by several approaches including spacing the administration of the respective agents to
avoid substantial overlap in plasma residence between Tat-NR2B9c¢ and plasmin, using mechanical instead of thrombolytic reperfusion
or using active agent that inhibits PSD-95 not subject to cleavage by plasmin, €.g., D-amino acid variants of Tat-NR2B9c.
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