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Cardiac Regeneration remains a clinical target inspite of numerous concepts including stem cell transplantation, gene transfer and assist devices. Periodic coronary venous pressure elevation (PICSO) proved valid to reduce the ischemic burden in myocardial infarction. Clinical significance has been confirmed by myocardial salvage and event free survival during primary revascularization with thrombolysis by risk reduction for re-infarction and event free survival 60 months after the acute event(p<.0001).These results indicate that PICSO might initiate structural regeneration opening new opportunities in the quest for myocardial recovery. 
Methods: In a pilot study 28 patients undergoing CRT implantation (8 PICSO versus 20 controls) PICSO was applied for 20 minutes. Pre and postinterventional data were compared in between groups and patients were followed for up to two years. 
Results: In all patients PICSO could be performed without disturbing electrophysiologic performance of endocardial leads. Stable hemodynamics during the procedure and different pacing protocols showed no safety concern. Initial data on sequential postoperative pro BNP measurements as well as quality of life data correspond with favorable patient survival up to 2 years endorsing our hypothesis and preclinical experience that PICSO activates regenerative pulses also in heart failure patients. 
Conclusion: This emphasizes our hypothesis that activation of pluripotent coronary venous endothelium is the common denominator of the  PICSO concept and might solve the conundrum of cardiac regeneration. Future pivotal clinical trials will underscore the clinical potential of PICSO as adjunctive therapy in primary revascularization procedures and in the quest to regenerate the failing heart.

