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BACKGROUND


Pharmacokinetic features of natural PGI2 makes it impractical for medical use. For this reason a number of synthetic forms of prostacyclin have been explored since the discovery of PGI2. The first to be widely used was epoprostenol, a synthetic PGI2.
DISCUSSION

Epoprostenol sodium salt has a short half-life time of approximately 6 minutes in vivo. [1] Therefore, its administration requires continuous intravenous (i.v.) infusion via surgically, permanently implanted central venous catheter with an aid of an infusion pump. It was initially applied by Higenbottam in early 1980s to treat young woman with severe idiopathic PAH (IPAH). [2] Thirteen months of continues infusion of epoprostenol was safe and resulted in improvement of physical capacity, blood oxygenation and lowered pulmonary vascular resistance, thereupon it allowed the patient await heart- lung transplantation in a fairly stable condition. The above mentioned case report and subsequent case series initiated the use of epoprostenol as a palliative agent for managing patients with end-stage PAH expecting lung transplantation. [1] The efficacy of continuous i.v. epoprostenol treatment as a bridge therapy to transplantation procedure was evaluated in two randomized clinical trials in early 1990s. [3,4] Both studies confirmed initial hypothesis that epoprostenol effectively sustains patients alive until the time of transplantation in comparison to conventional therapy. Furthermore, the results of these two studies and data from Registry on Primary Pulmonary Hypertension of the National Institutes of Health (NIH) proved that long-term application of intravenous epoprostenol (8 weeks, 12 weeks and up to 18 months respectively) improves exercise capacity, pulmonary hemodynamics and survival in patients with IPAH. [3,4,5] Following these reports United States of America Food and Drug Administration (FDA) and subsequently European Medicines Agency (EMA) approved in 1990s intravenous eproprostenol for the treatment of severe cases of IPAH. Introduction of epoprostenol as a gold standard therapy for the treatment of IPAH patients remaining in WHO functional class (WHO FC) III and IV prompted investigation of its utility in treatment of other forms of pulmonary arterial hypertension. As a result of a randomized, multicenter, controlled trial, where epoprostenol was proven to be effective in treatment of scleroderma related PAH (PAH-SSc), FDA extended its license for epoprostenol use including the aforementioned clinical condition. [6] Several subsequent studies examined the role of continuous administration of epoprostenol in terms of improvement of hemodynamics, exercise capacity, symptoms and quality of life in different forms of PAH related to a congenital heart disease, PAH associated with portal hypertension (portopulmonary hypertension), HIV- related PAH and in inoperable chronic thromboembolic pulmonary hypertension (CTEPH), indicating that therapy with epoprostenol is warranted in selected groups of patients. [7,8,9,10] A review of an impact of epoprostenol therapy on survival in PAH was provided by two prospective studies published irrespectively in 2002. [11,12] Both studies showed similar survival rates at one, two and three years (87.8%, 76.3%, 62.8% and 85%, 70%, 63% respectively) underlining the validity of long-term epoprostenol treatment for PAH patients. 
CONCLUSIONS

Epoprostenol i.v. is currently recommended by the European Society of Cardiology (ESC) for the treatment of PAH patients in WHO FC III and IV as well as by the American College of Cardiology Foundation and American Heart Association (ACCF/AHA) for high risk PAH patients. [13,14].
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