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Body: Purpose: This study investigates the long-term safety of epoprostenol with arginine and sucrose
excipients (epo-AS; approved for pulmonary arterial hypertension [PAH] in the USA as Veletri®), an infused
prostacyclin with improved stability. Methods: In EPITOME-2 PAH patients were transitioned from
epoprostenol with glycine and mannitol excipients (epo-GM; Flolan®) to epo-AS and treated initially for 3
months and then in the ongoing extension until discontinuation or access to commercially available epo-AS.
Long-term safety was evaluated based on adverse events (AE), serious AE (SAE) and reasons for
premature discontinuation. This analysis includes data from all patients treated between 22 March 2011 and
28 January 2013. Results: 41 patients, median (range) duration of PAH 5.4 (1.6-37.1) years and epo-GM
exposure 41 (12—173) months, were transitioned to epo-AS. The median (range) epo-AS exposure was
16.2 (9—22) months. 5 patients discontinued study drug; 4 underwent lung transplant and 1 experienced
sudden death. 40 (98%) patients had >1 AE; the most frequent (>10%) were collective issues with the
delivery system, headache, nasopharyngitis, extremity pain, dyspnoea, jaw pain, flushing, bronchitis,
diarrhoea and fatigue. 18 patients had SAE associated with the delivery system, including 6 patients with
catheter-related infections. Other SAE included right ventricular failure (n=3) and syncope (n=2).
Conclusion: The safety and tolerability profile of epo-AS was typical of that of an infused prostacyclin, and
no new safety signals were identified in patients treated with epo-AS up to 22 months.
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