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Background:  Single systemic injection of paclitaxel after stenting reduced restenosis with complete re-endothelialization in a rabbit iliac model (Kolodgie, Circlation 2002). This study evaluated safety of escalating paclitaxel doses in patients with single de novo coronary artery lesion (diammeter >/=3mm)Methods: 23 patients were randomized to 4 dose groups:10,30,70 and 100 mg/m2 given intravenously in <30 minutes after stenting (stent<18mm). Primary endpoints were safety and major adverse clinical events (MACE) at 2 months. Secondary endpoints were MACE and angiographic restenosis at 6 months. Results: Demographics: age 66+/-10 years; males 74%; diabetics 22%. Quantitative coronary angiography (QCA) (n=22):reference vessel diammeter 3.05+/-0.67mm;lesion length 10.7+/-4.33mm; vessel minimum luminal diammeter (MLD) pre 1.21+/-0.39mm;stent MLD post 2.91+/-0.57. Drug related adverse events (AEs) occurred in the 70 and 100mg/m2 dose groups only, these included alopecia, neutropenia and neuropathy but were all reversible and non-serious. QCA showed that the late loss for the 70 mg/m2 dose group was 0.3 ±0.12mm which is similar to late loss values obtained with drug eluting stents.Conclusions: Systemic nanoparticle paclitaxel was safe with no AEs at 10 and 30 mg/m2. QCA peri-stent analysis showed neointimal suppresion at 30 and 70 mg/m2, but this was inconclusive due to small sample size. Based on these results a further study is underway giving systemic paclitaxel at 35 mg/m2 either once or twice (second dose at 2 months).

