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The novel 7-substitued camptothecin analog ST1481 (GIMATECAN) is active in preclinical models of human neuroblastoma
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Gimatecan (ST1481, 7-tert-Butoxyiminomethylcamptothecin), is a novel lipophilic camptothecin analog showing a better pharmacological profile and a lack of cross-resistance to topotecan and irinotecan. Gimatecan is currently under evaluation in Phase I/II clinical trials administered by oral route. In the present study we compared the in vitro  antitumour activity of gimatecan, SN38 (the active metabolite of irinotecan) and topotecan in a panel of neuroblastoma cell lines (SK-N-DZ; BE(2)M17; LAN-1; RNGA and BE(2)c). Gimatecan was about 1.4-4 times and up to 40-fold more cytotoxic than SN38 and topotecan respectively. All analogues induced a dose-dependent arrest in G2-M phase of the cell cycle after 1h incubation and 24/48/72 hours of recovery in drug-free medium. Gimatecan was more efficient than SN38 and topotecan  in inducing apoptotic death as shown by tunel assay and sub-G0 cell accumulation. DNA strand breaks induced by the drugs (detected by the alkaline Comet assay) was dose-dependent and was up to 4-fold higher for gimatecan at equitoxic doses (10xIC50). In the in vivo study, where gimatecan was administered orally at 0.6mg/Kg and 0.9 mg/Kg doses and q4dx3 schedule, the drug showed a complete tumour regression in 100% of mice. Toxicity was negligible with no toxic deaths and less that 10% in weight loss. > Taken as a whole, our findings show that gimatecan appears very active in neuroblastoma with limited toxicity. We suggest that the drug warrants further clinical development in patients with neuroblastoma. 
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