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We examined the efficacy of recombinant human endostatin (rhEndostain) on human neuroblastoma xenograft by 3 different ways of administration, and compared its efficacy with those of cytotoxic agents. In the first experiment, when tumors (TNB9) on nude mice reached a weight of 90-95 mg, rhEndostatin 10 mg/kgMW/day was administered subcutaneously to the mice (n=5) daily for 10 consecutive days (total, 100 mg/kgMW). Secondly, the same daily dose of rhEndostatin was administered continuously to the TNB9-bearing mice (n=6) with pumps for 3 consecutive days (total, 30 mg/kgMW). Thirdly (n=6), the period of the administration was extended to 9 days with the pumps replaced every three other days (total, 90 mg/kgMW). In addition to HE, nestin and factor VIII expressions were studied immunohistochemically. The mode of pharmacological actions of 23 chemotherapeutic agents was compared with that of rhEndostatin. In the first experiment, there was a significant decrease in relative tumor weight (RTW) in the experimental group on day 2 only (p<0.05). In the second experiment, RTW was significantly less than that of controls on day 2 through 10 (p<0.01 or 0.05), with a maximum inhibition rate of 60.7%, indicating efficacy. In the third experiment, RTW was also significantly less than that of controls on days 6, 9 and 12 (p<0.01 or 0.05). The number of the intratumoral vessels immunostained with anti-factor VIII antibody was noticeably reduced in tumors on rhEndostatin-treated mice, and nestin staining showed a loss of fibrillar vascular structure in treated tumors. No side effects were observed throughout experiments. Measurement of RTW and immunohistochemical studies clarified that rhEndostatin is effective only when administered continuously, whereas 12 of the 23 chemotherapeutic agents showed efficacy by intermittent administration.
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