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BACKGROUND: We have performed double megatherapy (DM) for stage 4 neuroblastoma with bone metastases and/or multiple copies of MYCN, as well as poor responders for current chemotherapy.

METHODS: 21 patients were eligible for DM. Median age was 1 year 11 months ranging from 5 months to 9 years old. Autologous stem cells for double graft were harvested after 2 to 3 courses of chemotherapy. DM (1st: IFO+LPAM, 2nd: BU+TEPA) was carried out after several courses of chemotherapy, and the interval of DM was set at three months. The extirpation of primary tumor was carried out before the second megatherapy. In case of patients whose autologous stem cells were not available, allogeneic transplant was performed. 

RESULTS: Four out of 9 patients who underwent auto-auto DM are alive and three patients are free of disease (8 years to 10 years 3 months). Ten patients received allo-graft for the second transplant, and 2 patients received double allo-graft from the same donors. Six out of 12 patients who received allo-graft are continuing remission (7 months to 5 years 9 months). Four patients of these 6 received a HLA mismatched graft, resulting in four out of seven patients who received HLA mismatched graft (CD34 positive cell transplant from father: 3, HLA mismatched unrelated cord blood transplant: 1) achieved continuous remission. One patient died soon after the second transplant, therefore treatment related mortality rate was 5% in the present setting. 

DISCUSSION: DM can be safely performed without severe complications even in the setting of allo-graft. The preliminary results of HLA mismatched allo-graft instead of HLA matched allo-graft seem to be encouraging.
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