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Aims: Risk adapted treatment according to MycN amplification, age, stage and response for children with localized or metastatic neuroblastoma and evaluation of risk factors.

Patients and Methods: From July 1994 to January 2002 149 patients (73 females, 76 males) were registered. Staging resulted in  52x stage 1, 15x stage 2, 26x  stage 3, 46x stage 4 and 10x 4s. Median age at diagnosis was 1.2 yrs(range 4days-20yrs); 64(43%) were infants. 29 infants were detected through screening. Median observation time is 4.2 yrs. Treatment strategy for MycN non-amplified patients included surgery only for Stages 1 and 2 and 6 chemotherapy courses for stage 3 and 4 including surgery after 4 courses. Stage 4 patients >1a were consolidated with megatherapy and stemcell reinfusion (MGT/PSCR). Patients with MycN amplified tumors received increased treatment intensity including N7-like induction for stage 4 patients, all local irradiation and 1 to 3 MGT/PSCR.

Results: OS and EFS rates of the study population at 4 years are 85%(±3) and 79%(±4), respectively. Infants had an EFS rate of 84% (±5) and children > 1year 76%(±6). Infants with stages 1-3 including 4s had an EFS of 84%(±5) and stage 4 an EFS of 75%(±13) while patients >1yr stage 1-3 have an EFS of 100% those with stage 4 an EFS of 48%(±9). Stage, age, MYCN amplification, 1p deletion, di/tetraploidy, NSE and LDH all are significant predictors for overall survival.

Conclusions: This study achieved excellent outcome for patients >1a with loco-regional disease and improved prognosis for stage 4 patients. It is noteworthy, that these results were achieved with a markedly reduced treatment intensity for MycN non-amplified patients. Eleven infants with MycN amplified tumours appear to have taken advantage from the intensified concept.
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