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BACKGROUND AND AIM. Widespread neuroblastoma include stage 4 and stage 4s, which differ profoundly since the former requires chemotherapy for achieving cure, the latter undergoes spontaneous regression in most cases. However the distinction between stage 4 and 4s is not always clear. 

PATIENTS. Children aged 0-11 months with stage 4-4s neuroblastoma diagnosed in 25 Italian institutions between 3.1991 and 11.1999 were eligible. All were evaluated at diagnosis with mIBG scintigraphy and bone marrow aspirates. Stage 4 pts received chemotherapy according to the current protocols. In absence of lifethreatening symptoms stage 4s pts received only supportive therapy.

RESULTS. Of 100 eligible pts, 68 had stage 4s (64 were ( 6mos and 27 were ( 2mos), 32 stage 4 (3 were ( 6mos). Stage 4s . Of 68 cases 20 received chemotherapy because symptomatic and 6 of them died. Other two died before treatment could be started. Of 43 not treated at onset, 10 developed PD at 4-36mos, 6 of whom died. 3/4 pts with MYCN amplification died. 53 pts survive at 18-124mos (median 65).  5-y OS is 77%, EFS is 64%. Stage 4. Of 32 cases 8 developed PD or relapse of whom one survives. 5/7 who died had MYCN amplification. One additional patient died of toxicity (brain haemorrhage). 23 pts survive from 42-118mos (median 83) and one was LFU with OS  72% and EFS  69%.
Conclusion. We confirm that (a) stage 4s prevails respect to stage 4; (b) stage 4s is mostly confined to the first 6 mos of life, while stage 4 is almost exclusive of the second semester; (b) as previously reported, OS  and EFS are similar in both stages, (c) in both stages MYCN amplification is associated with worse prognosis. We still lack biological determinants to clearly differentiate stage 4 and 4s in infants.
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