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Localised and unresectable neuroblastoma in infants : Excellent outcome with low-dose primary chemotherapy.
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on the behalf of the Infants Neuroblastoma European Study (INES).
Purpose: To evaluate the efficacy of moderate-dose chemotherapy in infants with localised and unresectable neuroblastoma (NB) and confirm the good results of the French pilot study  (Ref Rubie et al Br J Cancer 2003).

Patients and methods: All consecutive infants with localise unresectable NB and no MYCN amplification were eligible for the  INES-Trial 99.1. Primary tumour was deemed as unresectable if the o imaging data suggested any risk with  immediate resection. Diagnostic procedures and staging were done according to INSS recommendations. For children who had  no threatening symptom (e.g. vital risk or dumbbell NB with neurologic deficit), chemotherapy consisted of low-dose cyclophosphamide (5 mg/kg/d x 5 days) and vincristine  (0.05 mg/kg at day 1) – CV and repeated 1 to 3 times every 2 weeks until surgical excision could be safely performed. No post operative treatment was given. Those infants who had threatening symptoms or an inadequate response to CV  received Carboplatin and etoposide (CBP-VP) and possibly Vincristine-Cyclophosphamide-Doxorubicin (CadO).

Results: Between November 1999 and October 2003, in excess of  600  infants under 12 months of age with NB were registered with  the study, of whom 112 had a localised and unresectable NB without MYCN amplification. At the time of the current analysis there were 77 evaluable patients of whom  24 had a threatening symptom and received 2 courses of CBP-VP16 alone (n=11).  A further 13 also received  2 courses of CAdO  according to the protocol. CV alone (2-4 courses) was administered to 18, followed by (CBP-VP) (n=22) or CAdO (n=13) according to the protocol. Treatment was well tolerated, with little significant toxicity. Surgery was attempted in the majority of patients following chemotherapy. All children are doing well but longer and fuller follow up is required.

Conclusion: In infants presenting with localised and unresectable NB without MYCN amplification or any threatening symptoms, anthracycline-containing regimens could be avoided in 75% of patients without jeopardising their long-term outcome.
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