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Background: We have previously reported the incidence and characteristics of  patients with CNS NB treated on protocols N4, N5, N6 and N7 from 1980 1999 at MSKCC, during which time there was an increase in overall survival. The  overall incidence was 4.4% (11/251 patients), with 70%  representing isolated CNS recurrences.

Methods: Attempts to eliminate the CNS as a sanctuary site incorporated high-dose myeloablative thiotepa-based regimen with autologous PBSCs and maintenance oral etoposide therapy on  N8, 2000-2003. 

Results: There were 2 CNS relapses (5.6%) of 36 newly-diagnosed N8 patients,  and 3 of 52 (5.8%) patients on protocol 94-18 treated with immunotherapy after thiotepa-based regimens. No single biological feature predicted for the development of  CNS disease. All 5 of these new CNS events represented isolated CNS relapses with no evidence of systemic disease and consisted of parenchymal CNS disease only (n=3), and both parenchymal and diffuse  leptomeningeal disease (n=2).  The median time to diagnosis of the CNS relapse was 12-20 months from initial NB diagnosis, similar to the previously reported median time on N4-N7 protocols (12.5 months).  Despite aggressive surgery and radiation therapy, the time to death was 3-10 months (n=3). Two patients are alive with disease and continue to receive systemic therapy, now 4 and 8 months since CNS disease detection.

Conclusion: Thus far, it does not appear that high dose thiotepa-based myeloablative therapy with PBSCs for metastatic NB  protects the CNS as a sanctuary site, or has altered the incidence and characteristics of CNS relapses. Improved site-directed therapies are needed to address this

complication.
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