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Early use of anti-GD2 antibody 3F8 plus reduction from 7 to 5 cycles of dose-intensive induction chemotherapy can improve molecular response in high-risk neuroblastoma (NB)
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BACKGROUND AND AIMS:  We previously reported a high response rate with the N6 regimen for NB (JCO 12:2607, 1994).  We test if using 5 instead of 7 chemotherapy cycles while adding monoclonal antibody 3F8 can improve molecular remission.

METHODOLOGY: 86 consecutive newly-diagnosed patients were treated with induction that initially had 7 cycles of chemotherapy (57 patients) but was later limited to 5 cycles (29 patients).  Surgery to resect the primary tumor followed a minimum of 3 cycles. 3F8 (50 mg/m2) was initiated after each of the last 3 cycles of chemotherapy (37 patients).  Marrow molecular remission was studied by quantitative RT-PCR of GD2 synthase mRNA.

RESULTS: Complete histologic marrow remission was achieved in 91% of 76 patients with marrow disease at diagnosis. Following cycle 3 or 4, 86% of primary tumors assessable for response showed >50% shrinkage. After induction, 84 patients had MIBG scans with normalization of metastatic sites in 73 (87%).  Overall results were as follows: 67 (78%) CR/VGPR; 14 (16%) PR; 3 (4%) <PR; 1 (1%) death from infection; and 1 nonevaluable. 5-cycle chemotherapy yielded a CR/VGPR rate of 82%, compared to 77% in the 7-cycle group. Molecular remission achieved after 5-cycle induction with 3F8 versus without 3F8 was 61% versus 52%, and after 7-cycle induction, 68% versus 49%, respectively. Four patients (all received 7 cycles) developed myelodysplasia/leukemia.

CONCLUSIONS: Five cycles of this induction regimen plus surgery suffice to achieve CR/VGPR in the majority of children with high-risk NB.  Early use of 3F8 may improve molecular remission.
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