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Abstract

Innovation in the management of brain metastases is needed. We evaluated the addition of compartmental intrathecal

antibody-based radioimmunotherapy (cRIT) in patients with recurrent metastatic central nervous system (CNS)

neuroblastoma following surgery, craniospinal irradiation, and chemotherapy. Twenty one patients treated for recurrent

neuroblastoma metastatic to the CNS, received a cRIT-containing salvage regimen incorporating intrathecal (131)I-

monoclonal antibodies (MoAbs) targeting GD2 or B7H3 following surgery and radiation. Most patients also received

outpatient craniospinal irradiation, 3F8/GMCSF immunotherapy, 13-cis-retinoic acid and oral temozolomide for systemic

control. Seventeen of 21 cRIT-salvage patients are alive 7-74 months (median 33 months) since CNS relapse, with all 17

remaining free of CNS neuroblastoma. One patient died of infection at 22 months with no evidence of disease at autopsy,

and one of lung and bone marrow metastases at 15 months, and one of progressive bone marrow disease at 30 months.

The cRIT-salvage regimen was well tolerated, notable for myelosuppression minimized by stem cell support (n = 5), and

biochemical hypothyroidism (n = 5). One patient with a 7-year history of metastatic neuroblastoma is in remission from

MLL-associated secondary leukemia. This is significantly improved to published results with non-cRIT based where

relapsed CNS NB has a median time to death of approximately 6 months. The cRIT-salvage regimen for CNS metastases

was well tolerated by young patients, despite their prior history of intensive cytotoxic therapies. It has the potential to

increase survival with better than expected quality of life.
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