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Neuroblastoma (NB) is an embryonal, sympathetic nervous system  (SNS)-derived tumor that may originate at any site where SNS tissue is located. The NB84 monoclonal antibody, raised to NB cells, is a sensitive marker for NB. A model of tumorigenesis based upon immunophenotypic diversity in the normal fetal SNS histogenesis might indicate tumor progenitor status and define biologic and clinical behaviour. Immunohistochemistry was used to examine a panel of cellular markers shown to be expressed during SNS development (tyrosine hidroxylase, chromogranin, N-CAM and HNK-1) and NB84 in the normal human fetal SNS from 6 to 36 weeks' gestational age. The sympathoadrenal (SA) lineage develops in the trunk region from the neural crest cells that aggregate at the dorsal aorta to form the primary sympathetic anlagen with expression of TH, N-CAM and HNK-1. SA cells subsequently re-migrate to their final destinations, the sympathetic ganglia or the adrenal medulla and locations of extra-adrenal chromaffin tissue. Immature migratory SNS cell types at 8 week's gestational age expressed all the markers analyzed. TH and N-CAM were expressed in all SNS cell types, the former with intensity increasing with increasing gestational age. Chromogranin was abundantly expressed in adrenal chromaffin, small

intensely fluorescent (SIF) and paraganglia cells. HNK-1, was detected in maturing ganglion cells and adrenal neuroblastic cells. NB84, was noticeably absent in SIF and paraganglia cells and was detected in both adrenal neuroblastic and ganglionic SNS cells. These marker profiles may provide an explanation for the putative progenitor cell types of NB.
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