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            Abstract
Vanishing white matter disease (VWM) is a heritable leukodystrophy linked to mutations in translation initiation factor 2B (eIF2B). Although the clinical course of this disease has been relatively well described, the cellular consequences of EIF2B mutations on neural cells are unknown. Here we have established cell cultures from the brain of an individual with VWM carrying mutations in subunit 5 of eIF2B (encoded by EIF2B5). Despite the extensive demyelination apparent in this VWM patient, normal-appearing oligodendrocytes were readily generated in vitro. In contrast, few GFAP-expressing (GFAP+) astrocytes were present in primary cultures, induction of astrocytes was severely compromised, and the few astrocytes generated showed abnormal morphologies and antigenic phenotypes. Lesions in vivo also lacked GFAP+ astrocytes. RNAi targeting of EIF2B5 severely compromised the induction of GFAP+ cells from normal human glial progenitors. This raises the possibility that a deficiency in astrocyte function may contribute to the loss of white matter in VWM leukodystrophy.
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                    Figure 1: VWM patient–derived CC cells express oligodendrocyte lineage markers.[image: ]


Figure 2: Lineage marker–negative, VWM patient–derived VZ cultures are capable of generating neurons, oligodendrocytes and astrocytes.[image: ]


Figure 3: VWM patient–derived astrocytes show an unusual morphology.[image: ]


Figure 4: Antisense targeting of EIF2B5 in hGPC leads to an impaired generation of GFAP+ astrocytes.[image: ]
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