
Response to the Journal Club article”Adult Neural Precursor Cells and the Dysmyelinated Spinal 
Cord” by Daniel Webber (2007)   
 
 We would like to thank Dr. Webber for his thoughtful review of our study (Eftekharpour et al, 
2007), which demonstrated that transplantation of adult neural precursor cells (aNPCs) can remyelinate 
congenitally dysmyelinated spinal cord axons, reconstruct nodes of Ranvier and restore 
electrophysiological conduction.  As noted by Dr. Webber, the shiverer model is an excellent one to study 
cellular-based remyelination strategies. Moreover, this model obviates the possible contribution of 
endogenous oligodendrocytes which may complicate the assessment of therapies using experimental 
demyelination models.  However as highlighted by the reviewer, the therapeutic potential of aNPCs 
requires validation in clinically relevant models of demyelination or spinal cord injury—a direction we and 
others are actively pursuing (Karimi-Abdolrezaee et al 2006).   

Dr. Webber is correct that the differentiation profile of the aNPCs in culture was not clonally 
assessed but instead was done at the population level (plating 4000 cells per well in differentiation 
conditions).   Of note, however the neurospheres from which the aNPCs were obtained were in fact 
clonally derived.  Published work (Seaberg and van der Kooy, (2003)) and work in progress (CM lab, 
Coles-Takabe BLK et al, ISSCR Abstract, 2007) reveals that plating densities of 10 cells/ul, as were used 
in this study, generate non-clonal spheres at a rate of 4% from primary dissociated tissue and <10% from 
passaged spheres.  Notably however, irrespective of the aNPC derivation in culture, the fact remains that 
3-4X105 of cells/animal from thousands of neurospheres were transplanted, making clonality a non-issue 
in this remodeling study.  The reviewer suggests that the low ratio of astrocyte formation after 
transplantation may be due to the growth factor infusion employed in this study. However our 
unpublished data suggest otherwise.  We have observed a low ratio of astrocytes in some cases when 
growth factor delivery was not performed.  We agree that quantification of the percentage of myelin 
forming oligodendrocytes or differential distribution of different cell types could have potential scientific 
and clinical value.  Importantly, all of the spinal cord transplantation was performed in young adult 
animals (not neonatal) and cell survival was studied after 6-8 weeks.  

In summary, we thank Dr. Webber for his insightful comments regarding our work.  Clearly further 
research is required to realize the therapeutic potential of cell replacement approaches for CNS 
disorders. 
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