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The neuropathology of long lived twitcher mice after bone marrow transplantation (BMT) (using a regimen of myeloablation with busulfan) was reported. BMT was performed at 10 days of age and extended the life span of twitcher mice to 276+- 65 days.  Demyelinating pathology which initially improved (P45) after BMT, subsequently exacerbated.  When the mice were examined at >200 days, a large number of demyelinated axons in the spinal cord and sciatic nerve were identified.  Donor derived macrophages accumulated in the white matter and contained lipid droplets, indicating that myelin was continuously breaking down at this time. Neurons also appeared to be affected in the long term, as one animal that lived over 13 months had bilateral tissue defects in the ventrolateral thalamic nuclei.  Of interest, one year old wild type control with BMT also developed a similar lesion, though to a lesser extent. Thus the thalamic lesion appears to be, at least in part, due to the myeloablation with Busulfan.

Secondly, as a model of post-symptomatic bone marrow transplantation, 30 day old twitcher mice were treated with myeloablation using busulfan and cyclophosphamide. Their life span (81 days, median survival) was significantly extended compared with that of untreated twitcher mice (51 days) but was not as great as that of the transplanted presymptomatic mice. (168 days).

