


PROJECT RESUME

TITLE: Morphological evaluation of motor and sensory neurons in a new mouse model for SORD neuropathy


Charcot-Marie-Tooth disease (CMT) is an inherited nerve disorder causing life-long disability through sensory and motor dysfunction. >100 genes are linked with CMT, making it the most common inherited neuromuscular condition. We have developed Sordc.757delG mice to model the most frequent cause of recessive peripheral neuropathy: biallelic loss-of-function mutations in sorbitol dehydrogenase (SORD), which lead to neurotoxic accumulation of sorbitol. We have so far shown that the c.757delG mutation causes total loss of Sord protein and high sorbitol levels across mouse tissues and blood. This results in selective sensory impairments, including defective thermal nociception and proprioception, without clear perturbation of motor performance. This scholarship will equip a student with the skills to interrogate the morphology of mouse peripheral neurons, in order to perform careful anatomical assessments in SORD-CMT mice. We aim to understand the impact of sorbitol on sensory and motor neuron numbers and size to support our behavioural studies.
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