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Identifying the first pathological change for the new therapeutic target in ALS
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Neuroinflammation is a prominent pathologic feature in the spinal cord in

Amyotrophic lateral sclerosis (ALS). The presence of inflammation surrounding the degenerating
peripheral nerve fibers is an early event that occurs prior to the onset of motor weakness. However,
we do not know whether the peripheral nerve inflammatory response initiates, or in response to, the
neurodegenerative process. We evaluated denervation and accompanying inflammatory responses
longitudinally in the cervical spinal cord-phrenic nerve-diaphragm motor units and lumbar spinal
cord-sciatic nerve-gastrocnemius units of mSOD1Tg mice. Our result showed that denervation occurred
prior to inflammation in both units. Hence, peripheral inflammation is not the cause of denervation,
but a response to the neurodegeneration. We have to consider the peripheral as a therapeutic target
in addition to spinal cord.
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