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Development of a Novel Therapeutic Approach Focusing on Polarity Conversion of
Reactive Astrocytes in ALS
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Amyotrophic lateral sclerosis (amyotrophic lateral sclerosis, ALS) is known
to cause non-cell-autonomous neuropathy by glial cells such as astrocytes and microglia. Reactive
astrocytes have either cytotoxic (Al) or protective (A2) aspects. In this study, we first analyzed
the reactive pattern of astrocytes in ALS animal models in order to develop a novel treatment for
ALS focusing on the polarity shift of reactive astrocytes. Cytotoxic Almarker expression was
predominantly increased in early-onset ALS animal models, which was useful to consider the timing of

intervention. Furthermore, we divided rats into forelimb- and hindlimb-onset groups and performed
RNA sequencing in the cervical and lumbar spinal cords to identify a novel gene, Fmod, that may be
involved in the pathogenesis and development of the disease.
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