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Development of neuroprotective therapy for amyotrophic lateral sclerosis using
serotonergic reagent
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We examined neuroprotective effects of serotonin-1A receptor agonist 8-OH-DPAT on
progressive motor neuron degeneration in amyotrophic lateral sclerosis (ALS) model mice and in primary
culture cells. The pre-treatments of 8-OH-DPAT ﬁrior to onset of motor symptoms delayed disease onset.
The chronic post-treatments of the drug after the onset significantly inhibited disease progression and
showed protective effects on motor neuron loss in the cervical and lumber spinal cords in the ALS models.
Furthermore, we revealed that the neuroprotective effects are based, in part, on expression and release
gf meta&lgghionein in/from astrocytes via serotonin-1A receptors and sequent activation of transcription

actor Nrf2.
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