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In this study, we analyzed the role of stress-inducible activating
transcription factor 3 (ATF3) in the pathobiology of prion diseases. ATF3-positive cells were
significantly increased in the thalamus and pontine nucleus of prion-infected mice, where neuronal
cell death is well-observed, and around 80% of ATF-3 positive cells were identified as neurons.
Apoptosis were not observed in the thalamus, where pronounced neuronal cell death occurred. The
amount of GPx4 in the thalamus tended to decrease with prion infection. The 4-HNE, a marker of lipid

peroxidation, was less accumulated in ATF3-positive neurons than ATF3-negative neurons. These
results suggested that neurons in the thalamus die of ferroptosis and that induction of ATF3
expression may mitigate lipid peroxidation in the neurons and suppress ferroptosis.
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