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Mechanism of inhibition of oxysterol-induced Alzheimer®s disease by vitamin E

Noguchi, Noriko
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While 24(S)-hydroxycholesterol 24S-OHC plays an important role in
cholesterol metabolism in the brain, its contribution in pathogenesis of Alzheimer’ s disease (AD)
has received attention. 24S-OHC was esterified by action of the enzyme at endoplasmic reticulum (ER)

and caused formation of lipid droplet-like structure and disruption of ER membrane integrity,
resulting in release of ER chaperones into cytosol. Vitamin homologues are divided into two group,
tocotrienol (Toc3) and tocopherol (Toc), with and without double bonds at their side chain. The
chaperone release and cell death induced by 24S-OHC were inhibited by Toc but not by Toc3. The
critical effect of the side chain of vitamin E on ER membrane integrity and 24S-OHC-induced cell
death was indicated.
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