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5 (Sidrauski et al, 1998).
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et al, 1999).
3. ER-associated degradation (ERAD)

E7% L 72 unfolded protein = LE L & L WA,
unfolded protein (3 ER » SfiflaEicis s iah, 2+
FoALEZY, 265 Yes 4V —LTHBREINS
(Bonifacino and Weissman, 1998).
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Abstract: Takashi KUDO*!, Kazunori IMAIZUMI** and Hideaki HARA** (*'Department of Psychiatry, Osaka University Graduate School of
Medicine, D3, 2-2 Yamadaoka, Suita, 565-0871 Japan; **Department of Anatomy, Faculty of Medicine, University of Miyazaki; **Department of
Biofunctional Molecules, Gifu Pharmaceutical University) A molecular chaperone inducer as potential therapeutic agent for neurodegenerative dis-

eases. Jpn. J. Neuropsychopharmacol., 27: 63-67 (2007).

Recent reports have shown that ER stress is involved in the pathology of some neurodegenerative diseases. In a screen for compounds that
induce the ER-mediated chaperone BiP/GRP 78 (BiP), we identified BiP inducer X (BIX). BIX induced BiP only, in a dose-dependent manner,
without induction of other molecules involved in the ER stress response. Pretreatment of neuroblastoma cells with BIX reduced cell death in-
duced by ER stress. Intracerebroventricular pretreatment with BIX reduced the area of infarction due to focal cerebral ischemia in mice. In the
penumbra of BIX-treated mice, ER stress-induced apoptosis was suppressed, leading to a reduction in the number of apoptotic cells. Taken to-
gether, BIX induces BiP to prevent neuronal death by ER stress, suggesting that it may be a potential therapeutic agent for cerebral diseases

caused by ER stress.

Key words: ER stress, Molecular chaperone, Apoptosis, Cerebral ischemia, Neurodegenerative diseases
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