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Functional analysis of the novel ALS-causatiyv
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The novel ALS-causative gene, VAPB is involved in unfolded protein
response, a physiological signal against endoplasmic reticulum (ER) stress. We
investigated VAPB function in detail, and demonstrated that wt-VAPB triggers IRE1 to
enhance expression of ER chaperons but it suppress PERK pathway. On the other hand,
ALS-causative mutant VAPB dominant negatively suppresses wt-VAPB function and
triggers PERK pathway, resulting in upregulation of cytotoxic transcription factor CHOP.
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