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(Prevention of the ER stress-induced cell death in F9 Herp knockout cells)
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Herp is a membrane bound, ubiquitin-like protein that is located in the endoplasmic reticulum (ER).
Although Herp is strongly induced by endoplasmic reticulum (ER) stress, it decays rapidly consequent to
proteasome-mediated degradation. We recently reported that targeting disruption of the Herp gene caused
F9 embryonic carcinoma cells vulnerable to ER stress, and the ER stress-induced death in F9 Herp null
cells was associated with the aberrant ER stress signaling, structural changes in the ER and caspase
activation (Genes Cells 2004, 9, 457-469). Using these cell lines, we developed a screening system to find
molecules that protect cultured cells from the ER stress-induced cell death. As a pilot study, we have
tested approximately 10 well-known reagents, and we will present the results in this meeting. Because the
crucial roles of the ER stress response/ER stress-induced cell death have been reported in many
pathological conditions including diabetes, arteriosclerosis, ischemia, and neurodegenerative diseases
such as Parkinson’s disease, Huntington’s disease, and Alzheimer’s disease, we speculate that our system

could provide novel therapeutic targets to the ER stress-related diseases.
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