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Mechanism of Shiga toxin-induced cell death and development of therapeutic agent

HATTORI, TAKAYUKI

3,800,000

EHEC
EHEC

Shiga toxin (Stx) causes fatal systemic complications. Stx induces
apoptosis, but the mechanism of which is unclear. Therefore, the development of an antidote to
neutralize Stx toxicity is ur?ently required. Proteasome inhibitors prevented the induction of
apoptosis in vitro. A clinically approved proteasome inhibitor, bortezomib, improved the survival
rate of mice challenged by Stx.

We also demonstrated that AMF26, a compound that induces disassembly of the Golgi apparatus by
inactivating ADP-ribosylation factor 1, suppresses Stx-induced apoptosis in vitro.

Furthermore, we isolated resistant clones to Stx-induced cell death from THP1 cells. The resistant
clones lost the expression of CD77 as a consequence of the reduction in CD77 synthase mRNA
expression. The result suggests that downregulation of CD77 or CD77 synthase expression could be a
novel approach to neutralize the fatal toxicity of Stx.
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