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Development of a new therapeutic agent that inhibits the production of
exosome-associated Shiga toxin 2
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After being incorporated into target cells, Shiga toxin 2 (Stx2) was
actively released from the cells, and part of released Stx2a was associated with exosomes (refer to
as exo-Stx2). To determine the intracellular molecules that regulate the production of exo-Stx2, we
examined the effect of knockdown of Rabs (Rablla, Rabllb, Rab27a, Rab27b, and Rab35) on the release
of Stx2 in the culture medium. The results showed that the release of Stx2 was inhibited by Rabllb
knockdown but not by the other Rabs knockdown, indicating that exo-Stx2 is released by Rabllb
dependent machinery. By using a kinase substrate peptide array, we analyzed the hundreds of protein
kinases activations in Stx treated cells, and found that the types of activated protein kinases were

different between the case with Stx1 and Stx2 in the intracellular transport of Stx.
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