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Host response as an enhancer of infection-associated cancer and its regulation
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Chronic infection with cagA-positive Helicobacter pylori is causally associated
with gastric cancer. The cagA gene-encoded CagA protein is delivered into gastric epithelial cells via a
bacterial microsyringe, where it acts as an oncogenic scaffold. In this work, we succeeded in solving
three dimensional structure of the CagA protein. We also gained insights into the mechanism underlying
CagA translocalization across the host plasma membrane. Furthermore, we identified intracellular
signaling pathways perturbed by the delivered CagA protein. Using CagA-transgenic mouse model, we found
that H. ﬁylori CagA and inflammation mutually reinforce their activities and thereby create a negative
spiral that instigates neoplastic transformation of epithelial cells.
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