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Molecular characterization of H. pylori-infected cells associated with the
development of gastric cancer

Tsugawa, Hitoshi

3,500,000
H. pylori CAPZA1
H. pylori CagA CD44v9
lori CAPZAL H.
pylori
CAPZAL CAPZAL
CAPZA1 H. pylori
4
H. pylori CAPZA1

Helicobacter pylori-derived CagA plays a role as an oncogenic driver in
gastric epithelial cells. However, upon delivery into gastric epithelial cells, CagA is usually
degraded by autophagy. We report that enhancement of lysosome associated membrane protein 1 (LAMP1)
expression is necessary for autophagolysosome formation. In contrast, CAPZALl inhibits the LAMP1
expression in the nuclei. Thus, in CAPZAl-overexpressing gastric epithelial cells infected with H.
pylori, autophagolysosome formation is inhibited and CagA escapes autophagic degradation. These
findings identify CAPZAl as a novel negative regulator of autophaglysosome formation and suggest
that deregulation of CAPZAl expression leads to increased risk of gastric carcinogenesis. Our
findings demonstrate that regulation of autophagy by CAPZAl could be a central mechanisms to account

for the effects of CagA on gastric carcinogenesis, and represent new insight for understanding and
manipulating the development of gastric cancer.
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