Q)]
2021 2023

CagA BRCAL Hit-and-Run

Hit-and-Run gastric carcinogenesis caused by H. pylori-mediated BRCAL
inactivation

Hatakeyama, Masanori
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The Helicobacter pylori CagA oncoprotein plays a vital role in the
development of gastric cancer. Upon delivery into gastric epithelial cells via the bacterial
micro-syringe, termed the type IV secretion system, CagA physically interacts with the
serine/threonine kinase PAR1b and inactivates kinase activity. This study found that PAR1b promotes
cytoplasmic-to-nuclear translocalization of the breast and ovarian cancer susceptibility gene
product BRCAl via phosphorylation on Ser-616. Upon injection into the host cells, however, CagA
inhibits the nuclear delivery of cytoplasmic BRCALl by turning off PARlb-mediated BRCAl
phosphorylation, thereby depleting nuclear BRCAL, which elicits genomic instability similar to that
induced by BRCA1l gene mutation. The risk of developing gastric cancer in individuals carrying a
pathogenic BRCAL variant (such as BRCA1, BRCA2, or PALB2) is robustly increased in the presence of
H. pylori infection.
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