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Based on our previous studies, we revealed that specific gastric microbiota
such as Fusobacterium nucleatum and Neisseria subflava may be associated with gastric cancer
development after Helicobacter pylori eradication in human patients. Enhancement of signals
associated with the stem cell niche was observed. To elucidate the causality of these results, we
performed multiple model analyses using gastric cancer cell lines, Atp4b-111b mouse models, and
mouse organoid models, with the administration of Fusobacterium nucleatum and Neisseria subflava. We

showed that Fusobacterium nucleatum directly adheres to the gastric mucosa, and subsequent adhesion
may lead to downregulation of the expression of H+/K+-ATPase, resulting in a hyper gastrinemic

state. Furthermore, these bacteria may enhance immune responses and induce oncogenic reactions
regardless of the presence of Helicobacter pylori.
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