(®)
2020 2022

Development of a two-step molecular targeted therapy to eliminate gastric cancer
stem cells and progenitor cells
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Analysis of the mucosoid model, which is a two-dimensional development of
gastric organoids, showed that butyric acid, a short-chain fatty acid with HDAC inhibitory activity,
markedly increased CAPZAl expression, and under H. pylori infection, CagA accumulated in a CAPZAl

expression-dependent manner. Furthermore, we confirmed the existence of commensal bacteria other
than H. pylori that confer intragastric butyrate environment in human gastric juice. On the other
hand, we obtained human VH single-domain antibodies that specifically bind to CAPZAL and developed a
technology that can deliver them into the nucleus while maintaining the binding activity of the
antibodies. In addition, by using a ternary complex of luciferase gene/chitosan/hyaluronic acid, we
obtained intracellular transduction of genes specific to CD44v9-positive cells,
microtubule-dependent transport to the nucleus, and gene expression activity.
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