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Tsuchiya et al. clarified the association between the mechanism of mucinous secretion and the
acquisition of scirrhous phenotype using human colon cancer cell lines. We newly discovered that
Atoh1 proteolysis in colon cancer cells was cancelled by inflammatory stimulation, resulting in the
acquisition of scirrhous phenotypes such as mucin secretion, cancer stemness, migration and chemo-
resistant. These results for the first time suggest that inflammatory signal directly regulates
scirrhous phenotypes by Atohl modification alone. Moreover, we found cell transformation during
long-term inflammation by using the primary culture method of mouse colonic cells, which has
originally been established. Furthermore, we also established Wnt ligand-independent organoids by
temporary GSK3 inhibitor following long-term inflammation, suggesting that this in vitro model
might mimic natural history of inflammation mediated carcinogenesis which is often shown in the
patients with IBD. This model might therefore be useful for not only elucidating the carcinogenesis
mechanism but also the clinical applications in each IBD patient to predict the risk for relapse and
carcinogenesis.

Tanaka, Uetake, Kojima et al. aimed to elucidate the molecular mechanism of cancer stem cells

based on biochemical character of the primary culture of gastric scirrhous cancer mouse model and
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human gastric scirrhous cancer PDX mouse model. We then found methylated DNA to regulate Twist1
expression and epigenetic alternation by Sp1 in gastric scirrhous cancer. Moreover, we established
the system that cancer stem cells were enriched in gastric scirrhous cancer by adding R-Spondin1.
We finally identified the molecular target to suppress the enrichment of cancer stem cells in gastric
scirrhous cancer.

Inazawa et al. established visualized system for EMT to assess the regulation for migration and
metastasis based on EMT in gastric scirrhous cancer cells. We identified miR-544a as a promoter for
EMT by using miRNA library and visualized system, because miRNA has been thought to play a
major role in EMT regulation. We finally clarified that miR-544a induced EMT by the expression of
ZEB1 and Snail both of which were EMT inducing transcription factor in TGF-p signaling.

Ishikawa et al. found the association between RHOA variation and particular pathological findings
In gastric scirrhous cancer by using tissue samples of 87 patients. Moreover, we identified the
Interaction with cancer cells and the stroma cells in gastric scirrhous cancer by the transcriptome
sequencing.

Eishi et al. found the expression of CHAC1 in the H. Pylori infected region. We also confirmed that
H. Pylori infection induced the expression of CHAC1 in gastric cancer cells. Furthermore, we finally
found that CHAC1 induced TP53 gene mutation.

Kitagawa et al. elucidated the mechanism of the DNA damage-induced apoptosis by MCM2. We also
assess the basic study to develop novel therapy based on MCM2 function for the target to malignant
potential in cancer cells.

Taken together, we believe that all milestones were completely achieved.
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