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Mechanism how scirrhous-type gastric cancer is formed
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We established patient-derived xenograft (PDX) lines from diffuse—t%pe
gastric cancer (GC), and searched for drugs that suppressed their growth. We found that mechanistic
target of rapamycin (mTOR) inhibitor strongly suppressed the growth of PDX-derived diffuse-type
GC-initiating cells. Diffuse-type GCs could be classified into two clusters, and we found that
genomically stable subtype was major in cluster 1 while CIN and MSI subtypes were predominant in
cluster 11 where PDX-derived cells were included. Further analysis showed that diffuse-type GCs in
cluster 11 developed from intestinal-type GCs while those in cluster 1 from normal gastric
epithelial cells We estimated that about 9% and 55% of the diffuse-type GCs in cluster Il were
responders to mTOR inhibitors and checkpoint inhibitors, respectively. We thus conclude that mTOR
inhibitors and checkpoint inhibitors might be useful for the treatment of a subset of diffuse-type
GCs which may develop from intestinal-type GCs.
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