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TANWARREN LIS TERO I YT / LERE ¢ BEEAERNL
|dentification of unique epigenomic aberration induced by virus infection and molecular
subtypes of gastric cancer
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Prediction of tissue origin of adenocarcinomas of esophagogastric junction by
DNA methylation
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[Background]

Identifying tissue origin of adenocarcinomas of esophagogastric junction (AEJ), especially for Siewert
type Il, is clinically important. DNA methylation is considered to be useful for identifying tissue
origin. In this study, we aimed to identify DNA methylation markers to distinguish gastric
adenocarcinomas (GACs) and esophageal adenocarcinomas (EACs).

[Methods]

Genome-wide DNA methylation data of 48 GACs (our previous data) and 48 EACs (TCGA) were
utilized. Fifteen GACs and 15 EACs were used for first screening, and independent 15 GACs and 15
EACs were used for second screening. The predictive powers of isolated markers were validated
using an independent 18 GACs and 18 EACs.

[Results]

In the first screening set, 62 of 485,512 genomic regions were methylated in GACs (=5) but
unmethylated in all the 15 EACs. Among them, 42 regions were unmethylated in normal and
Barrett's esophagus. In the second screening set, 3 of the 42 regions were differentially methylated
and a combination of the latter two loci had good sensitivity and specificity. The predictive power of
the combination was validated (sensitivity, 61%,; specificity, 100%; accuracy, 81%). On the other hand,
two genomic regions were specifically methylated in EAC in the first and second screening. Their
combination was validated (sensitivity, 100%,; specificity, 94%,; accuracy, 97%).

[Conclusion]

These data indicated that these markers are useful identifying tissue origin of AEJ.
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Analysis of T cell inflamed phenotype based on gene expression signature in
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|dentification of SAAT as a gene highly expressed in cancer-associated
fibroblasts in Gastric cancer
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[Background]

Cancer-associated fibroblasts(CAFs)provide the factors that support growth,

Infiltration and migration of cancer cells, and can become a target of tumor stroma-directed
therapy. However, the molecular characteristics of CAFs in GC remain unclear.

Here, we investigated the characteristics specific to CAFs in GC using primary CAFs and non-
CAFs(NCAFs).

[Methods]

Twelve pairs of CAFs and NCAFs were previously established from resected stomach of gastric
cancer patients [Maeda et al,Gut,online,2019]. Expression array was performed using 5 CAF/NCAF
pairs from diffuse-type GC and 2pairs from intestinal-type GC. ChIP-assay was performed using 5
CAF/NCAF pairs with antibodies againstH3K27ac and H3K27me3.

[Results]

Expression profiles classified CAF/NCAF pairs into the two GC histological types.Then, we looked for
highly ex-pressed genes in CAFs compared to NCAfs,and identified insulin-like growth
factor2(IGF2)and serum amyloid A1(SAA1).Since we previously showed that IGF2 was upregulated in
CAFs due to a decrease of H3K27me3, we focused on SAAT.RT-gPCR using 13 CAF/NCAF pairs
showed high expression of SAAT in CAFs from both types of GC,as compared to that in NCAfs and
GC cell lines .A ChIP assay showed that no clear difference was present in H3K27me3 of SAAT
between CAFs and NCAFs,and that the promoter and enhancer of SAAT was highly acetylated in
CAFs than NCAFs,showing the presence of an epigenetic regulation of SAA1.

[Conclusion]

These data showed that SAAT is upregulated in GC CAFs.SAAT might have a key role in shaping the
charac-ter of GC stroma and become a target for tumor stroma-directed therapy.
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Intratumoral heterogeneity and process of evolution of intrahepatic
cholangiocarcinoma
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