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DEFRELA NI, KIGHERNEZICEVLTHLEKROBER TH oA, FREETITIEERN
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DA = v Y AfEHT  Gland-based genetics MIRIE % 110 AEAREZRKRE. 2021 £4
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PDGFR-8) #& U ENMT BEEERH (Zeb-1. Twist) . EEEEEHR Ki-67. pb3. MMP7. E-
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4) REEMEBICEITEIA4 00 TS5 4 FARREHDERKRREFMRET
(Clinicopathological significance of microsatellite instability in surgically
resected lung carcinoma) % 110 BAAFEZSKE 2021 F£4 8 HE

AR : Introduction: DNA mismatch repair (MMR) deficiency leads to changes in the
length of nucleotide repeat sequences of tumor DNA. In that situation, DNA
replicational errors occur and accumulate during DNA replication. As a result, this
mechanism frequently affects the coding regions of oncogenes and tumor suppressor
genes and causes carcinogenesis. Recently, DNA MMR deficiency has been recognized
as a predictive biomarker for immunotherapy. The aim of this study is to examine
the frequency of DNA MMR deficiency and clinicopathological characteristics in
surgically resected lung carcinoma (LC) and their correlation. Methods: A total of
1153 LCs were examined. Tissue microarrays were constructed. The status of MMR
deficiency was evaluated by immunohistochemical analysis of MMR protein expression
(hMLH1, hMSH2, hMSH6, and hPMS2). Microsatellite instability

analysis, BRAF mutation, and M.H7 methylation analysis were performed for cases
that showed MMR deficiency. Results: Only 2 of the 1153 cases (0.17%) showed a loss
of hMLH1/hPMS2 protein expression. They also had high levels of microsatellite
instability (MSI-H), had neither MLHI promoter methylation nor BRAF mutation, and
were male smokers. Histopathologically, one was a squamous cell carcinoma, and the
other was combined small cell carcinoma with squamous cell carcinoma. Regarding PD-
L1 protein expression, one had high expression, and the other had none.

Conclusion: The frequency of MMR deficiency was very low in LC. However, our two
cases were non-adenocarcinoma and differed from previous studies. Because of its
very low frequency, MMR deficiency is not a practical biomarker to predict the
effect of immune checkpoint inhibitors in LC.

5 MENBEEZRAVEETKBES X VWEEEEZEMEOMERN nicro RNAEHT £ 110
BAREZFNE 2021548 R

2 : mRNA expression varies in human cancers. Such altered mRNA expression is
negatively regulated by the expression of microRNAs (miRNAs), which play an
important role in human tumorigenesis. According to this theory, inverse mRNA/miRNA
expression may be a direct driver of cancer development, and certain genetic events
may occur prior to the development of any discernible histological abnormalities.
We examined the inverse expression between mRNAs and their corresponding miRNAs in
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colorectal cancer (CRC) and adjacent normal mucosa and performed pathway analysis
to identify mRNA/miRNA networks. The cancer samples were divided into first (20
cases) and second (24 cases) cohorts, and 48 samples were obtained from two
sections of the normal mucosa adjacent to the tumors from the second cohort. We
investigated mRNAs with commonly altered expression in CRC and adjacent normal
mucosa using isolated cancer glands and normal crypts from the first cohort,
compared with that of distal normal crypts, using an array-based method. As a
result, significant inverse correlations between CEACAM1 and miRNA-7114-5p and
between AK1 and miRNA-6780-5p were found in CRC and adjacent normal mucosa. We
val idated these correlations in the second cohort using RT-PCR. To confirm these
findings, transfection and immunohistochemical assays were also performed, which
verified the inverse correlation between CEACAM1 and miRNA-7114-5p. Our findings
suggest that the inverse correlations between the CEACAM1/miRNA-7114-5p and
possibly AK1/miRNA-6780-5p pairs play an important role in early CRC development,
and may help identify potential molecular targets for early detection of CRC.

6) MSI #BEDET-MI BREREICE T LK. HFEFHES Somatic copy number
alterations in gastric intramucosal neoplasias based on microsatellite status) &
M EEABEFR 202243 AF @K

B Background We attempted to identify the molecular profiles of gastric
intramucosal neoplasia (IMN; low-grade dysplasia, LGD; high-grade dysplasia, HGD;
intramucosal cancer, IMC) by assessing somatic copy number alterations (SCNAs)
stratified by microsatellite status (microsatellite stable, MSS; microsatellite
instable, MSI). Thus, microsatellite status was determined in 84 tumors with MSS
status and 16 tumors with MSI status. Methods One hundred differentiated type
IMNs were examined using SCNAs. In addition, genetic mutations (KRAS, BRAF, PIK3CA,
andTP53) and DNA methylation status (low, intermediate and high) were also
analyzed. Finally, we attempted to identify molecular profiles using a
hierarchical clustering analysis. Results Three patterns could be categorized
according to SCNAs in IMNs with the MSS phenotype: subgroups 1 and 2 showing a
high frequency of SCNAs, and subgroup 3 displaying a low frequency of SCNAs
(subgroup 1 > 2 > 3 for SCNA). Subgroup 1 could be distinguished from subgroup 2
by the numbers of total SCNAs (gains and losses) and SCN gains (subgroup 1 > 2).
The SCNA pattern of LGD was different from that of HGD and IMC. Moreover, IMNs
with the MSI phenotype could be categorized into

two subtypes: high frequency of SCNAs and low frequency of SCNAs. Genetic
mutations and DNA methylation status did not differ among subgroups in IMNs.



Conclusion Molecular profiles stratified by SCNAs based on microsatellite status
may be useful for elucidation of the mechanisms of early gastric carcinogenesis.
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