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The molecular mechanisms of colorectal carcinogenesis are essentially
categorized into two independent entities: genomic and epigenomic alterations.
However, recent evidence has demonstrated interactions between these two
mechanisms. We investigated the molecular alterations present in conventional

adenoma (CA), intramucosal cancer (IMC) and colorectal cancer (CRC) using four
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types of omics analyses: somatic copy number alteration (SCNA), DNA methylation,
microRNA (miRNA) and mRNA analyses. Furthermore, we attempted to identify
associations of mRNA expression with miRNA expression, SCNAs and DNA
methylation. The expression of some miRNAs was inversely correlated with the
expression of some miRNAs in CA, IMC and CRC. Although there were no
correlations between SCNA loci and mRNA expression in CA, some SCNA loci were
closely associated with mRNA expression in IMC and CRC. Finally, some methylated
genes were inversely correlated with mRNA expression in CA, IMC and CRC. We
suggest that analyzing mRNA expression together with miRNA expression, SCNAs and
DNA methylation will be helpful for establishing an integrated molecular
classification for the adenoma carcinoma sequence.
HRAE S BT 2 O T2 RGBT S O SORBIRAC 51 % micro RNA JE3IC B3 D AF5E
FCR - AT R et E TR 36 1T & 0 BiERE IR & A3 BIERA I 0D microRNA FEHLILH DR
55109 [B] H AJREREAHAS 20204E4 A 1R

B - BBl RGO NREIZB T 20 FEW R L, ZNETHE 25T
FEALAR CREIDM TN T E 72, Fox ITRE HEEZ VT, TR OFala i &
TR SRR Z 2D microRNA  (miR) DIEBURREIZS W TR L. [5: -
TE] RIIEIBIBRD AT S AL 8T R 24 BT, KRG & OB i S
TV 13D miR IZOWT, BRESBEETHIN U 7ol & e B S i 2
WV, ENEND miR OFBEE Z ) TAL A APCRILTHNT L7z, [FER] 1) FivE i
L & b IR BLERMEIEHIIRIC IV T b miR OFBEALE LT\ /-, 2) miR-130, 21,
—143, -206, —195 (2B W TRIRE & BIERRHESIA OO miR OFEBLREE A IR -
Tz, 3) miR OFBURAE 13 (1) WAVEDEMIC BRI 58, (1) B
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%5 : Comprehensive miRNA analysis of isolated glands and the surrounding
stromal cells in CRC %5 109 [0] H ARG E 2020424 A &[]
Aim of this study is to identify a candidate microRNA (miR) associated with
metastatic colorectal cancer (CRC) with an microsatellite stable (MSS)
phenotype using a crypt isolation method coupled with comprehensive miR assay.
Fourteen paired CRCs and non—cancerous colonic tissue obtained from surgical
specimen at Iwate Medical University Hospital. Crypt isolation techniques was
used to obtain cancer glands and the surrounding stromal cell separately.
Comprehensive miR analysis was performed by a miR array assay. As a result, no
useful marker of the isolated cancer glands that could predict metastatic CRC
with an MSS phenotype in this study. In contrast, we identified that candidate 6
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miRs that are associated with metastatic CRC with an MSS phenotype in the
isolated surrounding stromal cell. Further study will be needed to identify the
predictive miR markers for metastatic potential derived from isolated
surrounding stromal cells in CRC with an MSS phenotype.
RIS IR 28 DRSS SE A & M e D BRI ER ) « 7y W ERSEHOfARAT
A Traditional serrated adenoma (TSA) (Z351F B ERARIREL RIS KOV W5/
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5y, HBREC I BRAF 225885 V) , Type A-2 (TSA K 43D 7 BRAF Z#&H V) , Type
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A ZAE S BIRBIERR OMRRE T, 20 W28 (87. 0%) 2N KRIGRIDREEIE BEa R L.
A IR S N DR S T C O Ll Tl Type A-1 @ TSA B3 IZHU T AnnexinA10 F&Hi & DNA
AT IACDHIBER Y £ 0 b B LTz, [iaa] Type A TSA & Type B TSA 13872 5%y
FIREF RS A AT DRIBRAEN DR L, FFIC Type A-1 TSA DI BEERITIT
AnnexinAl0 & DNA X F/UALDEEE) /R X7z,
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N AL TE N ONE PD-L1 FEE R O EF AR B IR B9~ S P4t
PR RIS C T 2 X A~ v FHEIE F ™7 OGRS AIRET 56 66 [0 H
ARSI R . 2020 4F 11 . k.
Background: DNA mismatch repair (MMR) deficiency and/or microsatellite
instability (MSI) is known as a predictive of response to immunotherapy for
various malignant tumors. The aim of this study is to examine the frequency and
clinicopathological significance of MMR deficiency via MMR protein expression in
surgically resected lung carcinoma.
Methods: A total of 688 lung carcinoma were examined. These backgrounds show as
follows: Male/Female was 421/267, smoker/non—smoker was 424/264,
adenocarcinoma/squamous cell carcinoma/others were 492/161/35. The range of age
was 32-89 years old (average 69.1). Tissue microarrays were constructed. The
status of MMR deficiency was evaluated by immunohistochemical analysis of MMR
protein expression (hMLH1, hMSH2, hMSH6 and hPMS2).
Results: Two (0.29%) of 688 examined cases showed loss of hMLH1/hPMS2 protein
expression. All of them were male and smoker. Histopathologically, one is
3



squamous cell carcinoma and the other is combined small cell carcinoma with
squamous cell carcinoma. None of adenocarcinoma showed aberrant expression of
MMR protein. Conclusion: The frequency of MMR deficiency was low and only found

in non—adenocarcinoma.
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