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Mechanisms of liver metastasis via alteration of miRNA expression in
gastrointinal malignancies

Kikuchi, Hirotoshi

3,800,000
GIST
RNA (miRNA)
miR- 198 tenascin C
tenascin C GIST
miR-122 CAT1 miR-133b fascin-1

To identify mechanisms of liver metastasis, microRNA expression was
analyzed in colorectal cancer (CRC) stroma and gastrointestinal stromal tumors (GISTs). In CRC,
suppression of miR-198 in tumor stroma appears to form a metastasis-permissive environment that can
elevate tenascin C to promote liver metastasis. Tenascin C expression in CRC stroma was identified
as a novel molecular marker of CRC to predict postoperative liver metastasis. In GIST,
overexpression of miR-122 and concomitant suppression of CAT1, and suppression of miR-133b and
concomitant overexpression of fascin-1 protein appear to play important roles in the development of
liver metastasis.
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Upregulated Downregulated
MiRNAs n::r!:e P-value | MiRNAs c::rlige P-value
hsamR29c | 9544 | 00381° | hsa-miR302a | O | 0.0053"
hasmiR-195 | 3.07 | 0.0071° | hsa-miR551b | 0 "o0ma®

| | hsamiRe27 | 0 | 00378
[ hsa-miR-628-5p] 0 o011
hsa-miR-19a | 200604 0.0374°
hsa-miR-372 2.00E-04 | 0.0053"
[hsa-miR-3026 | 00038 | 0.0071%
| hsa-miR-384 | 00064 | 0.0337°
hsamiR-198 | 00077 | 0.0277%
hsa-miR-323-3p | 0.0255 | 0.0126°
| hsa-miR-15a | 00626 | 0.011°
hsa-miR-28-3p | 0.1836 | 0.0071°
|hsa-miR-126 | 02731 | 0.0098°
hsa-miR-222 02782 | 0.0071°
Abbreviation: MiRNA = microRNA,
Bp<0.05.
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| Abbreviations: C = cecum; D = descending colon; muc = mucinous adenocarcinoma; T =
transverse colon; S = sigmoid colon; tubl = well differentiated adenocarcinoma; tub2 =

*p<0.05, **p<0.001.
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(hazard ratio: 3.41, 6.02; 95% confidence
interval: 1.45- 8.07, 2.04- 17.86; P
0.005, P 0.001)
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