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Table 1 Characteristics of colon cancer patients

Mean=SD orn (%)

Age 69.7+9.38
Sex
male 14 (70%)
female 6 (30%)
AJCC classification
Stage | 6 (30%)
Stage 11 6 (30%)
Stage 111 3 (15%)
Stage IV 5 (25%)
Total 21 (100%)
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& RT-PCR
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Fig. 1 Expression profiling of miRNAs in plasmas of patients
with colorectal cancer
x-axis : samples, y-axis : signal intensity of the microar-
ray. Seven samples from the left side are colorectal cancer
patients of plasma and 7 samples from the right side are
normal ones. One hundred fifty microRNAs were
detected as histograms in each sample.
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Fig.2 Comparison of signal intensity ranks various miRNAs in plasmas of patients with colorectal cancer by microarray analysis.

Y-axis indicate the mean ratio of the signal intensity rank of colorectal cancer to the normal rank of each microRNA.

It reveals

that the value of minus numbers in the graph are the decreasing miRNAs in plasmas, on the other hand, the value of plus numbers

indicate increasing miRNAs.
mal plasmas.
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Fig. 3 Comparison of the ratio of miR-92a signal intensity to

miR-638 signal intensity in plasmas of normal or colorec-
tal cancers of various stages.
The Y-axis represents the mean ratio of the signal inten-
sity for miR-92a/miR-638 expression. We used miR-
638 for the normalized signal intensity in each sam-
ple. The X-axis represented the stage for colorectal
cancers according to ACJJ classification. (Nor-
mal : n=22, stage 1: n=06, stage 2 : n=6, stage 3 : n=3,
and stage 4 : n=5) Error bars represent s.d.
<0.05, **p-value<0.01

*p-value
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Fig. 4 Comparison of the ratio miR-92a signal intensity to miR-

16 signal intensity by TagMan qRT-PCR among the plas-
mas of mice bearing a human colorectal cancer and mice
not bearing human colorectal cancers.
We used miR-16 to normalize the signal intensity in each
sample. The Y-axis represented the mean ratio of the
signal intensity for miR-92a/miR-16 expression in plasms
of normal mice (n=4) and the transplanted mice
(n=6). Error bars represented s.d. *p-value<0.05
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Down-regulation of miR-92a in plasma correlated with colorectal cancer
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Abstract

MicroRNAs (miRNAs) belong to a class of endogenously expressed non-coding small RNAs, which have an important
function in regulating RNA stability and gene expression. The deregulation of microRNAs has been linked to cancer develop-
ment and may constitute robust biomarkers for diagnosis and prognosis of cancer. Recently, we reported that serum contained
sufficiently stable microRNA signatures and we demonstrated that levels of several miRNAs are dramatically altered in the
plasma of cancer patients. Therefore, deviations in levels of particular miRNAs detected in the plasma of cancer patients could
be a useful and non-invasive marker to detect cancer development. To identify the differentially expressed miRNAs in the
plasmas of colon cancer patients, we screened colon cancer samples using microarrays. — Our results revealed that cancer-related
miRNAs such as miR-486-5p, miR-1225-5p, miR-92a, and miR-630 are differentially expressed in the plasmas of colon cancer
patients. Furthermore, we confirmed that plasma miR-92a levels in colon cancer were extremely low, compared with healthy
subjects, using a quantitative real time PCR analysis. In addition, we detected diminution of plasma miR-92a levels in colon
cancer mouse models.

In conclusion, these results indicate that miR-92a levels in plasma could be a novel biomarker signature for the diagnosis of

colon cancer.

<Key words) : microRNA, miR-92a, microRNA in plasma, colorectal cancer
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