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PRI IF A0 g FR 3 Fl miRINA 0 S AR AR 1 R SR R LA Rl o AR SRR/ T 25 SR B /R |, I 3K miR-
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Plasma circulating miR-338-5p, miR-21-5p and miR-15b-5p are potential biomarkers

for screening hepatocellular carcinoma
Chen Yi, Huang Ping, Chen Jin, Liu Yizhao, Li Shiliang, Wang Ziyao, Song Dan ( Department of Hepatobiliary
Surgery, the First Affiliated Hospital of Chongqing Medical University, Chongqing, 400016, China)

[ Abstract ] Objective  To investigate the plasma circulating miRNAs as potential biomarkers for
screening hepatocellular carcinoma ( HCC). Methods  This study was divided into 4 phases. Firstly, a
miRNA array was used to screen miRNAs with abnormal expression in HCC tissues for selecting candidate
miRNAs. Secondly, the preoperative and postoperative (7 —10 d after surgery) plasma samples of 13 patients
with HCC were detected by quantitative reverse transcription-polymerase chain reaction (qRT-PCR), and the
candidate miRNAs with down-regulated expression after surgery were selected as target miRNAs for further

study. Thirdly, the expression profiles of the target miRNAs in the plasma of 39 HCC patients, 32 cirrhosis
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patients and 25 healthy controls were measured by qRT-PCR, and the miRNAs with significant abnormal
expressions were determined as potential biomarkers. Finally, the values of the potential biomarkers in
diagnosing HCC were analyzed, and their relationship with clinicopathologic parameters were validated.
Results  The expression levels of 40 miRNAs were up-regulated and 52 miRNAs were down-regulated in the
tumor tissues. miR-15b-5p and miR-338-5p were significantly over-expressed in the tumor tissues compared
with the adjacent non-tumor tissues. According to the reports, miR-15b-5p, miR-338-5p and miR-21-5p were
chosen as candidate miRNAs finally. Next, the levels of 3 miRNAs were reduced after surgery. Moreover,
higher expression was observed in the plasma of HCC patients than of the cirrhosis patients and healthy controls.
Receiver operating characteristic curve (ROC curve) analyses suggested that these plasma miRNAs could be
useful biomarkers for discriminating patients with HCC from cirrhosis patients and healthy controls. Especially,
miR-338-5p yielded the receiver-operator characteristic area under the curve ( AUC) of 0. 7624 ( sensitivity
64.10% and specificity 87. 50% ) in discriminating patients with HCC from cirrhosis patients and 0. 9046
(‘sensitivity 89. 74% and specificity 84. 00% ) in discriminating HCC patients from healthy controls. The
combination of miR-21-5p and miR-338-5p yielded the specificity of 92. 98% in determining HCC from all
cases. Moreover, the miRNAs had high sensitivity for HCC diagnosis even to a-fetoprotein ( AFP)-negative
HCC patients. Further analyses indicated that the expression level of miR-338-5p was negatively correlated with
the AFP level (r= -0.344, P =0.032). Conclusion Circulating miR-338-5p, miR-21-5p and miR-15b-5p

may serve as the potential biomarkers for screening HCC.
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miR-338-5p 13.792 4 2.2025 0.1597
miR-452 2.002 7 0.347 1 0.173 0
miR-25 2.024 3 0.642 7 0.317 4
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TR AR R >
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&2 AHENARE miRNA RixZEFR[M(Q1,03) ,n=13]

I ] miR-15b-5p miR21-5p miR-338-5p
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REEE S, T AR+ AFP A fE & B 4 HCC
BEM2W .

HE— G RS H05r 4108 3 B miRNA ik K P
HEFTREIE, 5 SR : £ AFP <200 ng/mL {14 i 2 Ifl
H miR-338-5p i F ik K F 48 (P =0.036) . H
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miR-21 3@ i 0 ) 3% 5, A2 oF BF 6 40 Mg 3 g
Tomimaru Z&""V F1 Xu 22V I CHIERF miR-21 7] LIVE R
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