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Circular microRNA profiles as biomarkers for early stage hepatocellular
carcinoma in patients infected with hepatitis B virus
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we identify circulating microRNAs (miRNAs) allowing identification of early

stage HCC patients among Hepatitis B virus (HBV) carriers at low to high risk of
hepatocarcinogenesis. We conducted a case-control study to estimate serum microRNA levels in
hepatitis B surface-antigen(HBsAg)-positive patients with early-stage HCC for comparison with
controls matched according to ethnicity, age, sex, presence or absence of hepatitis B e antigen,
treatment with a nucleoside/nucleotide analogue, and presenting with clinical forms of HBV
infection, including inactive carrier, chronic hepatitis, or cirrhosis. We recruited and obtained
sera from 20 HBsAg-positive patients [HCC group and controls (n = 10 each)] and performed microarray
analysis, which identified five candidate miRNAs gmiR—548a, miR-1281, miR-4634, miR-4646-3p, and
miR-4659a) exhibiting significantly different levels between the two groups.
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Table 1. Patient characteristics.

) HCC gr oup Control s
Vari abl es
(n = 10) (n = 10)
Age [y]* 60 [41-77] 60 [45-77] . 80
Male, n (9 6 (60) 6 (60) 1.00
Cinical phenotypes, n
I nactive carrier/CH LC 1/ 5/ 4 1/ 5/ 4 .00
HBeAg- positive, n (% 1 (10) 1 (10) . 00
HBV genotypes, n
Genot ype B/ C/ Undet er mi ned 3/ 3/ 4 3/ 5/ 2 .56
Antiviral therapy, n
ETV/ LAM+ADV/ Fr ee 8/ 1/ 1 8/ 1/ 1 . 00
3.2 2.2
Al pha-fetoprotein [ng/m]# .78
[1.1-22.9] [1.3-19. 2]
BM [kg/ n?]# 23 [19-29] 23 [18-27] .41
Hepat orenal echo contrast,
1 (10) 1 (10) . 00
n (%
Tunor size [mmM*# 13 [ 7-40] N A
Single tunmor, n (% 10 (100) N A
BCLC stage 0 or A, n (% 10 (100) N A

#* Presented as medi an and range.

ADV, adefovir dipivoxil; CH chronic hepatitis; ETV, entecavir; LAM

l am vudi ne; LC, liver cirrhosis; NA not applicable

Tabl e 2. Candi date m RNAs identified by a mcroarray anal ysis.

Vari abl es Fol d
change P
m R- 548a Upr egul at ed 1.36 0.01
m R- 1281 Downr egul ated -1. 69 0. 03
m R- 4634 Downr egul ated -1.65 0. 03
m R-4646- 3p Upregul at ed 1.27 0. 02
m R- 4659a Downr egul ated -1.33 0.01
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