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Analysis of participation of miRNAs to lipid metabolic malfunction by hepatitis
C virus
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There are many reports so far for using host’ s lipid metabolism for a
hepatitis C virus (below HCV) and making the environment of the replication and infection
profitable. It was considered whether the anti-viral effect could be expected by miRNA-33, which
participates in lipid metabolism, restraining replication and infection of an HCV, but the effect
wasn"t indicated. On the other hand, the expression of miRNA-27 was accelerated in the liver of
non-alcoholic steatohepatitis hepatitis (NASH) patients. This miRNA-27 can be a marker of
improvement for fibrosis in HCV patients after treatment.

microRNA



C HCV
HCV
HCV HTGL
HCV
miRNAs
miRNA HCV
RNA RNA (microRNA miR)
miR-27 miR-33
miR
miRNA
HCV
HCV OR6
miR
(HCV
) OR6c C
miR
in vitro
Fig.1
(i) Hcv HTGL
miR
(i1) Hev
miR
(iii) miR
HCV
miR-33
NASH)
HCV
Fig.1

OR6  HCV 1b
Huh7
OR6
o 500 1U/ml HCV
OR6 cured OR6C
4
(€)) OR6
OR6C Total RNA Real
time PCR(TagMan Micro RNA Assays) miR
IFN OR6
Huh-7
IFN Huh-7
miR IFN
miR IFN miR
OR6 OR6C
miR 2)C
Real time PCR(TagMan
Micro RNA Assays) mIRNA
C
(8 )
miR
(3)Exosomes  ,30-150nm
miR
.NASH miR-27
100p M
miR-33b
in vivo
C
C miR-33b
miRNA OR6
miR-33b mimic miR-33b
miR-33b
HCV
NS3
miR-33b mimic  HCV
miR-33b
inhibitor miR-33b miR-33b
HCV
SREBP1 HCV
miR-33b HCV

miR-33b inhibitor



miR-27¢c Exosome miR-27c
N |
. 4 e 4 *
o001 sy
o e
Q2 Q]
> o
° o
T’ 0 - T, 0
o Control NASH o Control NASH
Fig.2
NAFLD miR-27b
(Fig.2). ,
miR-27b ,
exosome
.HCV
miR-27b

1. Hepatitis B Virus and DNA Stimulation
Trigger a Rapid Innate Immune Response
through NF-k B. Yoneda M, Hyun J,
Jakubski S, Saito S, Nakajima A, Schiff
ER, Thomas E. J Immunol. 2016 Jun 10.
pii:1502677. [Epub ahead of print] PubMed
PMID: 27288535.

2. Resveratrol ameliorates fibrosis and
inflammation in a mouse model of
nonalcoholic steatohepatitis. Kessoku T,
Imajo K, Honda Y, Kato T, Ogawa Y, Tomeno
W, Kato S, Mawatari H, Fujita K, Yoneda
M, Nagashima Y, Saito S, Wada K, Nakajima
A. Sci Rep. 2016 Feb 25;6:22251. doi:
10.1038/srep22251.

3. Magnetic Resonance Imaging More
Accurately Classifies Steatosis and
Fibrosis in Patients with Nonalcoholic
Fatty Liver Disease Than Transient
Elastography. Imajo K, Kessoku T, Honda
Y, Tomeno W, Ogawa Y, Mawatari H, Fujita
K, Yoneda M, Taguri M, Hyogo H, Sumida
Y, Ono M, Eguchi Y, Inoue T, Yamanaka T,
Wada K, Saito S, Nakajima A.
Gastroenterology. 2016 Mar;150(3):626
-637.e7. doi:10.1053/j.gastro.2015.
11.048. Epub 2015 Dec 8.

4. Nonalcoholic fatty liver disease
comorbid with major depressive disorder:
the pathological features and poor
therapeutic efficacy. Tomeno W,
Kawashima K, Yoneda M, Ogawa Y, Honda Y,

Kessoku T, Imajo K, Mawatari H, FujitaK,
Saito S, Hirayasu Y, Nakajima A. J
Gastroenterol Hepatol. 2015 Jun;30
(6):1009-14. doi:10.1111/jgh.12897.

5. LDL-Migration Index (LDL-MI), an
Indicator of Small Dense Low-Density
Lipoprotein (sdLDL), Is Higher in
Non-Alcoholic Steatohepatitis than in
Non-Alcoholic Fatty Liver: A Multicenter
Cross-Sectional Study. Imajo K, Hyogo H,
Yoneda M, Honda Y, Kessoku T, Tomeno W,
Ogawa Y, Taguri M, Mawatari H, Nozaki Y,
Fujita K, Kirikoshi H, Saito S, Sumida Y,
Ono M, Wada K, Nakajima A, Eguchi Y. PL0S
One. 2014 Dec 26;9(12):e115403. doi:
10.1371/journal .pone.0115403.
eCollection 2014

1. microRNA33b
HCV
50 P—136
35 C 2014
5 30
2.
51
2014
7 10 ()
3.
C 3
2014
JDDW 2014 (
) C 13 2014 10 24
4- — —
3
40
3 C 3
Overview 2014 11 28
5.
3
C
40
2
2014 11 28
6.



NASH/NAFLD
microRNA-27b
34
NASH
ASH 2015 1 23

7. Kessoku T, Honda Y, Ogawa Y, Tomeno W,
Imajo K, Mawatari H, Fujita K, Yoneda M,
Saito S , Wada K, Eguchi Y, Nakajima A
MICRO RNA-27B PROMOTES NONALCOHOLIC
STEATOHEPATITIS THROUGH THE INHIBITION
OF PPARa AND MTTP IN VIVO ANIMAL STUDY

EASL Monothematic Conference: Microbiota,

Metabolism and NAFLD Innsbruck Austria
February 26-28, 2015
8.
HCV/HIV HCV
101

C 6 2015

MRI1

3
2015 12 3

10. Imajo K, Honda Y, Kessoku T, Tomeno W,
Ogawa Y, Mawatari H, Fujita K, Yoneda M,
Saito S, Nakajima A: MAGNETIC RESONANCE
IMAGING MORE ACCURATELY CLASSIFIES
STEATOSIS AND LIVER FIBROSIS IN
NON-ALCOHOLIC FATTY LIVER DISEASE THAN
TRANSIENT ELASTOGRAPHY. Presentations:
Non-invasive tests for evaluation of
liver disease severity and prognosis
Fatty liver disease Clinical 15 April
2016, The International Liver Congress
2016, EASL Barcelona Spain

11.
HBV
HBV
CD8+T
52
0-64 B 2016
5 19
12. C
DAA 52
P-12 C 2016 5 19
13. MR
Elastography
JDDW2016
15( )

2016 11 4

14. MR
Elastography

41
10
2016 12 9
15.
41
14 1 2016 12 8
16.
C
41
17 C 2 2016
8
17. MR1
41
57 C

14 2016 12 9

@
SAITO Satoru
00275041
@
NAKAJIMA Atsushi
30326037
IMAJO Kento
30600192
A

12



