26

HBV
NOG-scid, NOD-scid
B
(Kosaka et al., BBRC, 2013) B
HBV
ALT Granzyme A  IFN-y
HBV CTL HBV
CTL HBV
HBs HBs T
CTLA4Ig T HBV
HBV CTLA4
B
T B
HBV NTCP-HepG2 HBV
CRISPR/Cas9 ( Fokl-dCas9 )
HBV
HBV
Hussein H Aly
A.
B
HBV cccDNA
HBV HBV B.

HBV




IFN HBV

NOG thymidi
ne kinase transgene TK-NOG
HBV
HBV HBV DNA
HBV 8 B
(P
BMC)
PBMC 2
PBMC
A
LT HBs
HBV DNA
uPA/
SCID uPA
uPA cDNA-u
PA/SCID
cDNA-uPA/SCID
HBV
Cre
Albumin(Alb)-Cre-ERT2
tamoxifen
Cre LoxP
promoter HBV
CAG promoter loxP
(GFP) HBs
Cre
GFP Cre
LoxP HBs
injection
FO
3
IFNAR in
vitro,IFNAR KO in vivo

RIG-I1
IPS-1 IPS-1
NTCP
IPS-1 NTCP
HBV
HBs HBc
HBV HBV
HBV
RNA miRBase
2500 RNA
miRNA LNA
uPA/scid
HBV
HBs
RNA HBV
RNA
Qiagen miRNeasy kit
2000 (Agilent)
RNA R
NA lon PGM
RNA
CLC bhio CLC Genomics Workbench
Aly HepG2-AD38.7 tet-on
[off
HBV
TSSK2
G
501
133 G
380
116 52
cccDNA

HBV



FTF HNF4 TAL
E HBV
TALEN
HepG2 HBV
HBV
CRISPR/Cas9 (
Fokl-dCas9
HBV HepG2
T23
HBV YE Accessio
n# AB206816 1.4
HepG2
T23, 293T
HBs
S-VLP Core
C-VLP
DN
CRISPR/Cas9 shRNAI, siR
NA
C.
HBV PBMC 2
ALT
PBMC
ALT
HBV
PB
MC HBV
PBMC
HBV DNA
P
BMC

PBMC
HBV HBV DNA
PBMC
Granzyme A IFN-y
Granzyme A IFN-y
HBV
PBMC 2.6
PBMC C
D8 HBV CTL
HBV CTL
B
T
CTLA4Ig T
HBV
PBMC
CTLA4Ig
HBV DNA
CTLAA4Ig HBV
HBV
H
BV
14
20 HBV
apoptosis
14
2
HBV
HBV
HBV
HBV HBV

HBV



HBV
2N
2
5
HBV in vivo
HBsAg F1
GFP
HBs
HBs
Ag
IFN-lamda 1 Pinl IL-17
HBV
IFN-lambda
IFNAR IFNAR KO
HBV RNAI IS
G20 polyl:C HBV
1SG20 ISG2
0 HBV RNA
RNA H
BV plasmid DNA
HBV RNA DNA
1SG20 RNA
IPS-1 NTCP
HBV HBc HBs m
RNA HBc
cccDNA
HBV HBV
2500 RNA
mMiRNA LNA
HBs
RNA
RNA HBV
RNA
HBV
HBV
RNA

HBV

RNA
RNA
HBV
HBV
HBV RNA
Iso-miR
miR-122
HBV RNA
RNA-X
HBV
cccDNA
CRISPR/Cas9
HepG2
N CRIS
PR HBV
HepG2 F
okl-dCas9
HBV, C-VLP ESCRT
DN
ESCRT S-v
LP
Alix 868 \
ESCRT
Alix Core
Alix HBV, C-
VLP
DN
S-VLP
LC3 HBs preS2-S
preS1-S2-S
HBV autophagy
autophagy 3
-MA HBV S-VLP, C-VLP

BST2/tetherin/CD317
Type 11
GPI N C



HIV-1
HIV-1 Vpu
tetherin tetherin
C-VLP
HBV S-VLP
tetherin
HBV
HepG2 T23 tetherin
SiRNA
HBV
tetherin
HBV
tetherin
B
PBMC
HBV CTL
HBV
HBV

3 CRISPR/Cas

cccDNA HBV

Kohno T, Tsuge M, Murakami E, Hiraga N,
Abe H, Miki D, Imamura M, Ochi H, Hayes
CN, Chayama K. Human microRNA
hsa-miR-1231 suppresses hepatitis B virus
replication by targeting core mRNA. J Viral
Hepat. 21: e89-97. 2014.

Huang YW, Takahashi S, Tsuge M, Chen CL,
Wang TC, Abe H, Hu JT, Chen DS, Yang SS,
Chayama K, Kao JH. On-treatment low
serum HBV RNA level predicts initial

4.

olving CTL,

virological response in chronic hepatitis B
patients receiving nucleoside analogue
therapy. Antivir Ther. 2014; in press.

Leong CR, Oshiumi H, Okamoto M, Azuma
M, Takaki H, Matsumoto M, Chayama K
and Seya T. A MAVS/TICAM-1-Independent
Interferon-Inducing Pathway Contributes
to Regulation of Hepatitis B Virus
Replication in the Mouse Hydrodynamic
Injection Model. J Innate Immun. 2014; in
press.

Akamatsu S, Hayes CN, Tsuge M, Miki D,
Akiyama R, Abe H, Ochi H, Hiraga N,
Imamura M, Takahashi S, Aikata H,
Kawaoka T, Kawakami Y, Ohishi W,
Chayama K. Differences in serum
microRNA profiles in hepatitis B and C
virus infection. J Infect. 2014; in press.

,Hepatitis B mouse model inv-
, 2015/1/25,

102

2014/11/29,

(JDDW)2014,
2014/10/26,

50 ,

2014/5/29,

2014-217516
2014 10 24



