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Basic research for clarifing the phathologic characteristics with HBV genotype A inf
ection
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In the present study, basic research was performed using cell culture system and h
uman hepatocyte chimeric mice for clarifying the differeces between hepatitis B virus (HBV) genotype A and
C. Lamivudine-resistant clones and lamivudine plus entecavir-resistant clones had similar tenofovir (TDF
) susceptibilities to wild type clones. However, lamivudine plus adefovir-resistant clones acquired tolera

nce to TDF. Comparing between HBV genotype A and genotype C, the susceptibility to TDF in HBV genotype A w
as lower than that in HBV genotype C.



1981 HBs
B
B
B B
5 B
30 B
B
HBV genotype A
2000 2003 B
5.3% gentoype A
2004 2009 40
47
genotypeA  38.3 genotype A
HBV
HBYV genotype A
10%
B
B
HBV
genotype A
HBV
genotype A
B
B
HBV
DNA
HBV
genotype A
genotype A
genotype
HBV
invitro HBV
in vivo
HBV
HBV genotypeC  genotypeA

genotype A invivo
HBV HBV
HBV
in vitro in vivo
HBV
Lamivudine Adefovir Entecavir Tenofovir
genotype
HBV
genotype A genotype C
in
vivo
genotype
1 B
B
DNA HBV
14 HBV
HBV
HBV
2 In vitro
1 HBV
genotype A genotype
C HepG2
72
HBV real time PCR
genotype
3 In vivo
HBV
HBV
HBV
HBV DNA
real time PCR
4
T B
HBV
HBV
genotype A
HBV



in vitro

HBV

1 in vitro

00 01 10 10 M

(Log copies/mi)

HBV DNA

(B)

in vivo

HBV DNA (relative rate)

Clonet-wt

®)

(Log copies/mi)

HBV DNA

)
00 01 10 10 M

Clone2-LR

(Log copies/mi)

& b b % 4 o

HBY DNA

HBV
rtA181T/N236T
181 236
236
4 15
HBYV genotype A genotype C
3
genotype
HBV
RT 2 genotype

w

Reduction of HBV replication intermediates

ETV

ETV (nM) 0 0.1 1 10 0 0.1 1 10
ICso (M) 2.751 2,552
(1.757 - 4.306) (1.683-3.871)
Genotype A Genotype C
HBV
HBV
HBV
HBV
HBV
HBV
HBV
9

KosakaK., Hiraga N., Imamura M., Yoshimi
S., Murakami E., NakaharaT., Honda.,
OnoA., KawaokaT., Tsuge M., AbeH.,
Hayes C.N., Miki D., AikataH., Ochi H.,
Ishida., Tateno C., Yoshizato K., Sasaki T.
and ChayamaK. A novel TK-NOG based
humanized mouse model for the study of
HBV and HCV infections. Biochem Biophys
Res Commun 441(1), 230-5, 2013. doi:
10.1016/j.bbrc.2013.10.040.

Arataki K., Hayes C.N., Akamatsu S.,
AkiyamaR., Abe H., Tsuge M., Miki D.,
Ochi H., Hiraga N., Imamura M., Takahashi
S., AikataH., KawaokaT., Kawakami H.,
Ohishi W. and Chayama K. Circulating
microRNA-22 correlates with
microRNA-122 and represents viral
replication and liver injury in patients with
chronic hepatitis B. JMed Virol 85(5),
789-98, 2013. doi: 10.1002/jmv.23540.

Tsuge M. and Chayama K. Availability of
monitoring serum HBV DNA plus RNA
during nucleot(s)ide analogue therapy. J



4

Gastroenterol 43(6), 779-80, 2013. doi:
10.1007/s00535-013-0801-6.

Tsuge M., Murakami E., ImamuraM., Abe
H., Miki D., HiragaN., Takahashi S., Ochi
H., Nelson Hayes C., GinbaH., Matsuyama
K., Kawakami H. and ChayamaK. Serum
HBV RNA and HBeAg are useful markers
for the safe discontinuation of nucleotide
analogue treatments in chronic hepatitis B
patients. J Gastroenterol 48(10), 1188-204,
2013. doi: 10.1007/s00535-012-0737-2.

Ohishi W., Cologne J.B., Fujiwara S., Suzuki
G, Hayashi T., NiwaY., Akahoshi M., Ueda
K., Tsuge M. and ChayamaK. Serum
interleukin-6 associated with hepatocel lular
carcinomarisk: A nested case-control study.
Int J Cancer 134(1),154-63, 2013. doi:
10.1002/ijc.28337.

Hayes CN, Akamatsu S, Tsuge M, Miki D,
AkiyamaR, Abe H, Ochi H, HiragaN,
Imamura M, Takahashi S, AikataH,
Kawaoka T, Kawakami Y, Ohishi W,
ChayamaK. Hepatitis B Virus-Specific
miRNAs and Argonaute? Play aRole in the
Viral Life Cycle. PLoS One. 7(10): e47490,
2012. doi: 10.1371/journal .pone.0047490.

Okazaki A, Hiraga N, Imamura M, Hayes
CN, Tsuge M, Takahashi S, AikataH, Abe H,
Miki D, Ochi H, Tateno C, Yoshizato K,
Ohdan H, Chayama K. Severe
necroinflammatory reaction caused by
natural killer cell-mediated Fas/Fas ligand
interaction and dendritic cellsin human
hepatocyte chimeric mouse. Hepatology

56(2): 555-66, 2012. doi: 10.1002/hep.25651.

HBV
65(4): 591-600, 2012
HBV RT
54(5):
575-581, 2012
16
B 40

2013.12.7
Masataka Tsuge, Eisuke Murakami, Michio
Imamura, Hiromi Abe, Daiki Miki,
Nobuhiko Hiraga, Hidenori Ochi, C. Nelson
Hayes, Hiroyuki Ginba, Kazuhiro
Matsuyama, Hiroiku Kawakami, Kazuaki
Chayama. Monitoring serum HBV RNA is
useful for predicting rebound of hepatitis
after the discontinuation of nucleotide

anal ogue therapy in chronic hepatitis B
patients. 64th Annual Meeting of the
American Association for the Study of Liver
Diseases (AASLD 2013)

DC USA 2013113
Eisuke Murakami, M asataka Tsuge,
Nobuhiko Hiraga, Tomokazu K awaoka,
Atsushi Ohno, Takashi Nakahara, Daiki Miki,
Hiromi Abe, Michio Imamura, Hiroshi
Aikata, Hidenori Ochi, C Nelson Hayes,
Chise Tateno, Katsutoshi Yoshizato, Kazuaki
Chayama. Antiviral effect of tenofovir
disoproxil fumarate on drug-resistant HBV
clones and different susceptibility between
HBV genotype A and C. 64th Annual
Meeting of the American Association for the
Study of Liver Diseases (AASLD 2013)

DC USA 2013.11.3

Nami Mori, Masataka Tsuge, Yoshiiku
Kawakami, Hiroiku Kawakami, Kazuaki
Chayama. Th1/2 ratio was associated with
anti-viral effects of sequential therapy with
lamivudine and interferon-o in HBe
antigen-positive chronic hepatitis B patients.
64th Annual Meeting of the American
Association for the Study of Liver Diseases
(AASLD 2013)
DC USA 2013.11.3

HBV
genotype 17
2013.10.9
17
2013.10.9
HBV
genotype
9
2013.6.29
HBV
49
2013.6.7
B
49
2013.6.7



10.

HBV HCV
50
2013.4.12
11. B HBV
2013.11.14
12. B
Digestive Disease Renaissance
2013.10.19
13.
B
54
2012.10.10
14. HBV
Hepatology
Meeting in Japan 2012
2012.10.27
15. HBV
48
5 2012.6.6
16.
HBV
HBV
48
2012.6.7
2
1. HBV
Hepatology Practice 1 B
185-192 2013
2. B D
1150-1155 2013
o 0
o 0
@)

Masataka Tsuge

50448263



