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REVERSE TRANSCRIPTASE P66 SUBUNIT)
3v4l (HIV-1 REVERSE TRANSCRIPTASE WITH
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henanthren-17-yl]pentanoyl]amino]ethan

esulfonic acid)

hepatitis B virus

TAUROCHOLIC ACID

gene C (HBcAg HBc
Ag) protein
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SITNFLLSLGIHLNPNKTKRWGYSLNFMGYVIGSWGTL
PQEHIVLKLKQCFRKLPVNRP IDWKVCQR I'VGLLGFAA
PFTQCGYPALMPLYAC1QSKQAFT

3
RNA base

10

in-silico
screening 2
RNA base
in-silico screening
(
)
5
HIV
induced-fit
HBV 3
6 induced-fit
RNA
dependent DNA polymerase
Hepatitis Bvirus RNA dependent
DNA polymerase RNaseH 3

HIV ~ RNA dependent DNA polymerase
RNaseH in-silico
screening Hepatitis B
virus
D.
3
In-silico
screening Hepatitis B virus HIV



1.
Hepatitis B virus

2.

E H
2

In-silico screening Hepatitis B 1.
virus

2.
F 3

.NTCP

11



_HBV core 3

.Assembly accelerator compound (AT-130)




.BAS 00392625(AT-130 ) core

5.RNA base

6. induced-fit HBV

13



14



15

B
B
1991 2010 HBV 2220 HBs
3 3 2
NA NA 1 1 NA NA
1 919 1 NA 149 732
2
HBVDNA HBe ALT 6 NA
149 NA 149
1
NA
2 NA NA 5 10 15 98.6 98.6 96.3
88.0 93.1 74.9 NA P=0.002
NA NA P=0.022
0.013
X Fisher
Kaplan Meier
log rank
A. C
B NA 1
10 NA 1 919
B 1 NA
NA C HBVDNA HBs
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Toyoda H, Kumada T, Tada T, Murakami Y. Impact
of hepatitis B virus integration into liver
tissue on the efficacy of peginterferon and
ribavirin therapy in hepatitis b
virus-negative chronic hepatitis C patients.
J Clin Gastroenterol. 2014 Jan; 48(1):73-9.
doi: 10.1097/MCG.0b013e31829¢c409d. PubMed
PMID: 23842217.

Kumada T, Toyoda H, Tada T, Kiriyama S,
Tanikawa M, Hisanaga Y, Kanamori A, Niinomi T,
Yasuda S, Andou Y, Yamamoto K, Tanaka J. Effect
of nucleos(t)ide analogue therapy on
hepatocarcinogenesis in chronic hepatitis B
patients: a propensity score analysis. J
Hepatol. 2013 Mar; 58(3):427-33. doi:
10.1016/j . jhep.2012.10.025. Epub 2012 Oct 30.
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1. Cytoglobin 1is expressed in hepatic
stellate cells, but not in

myofibroblasts, in normal and fibrotic
human liver. Motoyama H, Komiya T, Thuy
le TT, Tamori A, Enomoto M, Morikawa H,
Iwai S, Uchida-Kobayashi S, Fujii H,
Y,

Hagihara A, Kawamura E, Murakami

Yoshizato K, Kawada N. Lab Invest.
2014;94:192-207.

2. Combination therapy with a
nucleos(t)ide analogue and interferon
for chronic hepatitis B: simultaneous or
sequential. Enomoto M, Tamori A,
Nishiguchi S, Kawada N. J Gastroenterol.

2013;48:999-1005.



3. A prospective long-term study of

hepatitis B virus reactivation in

patients with hematologic malignancy.
Tamori A, Hino M, Kawamura E, Fujii H,
Uchida-Kobayashi S, Morikawa H, Nakamae
H, Enomoto M, Murakami Y, Kawada N. J

Gastroenterol Hepatol. 2014, in press.

Accelerated liver cancer development in
Cytoglobin-deficient mice treated with
chemicals/diet via the priming of
stellate cells and activation of local
fibrosis, inflammation, and oxidative
stress. Le TT, Matsumoto Y, Hai H,
Yoshizato K, Kawada N. AASLD-The Liver
Meeting 2013, November 2-5, Washington
DC, USA
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Uchida-Kobayasi S, Morikawa H, Nakamae
H, Enomoto M, Murakami Y, Kawada N. J
Gastroenterol Hepatol in press

2. New Susceptibility and Resistance
HLA-DP Alleles to HBV-Related Diseases
Identified by a Trans-Ethnic
Association Study in Asia.

Nishida N, Sawai H, Kashiwase K, Minami
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N, Poovorawan Y, Ahn SH, Han KH,
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PLoS One. 2014 Feb 10;9(2):e86449.
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J Gastroenterol. 2013 Sep
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4 IFN(
® )500 3
IFN 20
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48 4
PEG-IFNa 2a ( ®
)90 180 g 1
PEG-IFN 44
24
ALT HBe HBV DNA
10 /mL
GCP

( 1092 2186)

IFN sequential

Non-PEG  (39% 7 23/24 ALT
257+ 203 1U/L genotype C 23/24 HBs
3.7+ 0.7 Log IU/mL HBe
24/24 HBVDNA 7.6+ 0.8 Log /mL
F3/F4 17 ) IFN IFN
6 HBs
(Log) 0.08 0.21 0.19 HBe
29 33 29 HBV DNA
(Log) 5.5 4.4 1.5
HBV DNA 10* /mL 100 71
21

PEG-IFN sequential

PEG (36 6 8/13 ALT
297+ 346 1U/L genotype C 12/13 HBs
3.4+ 0.6 Log IU/mL HBe
10/13 HBVDNA 7.5+ 1.5 Log /mL
F3/F4 0 ) PEG-IFN
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(Log) 0.01 0.60 0.90
HBe 20 60 57 HBV
DNA (Log) 5.2 4.5
4.6 HBV DNA 10° /mL 100
77 75 PEG IFN
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Japanese patients with hepatitis B e PEG-IFN

antigen-positive chronic hepatitis B. Sequential
J Gastroenterol. 48: 397-404 (2013). 17
2 B
2 Enomoto M, Tamori A, Nishiguchi S, 25 10 10
Kawada N. Combination therapy with a
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