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We constructed infectious hepatitis E virus (HEV) clone from infected porcine
liver and replaced the structural protein to reporter genes resulted in successful construction of HEV
replicon. This replicon was used for the screening of the library of chemical compounds. We found some
compounds that shared the same bioactivity. Although more detailed analysis is still needed to reveal the
effect of these compounds to HEV replication, but these results would contribute to the analysis of the
mechanism of HEV replication and pathogenesis.

We also analyzed the processing of HEV nonstructural protein (ORF1) that encodes viral proteins
responsible for the replication of HEV. We expressed whole ORF1 and potential protease region by using
wheat germ-based cell free expression system. Protease activity was detected from ORF1 protein,
suggesting that this cell free expression system is useful for the analysis of the processing mechanism
of HEV nonstructural protein.



HEV

HEV

HEV

HEV

HEV

HEV

HEV
genotype 3  genotype 4

genotype 4

PLC/PRF/5
3 4 HEV

Genotypel

cDNA

cDNA RNA

RNA
ORF1
ORF1
RNA
ORF1
HEV
in vitro
HEV
HEV 83-2
SecNanoLuc
cDNA RNA
PLC/PRF/5
ORF1



LOPAC

HEV

HEV

HEV

ORF1

ORF1

11
1. Miyoshi M., Kakinuma S., Tanabe Y .,
Ishii K., Li T.C., Wakita T,, Tsuura Y.,
Watanabe H., Asahina Y., Watanabe M. and
Ikeda T. A Case of Chronic Hepatitis E
Infection in a Persistently
Immunosuppressed Patient Unable to be

Eliminated after Ribavirin Therapy. Internal
Medicine, in press

2. LiT.C.,YangT., Yoshizaki S., Ami Y.,
Suzaki Y., Ishii K., KishidaN., ShirakuraM.,
Asanuma H., Takeda N. and Wakita T.

Ferret Hepatitis E Virus Infection Induces
Acute Hepatitis and Persistent Infection in
Ferrets. Veterinary Microbiology, in press.

3. MotoyaT., Nagata N., Komori H., Doi
|., Kurosawa M., Keta T., Sasaki N and Ishii
K. The high prevalence of hepatitis E virus
infection in wild boars in Ibaraki Prefecture,
Japan. Journal of Veterinary Medica
Science, 77: 1705-1709 (2016)

4. KanayamaA., ArimaY ., Tamagishi T.,
Kinoshita H., Sunagawa T., Yahata Y.,
Matsui T., Ishii K., Wakita T. and Qishi K.
Epidemiology of domesticaly-aquired
hepatitis E virus infection in Japan:
assessment  of the nationaly reported
surveillance data, 2007-2013. Journa of
Medical Microbiology 64: 752-758 (2015)

5. Li T.C., Kataoka M., Takahashi K.,
Yoshizaki S., Kato T., Ishii K., Takeda N.,
Mishiro S. and Wakita T. Generation of
hepatitis E virus-like particles of two new
genotypes G5 and G6 and comparison of
antigenic properties with those of known

genotypes. Veterinary Microbiology 178:



150-157 (2015)

6. LiT.C.,YangT. Yoshizaki S., Ami Y.,
Suzaki Y., Ishii K., Haga K., Nakamura T.,
Ochiai S, Weakita T. and Johne R.
Construction and characterization of an
infectious cDNA clone of rat hepatitis E
virus. Journal of Genera Virology 96:
1320-1327 (2015).

7. ShiotaT., Li T.C., Yoshizaki S., Kato
T., Wakita T. and Ishii K. Establishment of
Hepatitis E Virus Infection-Permissive and
-Nonpermissive Human
PLC/PRF/5 Subclones. Microbiology and
Immunology 59: 89-94 (2015).

8. LiT.C,Yang, T., ShiotaT., Yoshizaki
S, Yoshida H., Saito M., Imagawa T.,
Malbas F., Lupisan S., Oshitani H., Wakita
T. and Ishii K. Molecular detection of

Hepatoma

hepatitis E virus in rivers in the Philippines.
American Journal of Tropical Medicine and
Hygine, 90: 764-766 (2014).
9. ShiotaT., Li T.C,, Yoshizaki S., Kato
T., Wakita T. and Ishii K. Hepatitis E virus
capsid C-terminal region is essentia for the
viral life-cycle: Implication in viral genome
encapsidation and particle stabilization.
Journd of Virology, 87: 6031-6036 (2013)
10. E
73: 693-698 (2015)

11. A E

41; 72-78 (2014)

10

1. LiT.C,Yang T., Ami Y., Suzaki Y.,
Yoshizaki S., Ishii K., Haga K., Nakamura
T., Ochiai S., Takeda N.. Johne R. and
Wakita T. A reverse genetic system to
explore the function of rat hepatitis E virus
ORF4. Fukuoka, Japan, November 22-24,
2015

2. Shiota T. Li_ T.C., Yoshizaki S.,
Nishimura Y., Shimizu H., Shimojima M.,
Saijo M., Wakita T. and Ishii K. The
validation study of hepatitis E virus receptor
candidate. Fukuoka, Japan, November 22-24,
2015

3. Johne R, Yang T., Yoshizaki S., Ami
Y., Suzaki Y., Ishii K., Haga K., Nakamura
T., Ochia S, Wekita T., Li T.C
Establishment of a reverse genetics system
for rat hepatitis E virus. 25th Annual
Meeting of the Society for Virology.
Bochum, Germany, March 18-21 2015

4. LiT.C, Yang T., Yoshizaki S., Ami Y.,
Suzaki Y., Ishii K., Haga K., Nakamura T.,
Ochiai S.,, Wakita T., Johne R.
Characterization of Self-Assembled
Virus-Like Particles of Ferret Hepatitis E
Virus  Generated by  Recombinant
Baculoviruses. The 10th China-Japan
International Conference of Virology.
Changchun, China, August 25-27, 2014

5. LiT.C, Ochiai K., Yang T., Yoshizaki
S., Takeda N., Ishii K. Wakita T.

Characterization of a case of hepatitis E that
imported from Spain. 10th Asia Pacific
Travel Health Conference, Ho Chi Minh
City, Viet Nam, May 7-11, 2014

6. LiT.C,, Ishii K., Yamamoto H., Suzuki
J., Matsuda A., Ishida T., Ami Y., Suzaki Y.,
Takeda N. and Wakita T. An unrecognized
hepatitis E outbreak in a monkey facility
The 23st Conference of the Asian Pacific
Association for the study of the liver. 6-10
June 2013, Singapore

7.



E

(H ISHII, Koji

9. 40280763
E

2) Li, Tian Cheng
VLP
10. Tingting Yang 90370957

E
3




