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1. FCREZW a2 5Eh & Uz A L APERFR OBFSE « KAl & D%

AR REFRETITIAY 7 O ARFRTEATICET 2 FREIC OV THE L7, BfEH
ARO ANRIFRPURGERRAEO - D OMEHRFHE LB 272> TEBY | AGRIIIKE 7,000 4o 7
NUEDIMEEZ BN THREZED D TETH D, BB TIEFEEERIZB W T A BTFRORAT
BV, F—HRBARTHRIESNTWD, SEROBENICEENLELER D, 7TVTHEIC
BT 2BATRY 7 F EFEICEI L TIZ WPRO @ ERP HES 2 L CEHmZ2EiE L TW\Wb, =
O TIXm W ERERENHERF ST D, BEIFFRFTFIEEIEORBE TV A 7 a AR Vi
BRI OWTEE L7-, CHRIFFAIFZE Tl DAA DAL DY, i/l 2 —DRER E%
BIZleole, ERFRT A NAICK LTI A VAESEEZFFALEMDOAR T ) —= T i
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HTWD, H28 4E 11 AIZIEAR A b o CREMIONIZESE & B RAH, E@3ta s Lo,

. BARUFFRBEENTIE R DI 5E

HBV @ preS-2 fHIL O IEECFIAS . 1830 microRNA O —FE CEEINHIMEEE A EF O let-7 25

L. EOMREHELT DTN H 5 2 & AW S L7, HBV large S mRNA 2A%ELT 5 K7
VAV =y 7w ARAER L DEN 2 W ALTFEEIC K DTSR TRIZE T 5 L. large
S mRNA D let=7 WA TER AT RFEMCERME < Z & % in vivo THER L7z, S HIZ, BAUT
KT AIVAD envelop & AV V= bio—nanoparticle ICEEZE AT A Z LTk - T, FHaEs
BT let-T 2 E O/ TEBET VAN —%29 52 L A2AREE LTz,

AR 5 2 Jdih & U 72 o A L AVERF T3 2 8 BTa R IE B RS L2 B - D i 5E

B BT &7 A L A Ffgi pEAE MR, NTCP ZEBLAIRakR 2 H L <, hitEd, HEAEELD R 7

U == T %70, JLUA VNN RSN DN 285052 Z L3 k-, BUEHL[FEAF
TEHAT > TV D ERFH AR Db & TR D BB Z KA TR Y . BN IH Y A )V AR 2k
ATATETH D,

A K 221 0 5 & i & U 72w A v AVERF SR OS5 BEFRMT IZ B 3 5 A 5T

FFFE DS A DIFRED Hef & 72 B RIE L RIEIZ OV TR 21T o 72, JEE L O A U AKHL

P& I ORIEICBEE T 5 20+ 2502 L7z ( Cell Rep 14(10) :2362-74,

2016.1. Diabetes 65(10):2966-79, 2016.) , F7=. PN A ZHER & F DAMIEMESZIZ 2 )
bAhRZ R L, FOHEEEM 2 e L7~ ( Gastroenterology(in press) PLoS

One 12(1):e0170291, 2017.) .

A oK EEF 0 5 A 5Edih & U7 0 o L AVEIFR DT 3 K OSHrBlGREIEBR R I B9~ 5 F

7

B BMEMEIF R EBE 2T 5 7 = — XMERKRIGERIZIB VT, HBs/HBe HUFIRIE Y 7 F 0%, X7
A =Tz LT, LU A VAR & TFROEITIHIN R DB ThH o T2, ED A
H= A5 E LTI, HBe LRI B 22 e N I DOE N EE TH o7, /3= /LZBWTIE
ERIFFR A N ADZET I v 7 OEZER, S FHREEZIT- 72,

A K S5t 0 3 & Ll & U 72 CHURT 28 D 505 s B2 HOAE 2

AAEREIL, CAUMBYERFRICKT D DAA IR 24T > TR T, B5a1, BaRF, K THOGBEH
Nl BB 2 fifAT L, B HCV /B & 58 R O & OBSEME 2 5t L7=, Genotype 17 2 i
(SOF/LDV 12 3#) . Genotype 2% 1 fi] (SOF+RBV 123#) ZxtZe L L. MY 5 oo kshikHn i -
T by TR, NK AL Z AR L 7o, 26 CREE HEC0MT HOV 1XFEME L L, SVRI2 % AR
L7z, BRRAIEY 7%~ h OSBEEIZIEET S EINT 2R08 4380, K TH bR S, T
FAE, NKHEIRITZE I 72 B b 25D e o 72, DAATRIRIZ &L » THEK IR 23 EIE 325 2 &2y
5. DAAIZ K 530070 HOV HERRITHIE R OEIE R b HIFF CX 5 2 L AVRIBR I LT,

. In a hepatitis A epidemiological survey, we reported on an epidemiological investigation of

hepatitis A in Sri Lanka. For Japanese HAV surveillance, we have filed an ethics
application for the surveillance of hepatitis A antibody prevalence, and we are planning to
test over 7,000 serum samples as approved. In Homosexual groups in Taiwan, there is an
outbreak of hepatitis A, the same strain is also detected in Japan. It is necessary to pay
attention to future trends in Japan. Regarding vaccination against hepatitis B in Asian
countries, high inoculation rates are maintained. We exchanged opinions and shared

information with researchers in the US.



. We found that the nucleotide sequence of the preS2 region of HBV is a kind of microRNA

of the host and may adsorb let-7, a cancer suppressor. In transgenic mice model
expressing HBV large S mRNA with chemical hepatocarcinogenic system using DEN, it
was confirmed that the let-7 adsorption action of large S mRNA promoted liver

carcinogenesis.

. Screening of Okinawa plants and Chinese herbal medicines was performed using a HBV

replicating and NTCP-expressing cell lines. We identified plural extracts showing

antiviral effect.

. We studied inflammation and immunity which are the basis of hepatic carcinogenesis.

Two molecules were associated with obesity, insulin resistance and liver inflammation
(Cell Rep 14 (10): 2362-74, 2016.1. Diabetes 65 (10): 2966-79, 2016.). We also
demonstrated antigens involved in cellular immunity targeting liver cancer and examined
their antitumor activity (Gastroenterology (in press) PLoS One 12 (1): e 0170291, 2017.).

. A vphase III clinical trial in chronic hepatitis B showed better antiviral and liver protection

capacity of a therapeutic vaccine containing HBsAg/HBcAg than pegylated interferon and
sustained effect was due to continuation HBcAg-specific immunity. The cause underlying
HEV epidemic in Nepal was accomplished by epidemiological and genetic study.

. In the case of DAA treatment for chronic hepatitis C, the frequency of immune cells was

analyzed before, after, and after treatment, and the relationship between anti -HCV
action and fluctuation of the immune system were examined. Dendritic cells, T cells and
NK cells were analyzed. In all cases, HCV became negative and SVR 12 was achieved. The
frequency of the dendritic cells was increased during the treatment and was maintained.
T cells and NK cells showed no significant changes. Since DAA treatment restores
dendritic cells, it was suggested that prompt HCV elimination by DAA could also be
expected to have a recovery effect of the immune system.
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