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HBV 27 7o e—4% —H{il7 v A REMSL LRI T A 7 Z7 U —0 685 HBV iEE 2~ ba %
FEST2ZLa B L, 7o, HBV &Yl B2 bHl HBV Bl O SR 70 2 B 45
L7z, HBV a7 7 uE—%—#ild7 vt A %zl T, EEDiEY )& metachromin A <PE 5 %
5 BZFE LTz, ZHobaoit HBV I Z T 5 & & b, £ OFEERSER LAY 05t HBV
IEMEEfRAT L. L0 EmWit HBVALAWIRE % HiE L7, Metachromin A & 7 /L X FHDOHT HBV /b5
WA fRMT L7275, metachromin A O W A )L A7 1 E — & — &2 U=H HBV i& X 0 2V B3 i ©
EHbEWmE LT, ExE—oMEEEOFLHBV A1V — R & L THIRFCE 2, =612, HENE & HBV
JRYL & OBEMEZ T L, BN O KR & & & HBV &G, ADHHEEZ L L Cnic, JEIGRE A XDk
KIZE > THBV BERENTLHE LT Z L 0n, B OV A X 2 W XBIESEA 144 LT HBV v A
NABEFIR L, FERERLEE R LT SETNWD 2 EARBENTE, ZOZ &b, B EE
B L7z A & F A OHT HBV IEME 2 55 il % TR#AT L. simvastatin ZH1 HBV (L& & L CIA)
iE LT, & B2, simvastatin LIS DA X F & UTHHA & F o 1AbEW =>DOH HBV IGMEZ et L7,
ZDH5H 2{LEWO IC50 28 1.8 225 3.8 uM TH Y | simvastatin LV @ gt HBV iGFHEZ R L2, &
BT Ay DFRFT HATUV, T HBV IEMH A BRE L T D, BLE, ARIFZRIZE VTR B 6L HBV 1%
HE LA ERIET S &L bl BIER S HBV BROMELZIA LML, ZNEEMIZ LA X T
OB HBV AEH 2 62002 Lz, ABFZERCRIZHT HBV #IBR%E 36 L O HBV 22 WA HEIE BA XS (= ik
T5EBbisd,

HBV #E5sE 2 5EICAFE L. T OB L=t HBV O A7V —= 0 7V AT AORERE L)Y
PLHBV OB EZ(TH) Z L2 HE Lz, HBV 7 AERIRITE 720, AHFFED B EEKT D
=0, @R HBV 7 2R A7 A THDH HBV103-AdV ¥ AT L %F% L=, HBV103-AdV &
AT L&AV T, K 90%D cccDNA Z k4 % CRISPR/Cas9 ¥ AT ADBHFICHLD LTz, 72, Kk
\Z & W BEIZ 30,000 LLEDILAMD A7 V—=2 TR T LTEY, 4 DOBMEESE-, Z0o2HD 1
DlE, BHFEROMIEY A VAR ERLTEBY . ARSI S D,

M CH v AFldIREEH 72 E 3 BTV 5 statin @O B HTAFRIRIE~OF A A3+ 25 2 & % A
& L7z, HBV &Yt MFIEF A 7~ 7 ZA~0 statin & 512 L Y 74 /L2 mRNA B2 H7EICHD S+
T HBe, HBec BB A S8 5 Z L& R L7z, Statin EHLVANVAKIT I TV =T HEL,
F7-PEGA ¥ —7 cur OfHIZ XYt HBV /EH OFFEEM-HBV DNA K FIR—%F 2 7~
UATHEZR L=, HBx hT7 v AV 2= v 7 <7 A 2BV T CDK FHER Y p21 UL T L O statin #%
BAZ XN 2R Lz, & DITHTHRRIEIEIC BB E 213729 DJ-1 23 statin IZ XV BBUK T T 5
ZExAHLL,

15 ERFRENT & FEA 7 U — = J RS

HBV OE 3B, 7 V7 ) ARFUCEE = Y —II/2 7 7 u £ — % — (ENHII/BCP)
OB < 5 ER T2 [FE L. ENHI/BCP OFREiIHME LA O T 2 2 & 2T K o THZ e alE
R E AT 2 ANE L,

ENHII/BCP S8l f &3 2 R 742 7 a7 A — LAERITIC K VIR L/ » 7 XUV EB) D HBV #
BA~DEE 5% §Ff L 7=, ENHIIUBCP #& &K1 & L ClAE L7z LUCTLS i HBV ENHIUBCP {4 % i
L. L4/ 5 RNA KONHBe HURDEA, 7 A4 VAR T-OFEEZBICHIET A Z L 25N L,
2@ HBV s A EHEIC EE 22 LUCTL3 WHEIk A [FE L7z, Z4uUliiz, LUCTL3 OFBLUZ &




STTVZF ) LARNADAT A Mt snNs Z 2R Lz, U EDORRORRELIT- T2,

JF#EIZ 31T % microRNA BEREIZBA 10 2 70 F DI BUR P& MR L. DDX20 & Kidn 5
microRNA B§REIZE Z 2K - ORBNMET LTV D Z EEB 620 L, DDX20 OFRBUK T IXFFIC
microRNA140 ORI TIZE G- 2 Z & 2R S 4L, F2BE microRNA140 @/ > 7 7 U k< U A Tl
FEOGFIENEE BT 2 L AMER Lz, ZHIZ XY | microRNA140 35 K0V DDX20 & [ 23, AFEIcun
TEMHEIFNIZENTND Z RSN, £72. HBV @ preS-2 fEIEL O EEEC S/, 15 35 microRNA
DO—FETHEIMHIEREZ £ let-7T ZRAE L., TORELHELT 2 iettndH 2 2 L a2 AW LTz, HBV
large SmRNA BT H 7oAV ==y 7~ U ZAZ/FR L, DEN Z WAL EIZ L D A58 %
THIZT 5 L. large S mRNA O let-7 WeEEH DT EIEERII B < Z & % invivo THER L72, &6
(2. BAIFL 7 A /LA D envelop % [\ 7= bio-nanoparticle [Z&Z &£ AN$ 5 Z L2 X » T, AFHIIEE:
BN let-T B DTN FRMET VN =535 L arfel Lic, ZOHETBEFRY A LAD
HERA T 2 TN TV D728, B RUTFRIEGLHIN 2 AR R & 97 2 I3 BRI bR N L v & PR E T,

HBV EEIZFEONFEIIREIITE L, FFL, BRATEERT DRSS v a—T 1 7
RNA(ncRNA) UHGI % R\ 72 L7z, UHG1 !X HBV mRNA OARIZEI S L, Smad A4 (et 2 =
& CHAE LIRS 7275895 Z L NI L7z, UHGI OIS BUHIEEEME 2 it U, FEBUHE 2 3
HAY ) —= 7 REML LT statin 38 JUVSIS3 28 UHGL DR BIAFENRZR"T 2 &2 BWZ Lz,

SILAC #=° HBc EHE & OFEA N T OHFE %21 U, LRPPRC X SRPK1 &\ o 72105 N 1 & [FlE
Lice ZTNHDORTD /) v 7 XU BEOY v 277 7~ Huh7 X HepG2 Ml B2 L, 2 b DEHRE
Gt L7z & 2 A, LRPPRC I3 HBV @ pgRNA D4 Mk 2 EIZHE T 5 Z L B LMo, £z,
SRPK1 i pgRNA O 2 TR ~DHRY AL Z BITHIEHT 5 Z LRI MM -7, £, ZThHDRF
DRBALEHEE I 23 N7 FELR—Z—L AT ML VERL, WELE, LihL, Zoay
N RIZHRV HBV il RITER D b o7z,

TR FEE DB

ZHAVET, b MTRICAEBRITIVVIREE TGRS 70 HBV YL - BIER IR Do 7o, Eo, EHIREE
D FFHRE 2 —E OB EE T turn over L TWAIZH BT 57, cceDNA MEENIZERATF LT 5 JRIKIZA T
b5, AFFETIX, & &IPS M) b AFERiERMAL s K ORI MR ~D /o LFFE - Mk 2 i
2L, HBV B X OHOLES FHAHZ AR HBV 2 S5 2 LITPI L, cceDNA DRk & YR+
DPEAZ MR LTz, & N iPS Mla i SRATAIERFEIC I 5 HBV il - B/ R 2B L2 &gk, &
0 AR HBV YL - H95ER OUHENE S & 720 | Bl HBV 3EOERER - FOFHE S rIeE L 72 5,

bk iPS HifE Sk O T IR R R ML 2 O CE RS A TR S H - b PINEGHIIE & O RS RIC LD |

AARORFAARE T W aE 2 F 3 2 in vitro ARk ZHEEE L, HBV DR L BG4 in vitro THEL
TLETNEEL BIE LIt A B 2l o7, MENEMILEZ EHS 7 /VIRICHERE LES®R T 5 2 & T, B
EHTHR Y M-/ HEAER S, b MM ZERRET S & PN RS F T — 27~

Mo TilEE L, FFERERER (VL) 2532 2 LA T& 72, HBV #\ia 128 A L7 Fife s B Aa gk
(Hep G2.2.15, HuH-HB-Ae) % \ /= ITVLHep G2.2.15/Hul-HB-Ae G [ D HiEs (2 bk L HBV &5+
DIEHL, T A L ZRLF-RHUR & X7 B OEEHIrp ~D i L ~UL s B 5H LT = (Ahn, S., et al, J. Biosci.
Bioeng, 2014), KRIZ. t b ESAPS iz AW CTRIGRIC, IVLESAPS 2859 5 72D D&M At L, AT



MR~ DFFEEIFRIC IS T D Bl AR A M2 R L7z, & b iPS HIfE o FFIECR A% A Sk TVLPS %
ML, 2R BN TH D Z L 2R L, S512, HBV L8 7% —TH D NTCP OFHN
FEHEICE S HEFF N FBE T o 7=, HBV OKRYLFERRIZ L v . HIIN T HBV OiEF L 0N HBV R+ DAl
Jast it 7e ENBIER S, HBV OBENARECTH -T2, £o, U T HEAOEEGIZE D HERARD
D2 DR S AL, A, HRZAFFREEN TR - BA% S 7o ft HBV A E I DV THRT 2 8 T
K T2 DET VAN LT (F5EE 2015-173635),

i ali B PR TE S (2 B9 2 B R B fRAT

AR X BIBRTE 8 HE-LANIZ 50-60%IX 5T 2 Z E A LTS, Las L, A b7 T o
BORIEITRENT S AU TR, IFRIEE 12 kF LU CHFIRR & a1 T L 72 BB 1S3 A1l t% O statin O LD
BEFRDONAKFROANTH 5,
2003 E2 5 2013 FIZH B KFEFLEATIEBAE TR 21T o 72 734 B2 X5 & L7z, statin
(pravastatin, simvastatin, fluvastatine, pitavastatin, atorvastatin, and rosuvastain) % 6 » H LL_E &7
HZ Al U 72 SEBIS statin & ©#% L7z, statin (i O L 5 T 25 L7-, statin 1% 31 4
4.2%)IcBWTHASN T\, 2 BEOBREEFIE B BFROFE (FH vs FEHEM 6.5% vs 22.8%,
p=0.03), CRFFRDOHFME (19.4% vs 45.0%, p=0.005) . Hilfl O H(16.4% vs 3.1%, p=0.004), fHHE(LD
A H(16.1% vs 39.8%, p=0.008)IZ L > TEWVFED L ALz, MEFEAGFEIT statin I HHECTRIFIE -7
(p<0.001), ZEEMNTEHITT 5 &, statin O TR O BFRATFREZE T S5 H BRI
RF7Zole, RAEFHMICITEZR ORI ST,
statin O£ 5 IAFAIRRE I BRTE O TR O AR T S5 Z & statin (AR GIFRE OB E
HELUTORRERS D Z & 2R T AT,

T
Search for anti-HBV agents

Moriishi group established cell-based assay system targeting HBV core-promoter activity and
analyzed intracellular structures in HBV-infected cells by an electron microscopy. Eventually they
identified polybrominated dephenyl ether, metachromin A, a Chinese herb compound and so on as
anti-HBV compounds from natural products. The antiviral mechanisms of those compounds and
analogues were analyzed. Metachromin A and related analogues were examined for identification of
novel antivirals targeting HBV promoter. Other analogues may be expected to be lead compounds
due to low cytotoxicity and will be employed for future study. Furthermore, statins were analyzed
regarding antiviral activity due to negative co-relationship between LD size and HBV infection. Thus,
statins were screened for identification of novel anti-HBV compounds. Simvastatin exhibited
anti-HBV activity on the cell culture system. Furthermore, two statin analogues exhibited anti-HBV
activity like simvastatin with an EC50 value of 1.8 uM to 3.8 uM. Other compounds were identified
from Chinese herb extracts and examined them for antiviral assay. These findings suggest that
statin analogues and several compounds derived from natural products could suppress HBV
replication and propagation. The further study will contributed to development of novel anti-HBV
compounds and of novel systems for diagnosis and treatment of hepatitis B on the basis of those

findings.



The purpose of this research is to study HBV replication mechanism in detail, based on the results,
to develop anti-HBV drugs. The problem to achieve this purpose was the efficiency of HBV genome
replication is low in culture cells. Kanegae and Saito group developed the HBV103-AdV system,
which showed the highly efficient HBV genome replication not only in HepG2, but also in the
primary hepatocyte. Using HBV103-AdV system, we successfully constructed a CRISPR/Cas9
system that specifically and efficiently destroyed about 90% of cccDNA. And also we searched more
than 30,000 compounds using this system and we identified 4 candidate drugs. One of them was

effective for resistant HBV of existing drugs.

Moriya group found that, in HBV infected chimera mice model, statin administration resulted in
decreased levels of of HBeAg and HBcAg in hepatocyte through decreasing expression of HBV
mRNA. A combination treatment of statin with each of the individual nucleotide analogues
lamivudine, entecavir and PEG-IFN led to synergistic antiviral activity in the same mouse model.

In HBx gene transgenic mice, expression level of the cell cycle kinase inhibitor p21 was found to be
lower in the liver compared to control mice, which may be jnvolved in the viral pathogenesis. Statin
administration to the HBx gene transgenic mice contributed to recovery of p21 level. In addition,
statin treatment with the transgenic mice resulted in suppression of DJ-1 expression that possibly

plays a role in growth and tumor generation of hepatocellular carcinoma.

Investigation of host factors involved in HBV lifecycle or the viral pathogenesis and development of

new drug screening
Suzuki group identified LUC7 like 3 pre-mRNA splicing factor (LUC7L3, also known as hLuc7A or

CROP) as a novel interacting partner of HBV enhancer II and basal core promoter (ENII/BCP), key
elements within the core promoter, through the proteomic screening and found that LUC7L3
functions as a negative regulator of ENII/BCP. Gene silencing of LUC7L3 significantly increased
expression of the viral genes and antigens as well as the activities of ENII/BCP and core promoter. In
contrast, overexpression of LUC7L3 inhibited their activities and HBV replication. In addition,
LUC7L3 possibly contributes to promotion of the splicing of 3.5 kb RNA, which may also be involved
in negative regulation of the pregenome RNA level. This is the first to demonstrate the involvement

of LUC7L3 in regulation of gene transcription and in viral replication.

From the comprehensive screen of microRNA-related molecules, Koike group found that DDX20,
an important component regarding microRNA function, was frequently downregulated in HCCs.
Downregulation of DDX20 expression is specifically related with the decreased function of miR140.
Mir140 knockout mice were more susceptible to hepatocarcinogenesis. These observations suggested
that miR140 and DDX20 are novel liver tumor suppressors. In addition, preS2 regions in HBV
absorb let-7, a microRNA which is a liver tumor suppressor, and deregulate let-7 function. HBV
large S mRNA expressing transgenic mice were more prone to liver carcinogenesis induced by DEN
through decoy function of large S mRNA against let-7. Further, HBV envelop was used as a carrier or
bionanoparticle of let-7, which was specifically delivered to hepatocytes in vitro. This method may

efficiently target HBV-infected hepatocytes because it uses components of HBV, which may



theoretically distribute to the cells infected with HBV.

Kitagawa group found a novel IncRNA UHG1 which is induced accompanied by HBV replication.
UHG1 is overexpressed in livers bearing cirrhosis or hepatomas, and involved in mRNA
transcription of HBV. It promotes transcription of fibrosis related genes via Smad pathway. The
molecular mechanisms of UHG1 induction were further investigated. In addition, the group
successfully established a screening system for inhibitors which suppress UHG1 induction and found
that statins and SIS3 inhibited UHG1 induction.

Fukuhara group identified 2 host factors, LRPPRC and SRPK1 by SILAC system and mass
spectrometry. First, these factors deficient Huh7 or HepG2 cells were established by
shRNA-mediated knockdown or CRISPR/Cas9-mediated knockout system. The group clarified that
LRPPRC was involved in the transport of HBV pgRNA and SRPK1 negatively regulated the uptake
of viral genome into capsid. So far, we screened for compound involved in the expression levels of
LRPPRC and SRPK1. Unfortunately, the treatment with these compound had no strong inhibitory
effect on the infection of HBV.

Development of research tools useful for studies toward discovery of anti-HBV drugs

HBYV research is hampered by a lack of appropriate in vitro infectious models. To meet this need,
Asahina group developed culture models of HBV infection using human iPS cell-derived hepatocyte
lineages. These cells were susceptible to HBV infection, produced HBV particles, and maintained
innate immune responses. This study provides evidence that iPS-derived hepatic cell lines can be
utilized for novel HBV culture models to investigate the interactions between HBV and host cells

and the development of anti-HBV strategies.

Tagawa groupe developed culture models of HBV infection using human induced pluripotent
stem cell-derived in vitro liver tissue (IVL), including immature proliferating hepatic-like cell and
endothelial cells. This model was susceptible to HBV infection, produced HBV particles. The
infection efficiency of HBV in IVL predominantly depended on the expression levels of sodium
taurocholate cotransporting polypeptide NTCP). IVL expressed NTCP for HBV persistence.

This study concluded that iPS-derived liver tissue can be utilized for novel HBV culture models

between HBV and host cells and the development of anti-HBV strategies.

Clinical study on postoperative statin treatment

The cumulative recurrence rate of hepatocellular carcinoma (HCC) remains high, approximately
50-60% at 3 years after liver resection. However, effective adjuvant therapies after HCC resection
have yet to be established. Kokudo group aimed to investigate prognostic influence of statin use
against HCC recurrence in patients who underwent initial HCC resection.

Between 2003 and 2013, 734 patients that underwent initial liver resection for HCC were included

in the study. Exposure to statin (pravastatin, simvastatin, fluvastatine, pitavastatin, atorvastatin,



and rosuvastain) was defined as the use of recommended daily dose for more than 6 months before
and after surgery. Short- and long-term outcomes were compared between patients who received
statin and who did not.

Of the 734 patients, 31 (4.2%) patients received statins for the treatment of dyslipidemia (the
statin group), and 703 (95.8%) patients did not (the non-statin group). The patient’s background and
short-term outcomes were different in part between the statin group and the non-statin group in part,
including the proportions of hepatitis B (6.5% vs. 22.8%, P=0.032) and C (19.4% vs. 45.0%, P=0.005),
red blood transfusion rate (16.1% vs. 3.1%, P=0.004), and the proportion of fibrosis score, F3-4
(16.1 % vs. 39.8%, P=0.008). The recurrence-free survival (RFS) rate was significantly higher in the
statin group than in the non-statin group (P <0.001). The 1-, 3-, and 5- year RFS rates were 87.1%,
76.7%, and 76.7%, respectively, in the statin group, and 65.3%, 40.6%, and 32.9%, respectively, in the
non-statin group. A multivariable Cox proportional hazards model revealed that use of statin (HR:
0.34, 95%CI: 0.12-0.75, P=0.005) was associated with a significantly lower risk of HCC recurrence.
The overall survival rate was similar between the groups (P=0.142).

The use of statin reduced a risk of HCC recurrence after initial liver resection. Statin has a

potential as an adjuvant therapy for HCC resection.

III. R DI~ DFEE
(1) =58 - HEREF ISR T om % (EEGEE 44 1F)
1. Aizawa S, Okamoto T, Sugiyama Y, Kouwaki T, Ito A, Suzuki T, Ono C, Fukuhara T,
Yamamoto M, Okochi M, Hiraga N, Imamura M, Chayama K, Suzuki R, Shoji I, Moriishi K,
Moriya K, Koike K, Matsuura Y. TRC8-dependent degradation of hepatitis C virus immature

core protein regulates viral propagation and pathogenesis. Nat Commun. 2016 May
4;7:11379.

2. TianY, Yang Y, Zhang X, Nakajima T, Tanaka N, Sugiyama E, Kamijo Y, Lu Y, Moriya K,
Koike K, Gonzalez FJ, Aoyama T. Age-dependent PPARa activation induces hepatic sulfatide
accumulation in transgenic mice carrying the hepatitis C virus core gene. Glycoconj J. 2016
Jun 18,33 (6), 927-936.

3. Nishikawa H, Shiraki M, Hiramatsu A, Moriva K, Hino K, Nishiguchi S.JSH guidelines for
sarcopenia in liver disease (first edition): Recommendation from the working group for
creation of sarcopenia assessment criteria in the JSH. Hepatol Res. 2016 Sep;46(10):951-63

4. Ogishi M, Yotsuyanagi H, Moriva K, Koike K.Delineation of autoantibody repertoire through

differential proteogenomics in hepatitis C virus-induced cryoglobulinemia.Sci Rep. 2016 Jul
12;6:29532

5. Tsutsumi T, Okushin K, Enooku K, Fujinaga H, Moriva K, Yotsuyanagi H, Aizaki H, Suzuki
T, Matsuura Y, Koike K, Nonstructural 5A Protein of Hepatitis C Virus Interferes with
Toll-Like Receptor Signaling and Suppresses the Interferon Response in Mouse Liver. PLoS
One. 2017 Jan 20;12(1): 0170461

6. Yamada N, Sugiyama R, Nitta S, Murayama A, Kobayashi M, Okuse C, Suzuki M, Yasuda K,
Yotsuyanagi H, Moriva K,Koike K, Wakita T,Kato T.Resisitance mutations of Hepatitis B

virus in entecavir —Refractory patients. Hepatology Communications.2017 April 110-121
7. Sekiba K, Yamagami M, Otsuka M, Suzuki T, Kishikawa T, Ishibashi R, Ohno M, Sato M,



10.

11.

12.

13.

14.

15.

16.

17.

18.

Koike K. Transcriptional activation of the MICA gene with an engineered CRISPR-Cas9
system. Biochem Biophys Res Commun. 2017 Apr 29;486(2):521-525.

Takata A, Otsuka M, Ohno M, Kishikawa T, Yoshikawa T, Koike K. Mutual antagonism
between hepatitis B viral mRNA and host microRNA let-7. Sci Rep. 2016;6:23237.

Otsuka M, Kishikawa T, Yoshikawa T, Yamagami M, Ohno M, Takata A, Shibata C, Ishibashi
R, Koike K. MicroRNAs and liver disease J Hum Genet. 2017: 62(1):75-870.

Mise Y, Hasegawa K, Satou S, Shindoh J, Miki K, Akamatsu N, Arita J, Kaneko J, Sakamoto
Y, Kokudo N. How has virtual hepatectomy changed the practice of liver surgery?
Experience of 1194 virtual hepatectomy before liver resection and living donor liver
transplantation. Ann Surg 2017 (in press).

Yamashita S, Sakamoto Y, Yamamoto S, Takemura N, Omichi K, Shinkawa H, Mori K,
Kaneko J, Akamatsu N, Arita J, Hasegawa K, Kokudo N. Efficacy of Preoperative Portal Vein
Embolization Among Patients with Hepatocellular Carcinoma, Biliary Tract Cancer, and
Colorectal Liver Metastases: A Comparative Study Based on Single-Center Experience of 319
Cases. Ann Surg Oncol 2017 (in press)

Ho MC, Hasegawa K, Chen XP, Nagano H, Lee YdJ, Chau GY, Zhou J, Wang CC, Choi YR,
Poon RT, Kokudo N. Surgery for Intermediate and Advanced Hepatocellular Carcinoma: A
Consensus Report from the 5th Asia-Pacific Primary Liver Cancer Expert Meeting (APPLE
2014). Liver Cancer 2016; 5:245-6.

Kokudo T, Hasegawa K, Matsuyama Y, Takayama T, Izumi N, Kadoya M, Kudo M, Ku Y,
Sakamoto M, Nakashima O, Kaneko S, Kokudo N; Liver Cancer Study Group of Japan.
Survival benefit of liver resection for hepatocellular carcinoma associated with portal vein
invasion. J Hepatol 2016; 65:938-43.

Kokudo T, Hasegawa K, Kokudo N, Kokudo T, Uldry E, Demartines N, Halkic N.
Hepatocellular Carcinoma: The Gap Between Eastern and Western Clinical Practice. Ann
Surg 2016 (in press)

Kokudo T, Hasegawa K, Amikura K, Uldry E, Shirata C, Yamaguchi T, Arita J, Kaneko J,
Akamatsu N, Sakamoto Y, Takahashi A, Sakamoto H, Makuuchi M, Matsuyama Y,
Demartines N, Malagé M, Kokudo N, Halkic N. Assessment of Preoperative Liver Function in
Patients with Hepatocellular Carcinoma - The Albumin-Indocyanine Green Evaluation
(ALICE) Grade. PLoS One 2016; 11:0159530

Hayashi A, Shibahara J, Misumi K, Arita J, Sakamoto Y, Hasegawa K, Kokudo N, Fukayama
M. Histologic Assessment of Intratumoral Lymphoplasmacytic Infiltration Is Useful in
Predicting Prognosis of Patients with Hepatocellular Carcinoma. PLoS One 2016;
11:e0155744.

Shibahara J, Hayashi A, Misumi K, Sakamoto Y, Arita J, Hasegawa K, Kokudo N, Fukayama
M. Clinicopathologic Characteristics of Hepatocellular Carcinoma With Reactive Ductule-like
Components, a Subset of Liver Cancer Currently Classified as

Combined Hepatocellular-Cholangiocarcinoma With Stem-Cell Features, Typical Subtype.
Am J Surg Pathol 2016; 40:608-16.

Shindoh J, Makuuchi M, Matsuyama Y, Mise Y, Arita J, Sakamoto Y, Hasegawa K, Kokudo N.

Complete removal of the tumor-bearing portal territory decreases local tumor recurrence and



19.

20.

21.

22.

23.

24.

25.

26.

improves disease-specific survival of patients with hepatocellular carcinoma. J Hepatol 2016;
64:594-600.

Tamaki N, Kurosaki M, Kusakabe A, Orito E, Joko K, Kojima Y, Kimura H, Uchida Y, Hasebe
C, Asahina Y, Izumi N. Hepatitis B Surface Antigen Reduction by Switching from Long-term

Nucleoside/nucleotide Analog Administration to Pegylated Interferon. J Viral Hepat 2017 Feb
15.

Matsuura K, Sawai H, Ikeo K, Ogawa S, lio E, Isogawa M, Shimada N, Komori A, Toyoda H,
Kumada T, Namisaki T, Yoshiji H, Sakamoto N, Nakagawa M, Asahina Y, Kurosaki M, Izumi
N, Enomoto N, Kusakabe A, Kajiwara E, Itoh Y, Ide T, Tamori A, Matsubara M, Kawada N,
Shirabe K, Tomita E, Honda M, Kaneko S, Nishina S, Suetsugu A, Hiasa Y, Watanabe W,
Genda T, Sakaida I, Nishiguchi S, Takaguchi K, Tanaka E, Sugihara J, Shimada M, Kondo Y,
Kawai Y, Kojima K, Nagasaki M, Tokunaga K, Tanaka Y, on behalf of the Japanese
Genome-Wide Association Study Group for Viral Hepatitis. Genome-wide association study
identifies 1 a TLL1 variant associated with development of hepatocellular carcinoma after
eradication of hepatitis C virus. Gastroenterology 2017 Feb 2.

Murakawa M, Asahina Y, Nagata H, Nakagawa M, Kakinuma S, Nitta S, Kawai-Kitahata F,
Otani S, Kaneko S, Miyoshi M, Tsunoda T, Asano Y, Sato A, Itsui Y, Azuma S, Nouchi T,
Furumoto Y, Asano T, Chuganji Y, Tohda S, Watanabe M. ITPA gene variation and
ribavirin-induced anemia in patients with genotype 2 chronic hepatitis C treated with
sofosbuvir plus ribavirin. Hepatol Res 2017 Jan 27.

Murakawa M, Asahina Y, Kawai-Kitahata F, Nakagawa M, Nitta S, Otani S, Nagata H,
Kaneko S, Asano A, Tsunoda T, Miyoshi M, Itsui Y, Azuma S, Kakinuma S, Tanaka Y, Iijima S,
Tsuchiya K, Izumi N, Tohda T, and WatanabeM. Hepatic IFNL4 expression is associated with
non-response to interferon-based therapy through the regulation of basal
interferon-stimulated gene expression in chronic hepatitis C patients. J Med Virol 2017 early
view on Feb 27.

Itakura J, Kurosaki M, Hasebe C, Osaki Y, Joko K, Yagisawa H, Sakita S, Okushin H, Satou T,
Hisai H, Abe T, Tsuji K, Tamada T, Kobashi H, Mitsuda A, Ide Y, Ogawa C, Tsuruta S,
Takaguchi K, Murakawa M, Asahina Y, Enomoto N, Izumi N. Complex pattern of

resistance-associated substitutions of hepatitis C virus after daclatasvir/asunaprevir
treatment failure. PLoS One 2016; 11: e0165339.

Nitta S, Asahina Y, Matsuda M, Yamada N, Sugiyama R, Masaki T, Suzuki R, Kato N,
Watanabe M, Wakita T, Kato T. Effects of Resistance-Associated NS5A Mutations in Hepatitis
C Virus on Viral Production and Susceptibility to Antiviral Reagents. Sci Rep 2016; 6: 34652.
Goto F, Kakinuma S, Miyoshi M, Tsunoda T, Kaneko S, Sato A, Asano Y, Otani S, Azuma S,
Nagata H, Kawai-Kitahata F, Murakawa M, Nitta S, Itsui Y, Nakagawa M, Asahina Y,
Watanabe M. Bone Morphogenetic Protein-4 Modulates Proliferation and Terminal
Differentiation of Fetal Hepatic Stem/Progenitor Cells. Hepatol Res 2016 Sep 27.

Takada H, Tsuchiya K, Yasui Y, Nakakuki N, Tamaki N, Nakanishi H, Itakura J, Takahashi Y,
Kurosaki M, Asahina Y, Enomoto N, Izumi N. Irregular vascular pattern by
contrast-enhanced ultrasonography and high serum Lens culinaris agglutinin-reactive

fraction of alpha-fetoprotein level predict poor outcome after successful radiofrequency

10



217.

28.

29.

30.

31.

32.

33.

34.

ablation in patients with early-stage hepatocellular carcinoma. Cancer Med 2016; 5:
3111-3120.

Nagata H, Nakagawa M, Nishimura-Sakurai Y, Asano Y, Tsunoda T, Miyoshi M, Kaneko S,
Goto F, Otani S, Kawai-Kitahata F, Murakawa M, Nitta S, Itsui Y, Seishin Azuma S,
Kakinuma S, Tojo N, Tohda T, Asahina Y, Watanabe M, the Ochanomizu Liver Conference
Study Group. Serial measurement of Wisteria floribunda agglutinin positive Mac-2-binding
protein is useful for predicting liver fibrosis and the development of hepatocellular carcinoma
in chronic hepatitis C patients treated with IFN-based and IFN-free therapy. Hepatol Int
2016;10: 956-964.

Kaneko S, Kakinuma S, Asahina Y, Kamiya A, Miyoshi M, Tsunoda T, Nitta S, Asano Y,
Nagata H, Otani S, Kitahata F, Murakawa M, Itsui Y, Nakagawa M, Azuma S, Nakauchi H,
Iwamoto M, Watashi K, Wakita T, Sugiyvama M, Mizokami M, Shimotohno K, Watanabe M.
Human induced pluripotent stem cell-derived hepatic cell line as a new model for host
interaction with hepatitis B virus. Sci Rep 2016; 6:29358.

Taniguchi M, Tasaka-Fujita M, Nakagawa M, Watanabe T, Kawai-Kitahata F, Otani S, Goto F,
Nagata H, Kaneko S, Nitta S, Murakawa M, Nishimura-Sakurai Y, Azuma S, Itsui Y, Mori K,
Yagi S, Kakinuma S, Asahina Y, Watanabe M. Evaluation of Interferon Resistance in Newly
Established Genotype 1b Hepatitis C Virus Cell Culture System. J Clin Transl Hepatol 2016;
4: 5-11.

Otani S, Kakinuma S, Kamiya A, Goto F, Kaneko S, Miyoshi M, Tsunoda T, Asano Y,
Kawai-Kitahata F, Nitta S, Nakata T, Okamoto O, Itsui Y, Nakagawa M, Azuma S, Asahina Y,
Yamaguchi T, Koshikawa N, Seiki M, Nakauchi H, Watanabe M. Matrix Metalloproteinase-14
Mediates Formation of Bile Ducts and Hepatic Maturation of Fetal Hepatic Progenitor Cells.
Biochem Biophys Res Commun 2016; 469: 1062-8. doi: 10.1016/j.bbrc.2015.12.105.
Kawai-Kitahata F*, Asahina Y*, Tanaka S, Kakinuma S, Murakawa M, Nitta S, Watanabe T,
Otani S, Taniguchi M, Goto F, Nagata H, Kaneko S, Tasaka-Fujita M, Nishimura-Sakurai Y,
Azuma S, Itsui Y, Nakagawa M, Tanabe M , Takano S, Fukasawa M, Sakamoto M, Maekawa
S, Enomoto N, Watanabe M. *These authors contributed equally to this study. Comprehensive
analyses of mutations and hepatitis B virus integration in hepatocellular carcinoma with
clinicopathological features. J Gastroenterol 2016; 51: 473-86. doi:
10.1007/s00535-015-1126-4.

Azuma S, Asahina Y, Nishimura-Sakurai Y, Kakinuma S, Kaneko S, Nagata H, Goto F,
Ootani S, Kawai-Kitahata F, Taniguchi M, Murakawa M, Watanabe T, Tasaka-Fujita M, Itsui
Y, Nakagawa M, Watanabe M. Efficacy of additional radiofrequency ablation after
transcatheter arterial chemoembolization for intermediate hepatocellular carcinoma. Hepatol
Res 2016; 46: 312-9. doi: 10.1111/hepr.12566.

Asahina Y, Izumi N, Hiromitsu K, Kurosaki M, Koike K, Suzuki F, Takikawa H, Tanaka A,
Tanaka E, Tanaka Y, Tsubouchi H, Hayashi N, Hiramatsu N, Yotsuyanagi H.JSH Guidelines
for the Management of Hepatitis C Virus Infection: A 2016 update for genotype 1 and 2.
Hepatol Res 2016; 46: 129-165.

Asahina Y and Watanabe M. Need for appropriate programs for prevention of hepatitis B

infection: lessons from the latest nationwide survey in Japan. J Gastroenterol Hepatol 2016;
1



35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

(2)

1.

31:12-13.

Tanaka T, Okuyama-Dobashi K, Murakami S, Chen W, Okamoto T, Ueda K, Hosoya T,
Matsuura Y, Ryo A, Tanaka Y, Hagiwara M, Moriishi K: Inhibitory effect of CDK9 inhibitor
FIT-039 on hepatitis B virus propagation. Antiviral Res, 133: 156-164, 2016

Kouwaki T, Okamoto T, Ito A, Sugiyama Y, Yamashita K, Suzuki T, Kusakabe S, Hirano J,
Fukuhara T, Yamashita A, Saito K, Okuzaki D, Watashi K, Sugiyama M, Yoshio S, Standley
DM, Kanto T, Mizokami M, Moriishi K, Matsuura Y: Hepatocyte Factor JMJD5 Regulates
Hepatitis B Virus Replication through Interaction with HBx. Journal of Virology, 90:
3530-3542, 2016

Adachi A, Tamai M, Tagawa Y. Collagen: The Oldest Scaffold for Tissue Regeneration Current
Tissue Engineering, 2016, 5(2): 85-102.

Furuzono S, Meguro M, Miyauchi S, Inoue S, Homma T, Yamada K, Tagawa Y, Nara F,
Nagayama T. A novel aldosterone synthase inhibitor ameliorates mortality in
pressure-overload mice with heart failure. European Journal of Pharmacology, 795:58-65,
2016. doi:10.1016/j.ejphar.2016.11.049

Nakajima K, So M, Takahashi K, Tagawa Y, Hirao M, Goto Y, Ogi H. Optimized Ultrasonic
Irradiation Finds Out Ultra-stable AB1-40 Oligomer, J. Phys. Chem. B in press, 2017

Yue Y, Tamai M, Tagawa Y. Nitric Oxide is Critical for Avoiding Hepatic Lipid Overloading via
IL-6 Induction during Liver Regeneration after Partial Hepatectomy in Mice Experimental
Animals in press.

Toyoda Y, Kashikura K, Soga T, Tagawa Y.Metabolomics of an in vitro liver model containing
primary hepatocytes assembling around an endothelial cell network: comparative study on
the metabolic stability and the effect of acetaminophen treatment Journal of Toxicological
Sciences in press

Suzuki R, Saito K, Matsuda M, Sato M, Kanegae Y, Shi G, Watashi K, Aizaki H, Chiba J,
Saito I, Wakita T, Suzuki T. Single-domain intrabodies against hepatitis C virus core inhibit
viral propagation and core-induced NFkB activation. J Gen Virol. 2016 ;97(4): 887-92.

Ichise H, Hori A, Shiozawa S, Kondo S, Kanegae Y, Saito I, Ichise T, Yoshida N.
Establishment of a tamoxifen-inducible Cre-driver mouse strain for widespread and temporal
genetic modification in adult mice. Exp Anim. 2016; 65(3): 231-44.

Suzuki M, Kondo S, Yamasaki M, Matsuda N, Nomoto A, Suzuki T, Saito I, Kanegae Y.
Efficient genome replication of hepatitis B virus using adenovirus vector: a compact

pregenomic RNA-expression unit. Sci Rep. 2017; 7: 41851.

e VURVULEIZBIT A OFE - RA X —3FE

Hepatitis C virus core protein interacts with Bnip3 and suppresses its dimerization and
binding with LC3,78x A % — Tsutsumi T, Kado A, Okushin K, Enooku K, Fujinaga H, Moriya
K, Yotsyyanagi H, Kanegae Y, Saito I, Matsuura Y, Koike K, 23rd International Symposium
on Hepatitis C Virus and Related Viruses (HCV 2016), Kyoto, Japan, Oct 13, 2016, [EWHN

LORAEN Y RATENN 2 FIFRREDOTRINR & ZEEORE, AN A X —, W& Fifr, M
B, JA BT, BREOELA, T RIS, MR Rk, R AR, TRR ERER, B BA,
i BAR, RA B, dTiE thie, ok SR, B Bk, R Re, Mg Ed, UMD Z,

12



10.

11.

12.

13.

14.

MY, &RE I8HE, b Foz, & 24 [0 H AT LEEDE 2 B (IDDW) (55 20 [0 B AFFigs:2
RE) , #H, 2016/11/3,EH N

Delineation of autoantibody repertoire through differential proteogenomics in HCV-induced

cryoglobulinemia, 78 A % — Yotsuyanagi H, Ogishi M, Moriya K, Koike K, Asian Pacific
Digestive Week (APDW) 2016, Kobe, Japan, Nov 5, 2016, [EN

In vivo knock-down of bile salt export pump exacerbates the homeostasis of the cholesterol
and bile acid metabolism in mouse NAFLD model, 7~ 2 # —, Okushin K, Tsutsumi T, Enooku
K, Fujinaga H, Kado A, Moriya K, Yotsuyanagi H, Koike K,67th Annual Meeting of the
American-Association-for-the-Study-of-Liver-Diseases (AASLD), Boston, MA, USA, NOV 13,
2016,[E4}

TNT7 22 ICGL5 SifiE A IV T2 L W ITHERE R 23 2 (ALICE score) O FT B 7R 4 4531 pcisk
BT A E O, nEE, BEh&m, BRA)IERE, Memc. @fFE, &I RREA.,
BHIE—. BARRIL, SRR E, B, 5 78 [ B ARBEANFI TS, ") o AKRT L,
2016/11/26, [EA.

FARIE T REFIRER DRF 23 A% 5 central hepatectomy. HEH, BRASEIL, ) ., HHFE
LA EE L ORI, eI RS, BRI, 5 78 Al B ARRIRAA R R, miln T
U ART IV, 2016/11/26, [EN.

ALPTIPS(Associating Liver Partial partition and Trans-Ileocecal Portal vein embolization
for Staged hepatectomy). H#H, Sakamoto Y, Hasegawa K, Kokudo N, % 71 [#] H AH1{Las7k
R, 5. 2016/7/16, [EN

RPN REAE S OVRIR T8 SERTFAN vs Ma/NFAN M/ h R OSLG 6, A, REJIR, AR
oh, ETHBL, A, KETEE. AIE . A, &FIE—, AHE— B,
571 [ AAH LSRR TR, 2016/7/16, [EN

ALPPS FAFOJF 2 )G L7222 TR 2 “HIRATOIER  ALPTIPS OBH%. DA, FREA
Bt BRAR A, B HBAS, B, RREA, BHEE—, @7IE—. BRJIR, KEER,
B 72, 5 116 [B] A AR R R AR S, KBk, 2016/4/16, [E[N

WIRAIPIRIE S 2 14 © TR (k3 2 BBk 2 fl & L72TRdRiklg . REA, I . BRA
JIBR. BB, =08, REE, REFZ. WHERA, MREAS, RIREA, A B,
EFME— BRARSL, B, 5 116 [ A ASNR AR E A E S KR, 2016/4/16, [EA
FFPNRBAE S OO F8 A AL & AR RO 714 & OBfR. HEA, BARRIL, HHERE, AHE—.
TRAMEA, B FIE— RO, BIEZE, O, 55 52 Bl HAFPREATES. 18/ M. 2016/7/1,
EH

The validity of the Makuuchi’s criteria revisited: retrospective analysis of 1385 consecutive
cases of hepatocellular carcinoma, [, Inagaki F, Hasegawa K, Shinkawa H , Arita J,
Kaneko J, Akamatsu N, Sakamolo Y, Kokudo N.%5 28 [a] H AR 22 KB, 2016/6/3.
EH

Recent progress in anti-HCV therapy and challenges toward HCC eradication. [ 8H.
Asahina Y. Academic Forum of Liver Disease in Northeast China and the Annual
Convention for the Study of Liver Diseases in dJilin Province in 2016. Oct 29 2016,
Changchun, China.  [E4}.

Hepatocarcinogenesis after hepatitis C viral eradication. [ 8H.Asahina Y. The 10th
APASL Single Topic Conference. June-8, 2016, Kaoshiung, Taiwan.  [E4}.

13



15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

Reduced changes in bone mineral density in CHB patients receiving tenofovir alfenamide
(TAF) compared with tenofovir disoproxil fumarate. HEH. Seto WK, Asahina Y, Peng,
Stanciu CYC, Abdurakhmanov D, Flaherty JF, Kim K, Gaggar A, Subramanian M, Tabak F,
Tuan T, Nguyen TT, Chan HLT. The 67th Annual Meeting of the American Association for
the Study of Liver Disease (AASLD The Liver Meeting 2016). November 11-15, 2016, Boston,
USA. [E4+.

Genetically modified human induced pluripotent stem cell-derived hepatic progenitor-like
cell lines as a model for interaction between hepatitis B virus and host cells. 7" 2 %
—.Kaneko S, Kakinuma S, Asahina Y, Kamiya A, Miyoshi M, Tsunoda T, Nitta S, Sato A,
Asano Y, Nagata H, Otani S, Kawai-Kitahata F, Murakawa M, Nakagawa M, Azuma S,
Watanabe M. The 67th Annual Meeting of the American Association for the Study of Liver
Disease (AASLD The Liver Meeting 2016). November 11-15, 2016, Boston, USA.  [E4}.

A model for interaction between HBV and host cells derived from human induced
pluripotent stem cells. 7" 2 % —. Kaneko S, Kakinuma S, Asahina Y, Kamiya A, Nitta S,
Tsunoda T, Miyoshi M, Asano Y, Nagata H, Goto F, Otani S, Kitahata F, Murakawa M, Itsui
Y, Nakagawa M, Azuma AS, Watanabe M. The 51th annual meeting of the European
association for the study of the liver (EASL The International Liver Congress 2016). April
2016, Barcelona, Spain. [E4}.

C BUEMEATRBIZI T 2P0 A NV AREE &SR - RA b C TR T A VAR BT
LA%OMME. A, UL, 5 52 Bl A ANPEAIES, B, 2016/7. [EN.

KA D T A= MIFS C BBMATRIGIERIZ 01T 2 FHAIMHEZE R 7 A L 2B L i
xR, AEECHTH WAL, g ZFE, HIAR . B 41 BIE AR S RIS, WU,
2016/12. EWN.

T AV AVERTEE OBLNL & VBRI 3F B 3F C BUFHIAR: OBRIRTS 5v. MBI 108, Wl v
i, W0 ST 5 41 [ BARRTIRA 2 AR, O, 2016/12. [EN

B BUFZ%  tRiGA BHHE L C HBV BREFERICI T BT T v 7 1R AR & R o B,
HERAT et FIHAR W, 50 7. 5 41 B A AR S A0 s, 1, 2016/12. [FH.
C BT R OF% S TR CBUBMERFRBICH T o4 v —T7 =2n 7 J—IRROMR L 24
PEOREEE. PELH)I £, M et JIEAR SEEE. 25 41 Bl A AR S S, HOl,
2016/12. [EWN.

B HUAFRIGH DT » 77—~ HBV JERICTeid 72 & b iPS Mifia ph kAT R A% M & V7o 85
FOROBYE. NEEET &, i B, Pl 6. 58 20 B A ARIHRESR RS, M5, 2016/11.
[E AL

FRBAA A~ — T — O R, CRUBMEIFRITKT 250D A /L Z10¥E% O 5895 TR DR,
HER K #E7, B 2%, §IAs 6. 56 20 B A RAFIRES R, M7, 2016/11.EHN.
FFR 7 A NV AHIEH TR OREZE 5 £57 ) 5B RORERIFENT D IR T- 0 A )V A T2
BT 2% FEOMGE. AN &&1, Pl W, 0 57 5 20 B AATES SRS,
A, 2016/11. EWA.

C BUBMERFR BRI T 2507 A LV AR O EFROMR. R Il 658, W s, I <F.
% 20 ol H AR E 2 RE, 405, 2016/11.  [EA.

BB 2 DT IFRERZIROAK 22 bigf~ C BUEMEATR x4 % IFN-based/free
B O LEE & Mac2 Binding Protein(M2BP)Gi oA AMEO MG, QOEA.F)Il ELK, flbE 3F

14



28.

29.

30.

31.

32.

33.

34.

35.

36.

317.

38.

39.

40.

41.

42.

i, M SF. 5102 [ A bR R, R, 2016/4.E M.

BRIFFR D AV AHERRIZT T T AIFEA~OF IR & 1PS Al iR AT AR R Ma 2 72 Al
4 Afs L7c HBV &USERITE. NEE.&7 %, §IAS i, 0 <7, 5 102 [5] B A ks
e, W, 2016/4.  [EW.

T A L AVERTRFZED TG HCV NS5A [H A28 FERR O K & FRANESZ M B3 2 MR
MEETH WA, Hibas s, gk FE. § 102 B A A LS ARRE, B L, 2016/4.
[E AL

e D IR BRI A RLEE 2 728 Hkmg AT R OIRRRICERE T 5 £ AL R L B BIFR T A
VA X A ORRERT. RELAGE &7, IS i, D . 5 102 B A ATHbERR TR
fay, BUR, 2016/4.  [EAL

C RUTFRIGH DR & FRA~DRE C BUBMERTRIGIHEE DR U A 7 B LT IR R,
AEEAPI et IR VETE, 0 57, 2 102 [B] B ARTH LSRR P, FOL, 2016/4 [EN.
BH B 2> BN OAFE R EE  Viral Hepatitis 7 A /L APERFR ORMEALZKHZE1T D5 M2BPGL @
BERETOBFIZRIT 2WBEREEE. QEHKE fEF, B B4, gl s % 52 FIA
AR AR, TH, 2016/5. [EA.

C BTG R OB N NSHA FHEAIMMEZ D HCV 7 A 7% A 7 V~D 5% & FEHIEAE D
et PEHCETH WAL, FIIR UEEE, MEE FE. 5B 52 Bl H AR S, T4, 2016/5.
[E AL

C BT IRABIR OFIARIC AT T CRUEMATR BRI 24 v =T =u 7 ) —JRROF L
eaVEorEs. MBI 628, FIEAS RG, 1 <7, % 52 8] B KTl =i, T4, 2016/5.
[E AL

B BT M52 Up-To-Date t k iPS ilifid HRATMIG ARG 2 V287 72 HBV &Yt
RET V. AT R, HiE B, WIS . 5 52 [l A ARIRS SRS THE, 2016/5 [EA.
PLU ANV APFEZ X D5 ndzh R, AEE AR S A 5 52 [B] B AR AR,
T4, 2016/5. [EN.

CDK9 inhibitor FIT-039 suppresses HBV propagation. 158, Moriishi K, Tanaka T,
Okuyama-Dobashi K, Chen W, Okamoto T, Ueda K, Hosaya T, Matsuura Y, Ryo A, Tanaka Y,
Hagiwara M. 64 [l H A 7 A L 252442 2016/10/24, [FH

Anti-HBV activity of Coptidis rhizome alkaloids via targeting the viral core promoter. [15H,
Yamashita A, Tanaka T, Okuyama-Dobashi K, Kasai H, Moriishi K, 5 64 [0] H A 7 A /L A 54
w2z, 2016/10/24, EHN

Establishment of highly HBV-permissible HepG2 cell line to facilitate screening of antiviral
compounds. ™ A X — Otoguro T, Tanaka T, Chen W, Kasai H, Yamashita A,
Okuyama-Dobashi K, Moriishi K,5 64 [B] H K™ A L A5 4 2016/10/24, [EHHN
Inhibition of HBV propagation by treatment with CDK9 inhibitor FIT-039, /K 2 % — Tanaka
T, Okuyama-Dobashi K, Chen W, Okamoto T, Ueda K, Hosaya T, Matsuura Y, Ryo A, Tanaka
Y, Hagiwara M and Kohji Moriishi, 2016 Internationa HBV meeting, 2016/9/21-24, Yonsei,
ESP4S

TART SA 22 WAl T » 7 OBRFE. AR, B £, B B— B Bi— TH%1r
A TEEMFZES 5 2 IR, #5, 2017/3/21, [EWN

%5 SDIA MEIZ K DStk b ifia & BB~ DI, A A X — BEREE T SiE i,
EHER, BN — 7Y Am LEbigis 5 2R, MF. 2017/3/21, [EA

15



43.

44.

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

MBS R 22 W2 R AT 1 TR 2 BIRGE S AT AENLOMFEI, AR A 2 — KHEFE,
FIER, N — TV M TENES 56 2 [MIRE, M5, 2017/3/21, EXN

BB E bR OMEEE & GNER BRI~ D IR HERR RO, AN A & — BFEL, B —:.
T WA MRS 2 BIRE, #F, 2017/3/21, EWN

FENAIEE & E EREMHMEO 2l 2= —2a v, O, I —. EERERN, EFER, B
=T 47 AEWEROADRINE BiE LT, KE. 2017/1/24, [EIN

CFIL T 4 — ' — 2 TR ERR S & it iR, N A2 — & ffE, s &K
BB, EJF SEfR. 2K 1R B BG—. %5 39 Bl AAS FAWYEFs, Bik, 2016/12/1,
o

JEAmAE, N R R KX OVIF 2R 2 FHV 72 in vitro FFRARRET /L R A &2 — B —pk, B 3%
Py A B e BB, 3918l BASGFAMSFRFR, Mk, 2016/12/2, EN

BEH U X L% A LTz in vitro FEMERBRE T L OREE, KA X — 7R ER, B EHE,
f gL BSE IEE. B BR -, 39 1E BALGFAEMSERFS. Bk, 2016/11/30. [EHN
FRMERSHAG R D AR~ DOBER U XA ANA X — BEEH L8, £ &0k, 9Al HEZ
EDI B—. %5 39 [al ARG FAEWFRER, Mk, 2016/11/30, [EHN
BRAY TGO T2 D OWFLIAD in vitro Aty A7 A, REA, BHING—, ALY
<X, 2016/11/27, [EAN

By BRI EE B L2 $LE in vitro v A7 &, OEA, BN B— . B SR, BBl 55—,
A ENESS 5 31 RIER, AR, 2016/10/14, [EN

RTS8 A 2% 7z ESAPS Mlat kAT 7 v, B, B B—, /A AT v /3 2016,
F, 2016/10/12, EHWN

Neural differentiation derived from mouse ES cells on chemical treated feeder, 7~ A % —,
ol e, B SRR, B B, AOARHIRRESRSEE B 89 IR, Kk, 2016/5/25, EHWN
B BIRFR D A )V ZAEG I 1T D HRGIZICE R T DEENZ DWW T O, RAZ —, EAHEER
B, ANEFE RIS, R ARG, B 64 R AT A L R ER RS, LR
yva ks sZ—, 2016/10/24, [EW

Suppression of hepatitis B virus replication by CRISPR/Cas9 system, =~ A ¥ —, ZEJRfE &
BREEIT /NP AREAT. HATACR, RAML. IR, O 64 B A AR Y A L AP RTEES,
LRz o R va ¥ — 2016/10/24, [EA

The application of genome editing for gene therapy, Technical Seminar, Oral, Kanegae Y,
Maekawa A, The 22nd Annual Meeting of Japan Society of Gene and Cell Therapy,
2016/06/29, Japan

Improvement of the efficiency in CRISPER/Cas9 system against Hepatitis B virus using
adenovirus vector, Poster, Kondo S, Maekawa A, Suzuki M, Kanegae Y, The 22nd Annual
Meeting of Japan Society of Gene and Cell Therapy, 2016/06/29, Japan

hnRNP Al and A2 are potential targeted proteins for regulatory increasing of SMN
synthesis in Spinal Muscular Atrophy, Poster, Kashima A, Agawa-Ohta M, Kanegae Y,
Yamada H.The 22nd Annual Meeting of Japan Society of Gene and Cell Therapy, 2016/06/29,
Japan

shRNAs # @[ ELT 2 H BT 7 ) 7 A4 VAT X —O HBV R IE~DIGSH, RA ¥
—HR, BARFE D I, B, B TR, TWARIR, 55 64 Bl H A D A )L X2 E S, 2016/10/23,

ES[o
16



60.

61.

62.

63.

1.

Cas9 & Z & guide RNAHEH 77/ U A VAR X —Z W= 52 HBV DNA R 2T A,
HEEREFR, A, 8RED 2, WHRR, $#rTHME, 5 64 BIHARY A N A FEPiESR,
2016/10/24, [EN.

Cas9 M "% guide RNA BHLT 5 ) U A VAR X —Z W= EzhZ HBV DNA [REY 27
I, WAL —FFR, B, WHER, 8y ILE, 5 39 A A 7AW Fa42, 2016/11/30,
=L

T DRI K D BIG IR ORI, AERE, B 83E, A, 8REY 2, R,
IR NE, 5 39 BIA A TAEMTFRES, 2016/12/2, EA.

7 AREEIC L B BB TIRIR ORI, RNAX—FRK, $EriTHE, A, SREY Z, 7%
RS, TR INE, 5 39 I8l B AR TAMTFEFS, 2016/12/2, [EN.

(3) TEERE DR « Hfrdahittz ) (x4 20 A

—AEEN BRI v a =7 HEEE GF 1A
[—MeAEFE AN B AR a7 HEEREER Y —X% o 7 7 v —7]

ZEK P H e L E RN - FTAREER
% A EESNEE Je EE R R SRR N A7
IF] AR IR FORUR 2 B 7R Ja s e S ol T
IF] A 52 iz B R AP R B S i e 55— PR
IF] Py & IR B R FRbeH b - AR
IF] [Pyl LR E R RN « T AR
B N Foz FORRFE LRI ZERHH La N R

WO GHRAEY Y. BIG—. @RAE L P EZ RS L LTEaEY Y I —~a ik
WFTE R D AEMBFFORK~ 2016/9/25, HU, [EHN

&/ in vitro THAJANTAM Y AT b EOR, B —, B ERICET 2 4HE .
W =k St 2016/9/21, Hat, [EA

[Af & 137202 2 N LA MNP D S D 4EmEFEEMmoLE] BIg— BS 7V T LA X,
2016/10/9, [EN

17



(A4 )

I EAER
E N

WFFERAJE RS

WFFERASEH 4 &

e ek K4

ES i}

gy OB SR

P %

WHFERASE S A

ATl ek K4

gy OB SR

P %

WHFERASE S A

ATl ek K4

-1/

ik 4

ik A

[16fk0310511h0105])
k2 9% 5H30H

YRk 2 8 S EFEH R O RR B E E

(AAGE) BYUEFEMATEEE  BETRAIREEMCEMIEHE
(& FB) Program on the Innovative Development and the Application of New

Drugs for Hepatitis B

(AAGEE) BRTR D A V2D, 7einz HIE Lo BlRRIE DR IC

B4 % el oE
(¥ 3FE) Comprehensive Studies to Eradicate HBV Infection and to Eliminate
cccDNA

(BAGE) EMERIRTE EFES UA VR - FAREEE 0% AR EH

(&  FE) Department of Virology and Parasitology, Hamamatsu University School
of Medicine, Tetsuro Suzuki.

VH2 854 1H ~ VK294 3H31H

(FAKTE) HBV O3 TRREHARYT & A0 [R5

(¥ §%) Research on regulatory mechanism of HBV gene expression and basis for
antiviral drug development

(HARGE) IERERRE EFHR ANV A - FARFERE Z20% AT

(& F&) Department of Virology and Parasitology, Hamamatsu University School

of Medicine, Tetsuro Suzuki

(AAGE) HBV USG5 R/ a3 —F 4 7 RNA OFE L inE~DJEH

(#%  §&) Identification and application of long non-coding RNA regulating HBV

replication
(AR WRERASE EXM HTERFHE H0% 10

(4—!—‘

¥ %) Department of Molecular Biology, Hamamatsu University School of

Medicine, Masatoshi Kitagawa

I FROME (RIEHERE)
WFZEBR R A L DR EDSE

MR MRS « R REPEGEFROIER AR ASET RSSO 2 2,

18



III. RO ~DFEEK
(1) ik - HEES IR i —E (EWNGE O, [EBRGEE 41%)
1. LiY, Ito M, Sun S, Chida T, Nakashima K, Suzuki T. LUC7L3/CROP inhibits replication of
hepatitis B virus via suppressing enhancer II/basal core promoter activity. Sci Rep 6: 36741,
doi: 10.1038/srep36741. (2016).

2. Suzuki M, Kondo S, Yamasaki M, Matsuda N, Nomoto A, Suzuki T, Saito I, Kanegae Y. Efficient
genome replication of hepatitis B virus using adenovirus vector: a compact pregenomic

RNA-expression unit. Sci Rep. 7:41851. doi: 10.1038/srep41851 (2017).

3. KOTAKE Y, KITAGAWA K, OHHATA T, SAKAI S, UCHIDA C, NIIDA H, NAEMURA M,
KITAGAWA M. Long Non-coding RNA, PANDA, Contributes to the Stabilization of p53 Tumor
Suppressor Protein. Anticancer Res. 36(4): 1605-11 (2016).

4. KOTAKE Y, NAEMURA M, KITAGAWA K, NIIDA H, TSUNODA T, SHIRASAWA S,
KITAGAWA M. Oncogenic Ras regulates the expression of multiple IncRNAs. Cytotechnology
2016, 68: 1591-1596 (20186).

(2) %2 VURVYLEICBITDHE - RAX —FE

1. PUF60 (383 oM ¢ HBV R AHIE 2, A8E, R, TEIG, DHREZ, STy,
564 M AR D A NV AFERFES, 2016/10/23, [EN.

2. BAUFTFL A L% spliced RNA H13k C K> 2T A U RIBa T Z "V BEOH 7 RERICE
T D8R, DEE, PERG, OURE 2, AT, 5 6401 B KD A L Rt i 2, 2016/10/23,
[EA.

3. Replication of hepatitis B virus was inhibited by LUC7L3/Luc7A/CROP via suppressing
enhancer II/basal core promoter activity, 7~ A % —, Ito M, LiY, Sun S, Chida T, Nakashima
K, Suzuki T, 2016 International HBV Meeting, 2016/9/22, [E4}.

4. Involvement of the spliced RNA-enhanced HBc lacking its C-terminal cysteine in the viral
capsid assembly, 7~ A # —, Nakashima K, Ito M, Suzuki T, 2016 International HBV
Meeting, 2016/9/23, [E4}t.

(3) TEERE DR « Hfrdahittz ) (x4 20 A

(4) Frafii

19



