26

27 2015

3




. HCV

. DCV/ASV

DCV/ASV

DCV/ASV

DCV/ASV

DAA HCV e

HCV Dynamics




C Direct acting antivirals (DAAS)
(IFN) IFN IFN
NS5A NS3, NS5A
DAAs HCV
DAAs HCV
Invader NS5A aaY93H (NS5A-Y93H) NS5A aa88-99
primer PCR invader PCR
Invader NS3-D168E, NS5A-L31M,
-Y93H
DCV+ASV 130 Invader  NS5A-Y93H
SVR 84%(109/130) Invader NS5A-Y93H Y93H
27%(35/130) Y93H (<1%) 95 ) SVR 97 ;92/95
(<1%) NS3 aaD168E, NS5A aal31M (92 )  100% SVR
Y93H SVR PCR direct-sequence Y93H 129
32 (25%) Y93(wild) SVR 96 (93/97) Y93H 47%(15/32)
PCR Direct-sequence Invader 96%(125/130)
Direct-sequence non-SVR 1 aaY93H
Invader
Invader Y93H 27 Y93H
24 (88%) SVR 52%(14/27) Y93H 20 Y93H
6 (30%) SVR 80%(16/20) L31M 4
SVR 25%(1/4) 4 PCR direct-sequence
L31M 3 SVR 67%(2/3) PCR direct-sequence D168E
3 SVR 67%(2/3) 3 1 PCR direct-sequence
D168E 40 SVR 88%(35/40) PCR
direct-sequence
Deep sequence Direct sequence Y93H deep sequence 25%
direct sequence Invader  NS5A-Y93H Deep sequence
y =0.9184x + 5.366 R*>=0.6982 DCV+ASV Viral breakthrough
direct sequence Invader NS3-D168E, NS5A-L31M, NS5A-Y93H
108 Invader NS5A-Y93H 99 42%

12 HCV RNA Invader




DVC+ASV

(NS3-aaD168E, NS5A-aal.31M,

aaY93H) DCV+ASV non SVR
DCV+ASV DAA(
) non SVR
B.
/
(non response)
NS5A
IFN
NS3, NS5A
DAAs
Invader
NS5A aaY93H
NS5A (Daclatasvir;DCV)
(Asunaplevir;ASV)
C.
A.
C
Direct acting antivirals (DAAS) Invader NS5A 2aY93H NS5A
(IFN) aa88-99 primer
IFN IFN PCR invader PCR
NS5A
NS3, NS5A
DAAS Invader NS3-aaD168E,
NS5A-aal.31M, aaY93H
HCV DAAs Invader NS5A (DCV)
HCV

(ASV)




DCV+ASV 130
NS5A aaY93H (NS5A-Y93H)
SVR 84%(109/130)

Invader

Invader NS5A-Y93H
Y93H Y93H
27%(35/130) Y93H (<1%) (95
) SVR 97 ;92/95
(<1%) NS3-D168E,
NS5A-L31M 92 ) 100%
SVR Y93H 1-20
SVR 75 (6/8) 21 41%(11/27)
Y93H SVR
PCR direct-sequence Y93H
129 32 (25%) Y93(wild)
SVR 96 (93/97) Y93H
47%(15/32) PCR Direct-sequence
NS5A-aaY93H Invader
96%(125/130)
Direct-sequence
non-SVR 1 aaY93H
5%
Invader
Y93H 27 Y93H
24 (88%)
SVR 520(14/27) Y93H
20 Y93H 6 (30%)
SVR 80%(16/20) L31M
4 SVR
25%(1/4) 4 PCR direct-sequence
L31M 3
SVR 67%(2/3) 3 PCR
direct-sequence D168E
3 SVR 67%(2/3)
3 1 PCR direct-sequence
D168E 40
SVR 881(35/40) PCR
direct-sequence
DVC+ASV

(NS3-aaD168E, NS5A-aal.31M,

aaY93H)

DCV+ASV non SVR
DCV+ASV
DAA(
) non SVR
2
Invader 372
171 201 69 (25-84)

195
Y93H 59/372(15.8%) L3IM/F/V
16/372(4.3%) D168A/E/H/T/V 3/372(0.8%)

HCV C
DCV/ASV

(n=2588)  HCV
9.4% HCV RNA 79%
ALT

HCV ALT HCV
HCV

ALT 15 20 HCV

HCV DCV ASV HCV

PCR direct-sequence

11.1%(1/9) HCV (7.5%;20/265)
Invader
DCV+ASV HCV
HCV
DCV+ASV HCV
DCV+ASV



DAA(direct antiviral agent)

DAA
HCV
DAA (110 ) NS5A
(deep sequence ) NS5A-L31M/V/F
12%(13/110) NS5A-Y93H/N 35%(34/110)

NS5A
IL28B SNP major type (TT)

Direct sequence Y93H
deep sequence 25%
direct sequence NS3
deep sequence V36A/1/L

9.1%,T54A/S 7.3%,V55A/K 0.9%,Q80K/R 3.6%,R155Q
0.9%,A156T 2.7%,D168A/N/T/H/E 0%,V170A/T 1.8%

IL28BSNP
Digital PCR Invader

DCV/ASV 5 Invader

direct sequence viral

breakthrough 1 direct sequence
Invader

NS5A-Y93H 14%
Viral breakthrough direct sequence Invader

NS3-D168E, NS5A-L31M, NS5A-Y93H

108
Invader  NS5A-Y93H 99 42%
2
Invader
direct sequence
10 Invader  NS5A-Y93H

24% NS5A-L31M/V  Invader

Direct sequence
NS5A-L31V,Y93Y/H 109
direct sequence
NS5A-Y93H

Invader

Invader
11% NS5A-L31V
3 SVR 2
Invader direct sequence
1 direct sequence
NS5A-L31M SVR
NS5A Y93H

sequence

invader direct
detection 10 20%

population

NS3
NS5AY93H

Invader DCV+ASV
HCV Dynamic
Y93H
direct sequence
3B )

Invader

Invader
(29.8%) (17.7%)
Y93H direct sequence
DCV+ASV SVR 71.4
66.7 D168E

SVR Y93H

1/4 Invader
NS5A-Y93H

Invader

Invader

D168,L31,Y93
HCV dynamics, HCV RNA

Invader

DCV+ASV

NS3/NS5A

DCV+ASVY Invader



direct sequence (deep
sequence ) 31
direct sequence NS3-D168
wild type NS5A-L31IM 1  (3.3%) NS5A-Y93H/F 8
(26.7%) NS5A
100%(21/21)  SVR
44%(4/9)
Direct sequence Invader NS3-D168
NS5A-Y93H
95 88% Invader
NS5A-Y93H
50% 93% 75%
Invader ~ NS5A-Y93H
y = 0.9184x + 5.366
R? = 0.6982
DCV+ASV 63
Invader
NS5A-Y93H <1% 08%(42/43)
1-19  67%(4/6) 20% 23%(3/13) SVR
Invader NS3-D168 1
direct sequence 16

direct sequence

Invader

NS5A
SVR

NS5A-Y93

DCV+ASV

NS5A-L31 2

Invader

direct sequence
2 direct sequence
NS3-D168

DCV+ASV
359

Invader

7%
14% IL28B genotype

TT NS5A-Y93 14%

TG/GG

P=0.019

12

Invader

4.6%
NS5A-Y93H
HCV RNA

TT TG/GG

Invader
NS3-D168 NS5A-Y93

Invader Y93

IFN DAAs
NS5A aaY93H
Invader

PCR-direct sequence

DCV ASV SVR
130 Invader
NS5A-Y93H
Y93H (
97%(92/95) SVR
aaY93H

<1%)

SVR

NS3-D168E
Y93H

100%(92/92)

NS5A-L31M
(<1%)

DCV+ASV
27

NS5A-Y93

PCR Direct-sequence NS5A-Y93H

Invader assay

96%(125/130) Direct-sequence
non-SVR 1 Y93H
5% Invader
Invader NS3-D168E/T/V

NS5A-L31M/V
SVR

DVC+ASV
(NS3-D168E,
NS5A-L31M, -Y93H)



DCV+ASV

non SVR
DCV+ASV
DAA( ) non SVR
E.
DAAs
NS5A Y93H
Invader
DCV+ASV

PCR-direct sequence

IFN
(DCV+ASV )
IFN
F.
G.
1.

Clinical utility of NS3/4A protease inhibitor-resistant
variant detection for prediction of treatment efficacy in
HCV genotype 1. Norio A.Fumitaka S,Yushi S,Taito
F,Yusuke K,Hitomi S,Yoshiyuki S,Tetuya H,Masahiro
K.Satoshi S,Mariko K,Yasuji A,Kenji I,Hiromitsu K.

AASLD 2014/11/11 Boston.

2.C

100

40

. PCR-Invader

DAAs

2014/4/24

2014/11/27

HCV NS5A Y93H
2014,55:720-722.



NS5A aaY93H

HCVIE (I FEEMTE
- PCR-direct sequenced Invader assay® LH#: -

HCV NS5A aaY93HOD HIE
PCR-direct sequencei® Invader assayik Invader assayik
4, (qualitative) (comparative guantitative)

He4F_C12 Fﬁ bacar B04-08

15

10

A/ )
I k1 ﬁ pp B15E-1
5

Ay |1 R

OHCYI9 WILD
| HCY1S mut

Invader assay

NSHA aaY93H

Invader assay (Y93H)I5E &5 R
(comparative quantitative)

BEAEIYO3HD BT HEES
DCV+ASV &M SVRE -0 B {#(n=130)

100
(%) % -
m -
70 1 41
o 11/27)
a0 4
30 -
20 -
10 -
(1

Bt (<1 1~20% o1 %~

Invader assay <1% SVR



KumadaH, Sato K, Efficacy  of telaprevir-based | Hpatol Res Epub ahead|2014
TakeharaT, therapy for difficult-to-treat of print.
NakamuraM, patients with genotype 2 chronic

Ishigami M, hepatitis C in Japan.

Chayamak,

Toyota J, Suzuki F,

Nakayashu Y, Ochi M,

Yamada |, Okanoue T

Suzuki F, Hosaka T, Long-term efficacy and emergence|J Gastroenterol 49 1094-1104 (2014
Suzuki Y, AkutaN, of multidrug resistance in patients

Sezaki H, HaraT, with lamivudine-refractory chronic

Kawamura, hepatitis B treated by combination

Kobayashi M, Saitoh S therapy  with  adefovir  plus

AraseY, IkedaK, lamivudine.J Gastroenterol.

K obayashi M,

Watahiki S, MinetaR,

KumadaH

Hara T, Suzuki F Long-term  entecavir  therapy|JViral Hepat 21 802-808 2014
Kawamura, Sezaki H, results in falls in serum hepatitis B

Hosaka T, AkutaN, surface  antigen levels and

Kobayashi M, Suzuki Y, |seroclearance in

Saitoh S, Arase Y, nucleos(t)ide-naive chronic

Ikeda K, Kobayashi M, hepatitis B patients.

Watahiki S, KumadaH

Suzuki F, AkutaN, Virologic breakthrough in a patient| Drug Des Devel 8 869-873 2014
Suzuki Y, Kawamura Y,|with chronic hepatitis B by

Hosaka T, Kobayashi M,|combination treatment  with

Saitoh S, Arase Y, Ikeda K, [tenofovir disoproxil fumarate and

Kobayashi M, Watahiki S, |entecavir.

Mineta R, Suzuki Y,

KumadaH

Ikeda K, Kawamura, Prevention of disease progression|Oncology 86 295-302 2014
Kobayashi M, with anti-inflammatory therapy in

Fukushima T, Sezaki H, patients with HCV-related

Hosaka T, Akuta N, cirrhosis: A Markov model.

Saitoh S, Suzuki F,

Suzuki Y, Arase Y,

KumadaH

AkutaN, Suzuki F, Evolution of simeprevir-resistant|JMed Virol 86 1314-1322 2014

Sezaki H, Suzuki Y,
Hosaka T, Kaobayashi M,
Saitoh S, Ikeda K,
KumadaH

variants over time by ultra-deep
sequencing in HCV genotype 1b.




AkutaN, Suzuki F, Utility of Detection of [ JICM 52 193-200 2014
FukushimaT, Telaprevir-Resistant  Variants for
Kawamura, Sezaki H, Prediction of Efficacy of Treatment
Suzuki Y, Hosaka T, of Hepatitis C Virus Genotype 1
Kobayashi M, HaraT, Infection.
Kobayashi M, Saitoh S,
AraseY, lkedaK,
KumadaH
AkutaN, Suzuki F, Correlation Between Hepatitis B|JMed Virol 86 131-138 2014
Kobayashi M, HaraT, Virus Surface Antigen Level and
Sezaki H, Hosaka T, Alpha-Fetoprotein in Patients Free
Kobayashi M, Saitoh S, of Hepatocellular Carcinoma or
Ikeda K, Kumada H Severe Hepatitis.
AraseY, Kobayashi M, Impact of Virus Clearance for the|JMed Virol 86 169-175 2014
Kawamura, Suzuki F, Development of Hemorrhagic
Suzuki Y, AkutaN, Stroke in Chronic Hepatitis C.
Kobayashi M, Sezaki H,
Saitoh S, Hosaka T,
IkedaK, KumadaH,
Kobayashi T
Tanaka M, Suzuki F, Rendl dysfunction and|J Gastroenterol 49 470-480 2014
SekoY, HaraT, hypophosphatemia during
Kawamuray, Sezaki H, long-term lamivudine plus adefovir
Hosaka T, Akuta N, dipivoxil therapy in patients with
Kobayashi M, Suzuki Y, |chonic hepatitis B.
Saitoh S, Arase,
Ikeda K, Kobayashi M,
KumadaH
Kobayashi M, HosakaT, |Seroclearance rate of hepatitis B |J Gastroenterol 49 538-546 2014
Suzuki F, Akuta N, surface antigen in 2,112 patients
Sezaki H, Suzuki Y, with chronic hepatitis in Japan
Kawamura, during long-term follow-up.
Kobayashi M, Saitoh S,
AraseY, lkeda K,
Miyakaway,
KumadaH
Kawakami Y, Suzuki F Telaprevir is effective given every | Antiviral Therapy 19 277-285 2014
Karino 'Y, Toyota J, 12 h a 750mg with pegylated
KumadaH, Chayama K interferon-o2b and ribavirin to

Japanese patients with HCV-1b

IL28B rs8099917 TT.
Hosaka T, Suzuki F, HLA-DP genes polymorphisms|Liver Int Epub ahead|2014
Kobayashi M, associate with hepatitis B surface of print
Fukushima T, antigen kinetics and seroclearance

Kawamura Y, Sezaki H,
Akuta N, Suzuki Y,
Saitoh S, Arase Y,
Ikeda K, Kobayashi M,
Kumada H

during  nucleo(s)ide  analogue

therapy:.




Kawamura Y, Ikeda K, Potential of a no-touch pincer|Hepatol Res Epub ahead|2014
Fukushima T, Hara T, ablation procedure for small of print

Hosaka T, Kobayashi M, |hepatocellular carcinoma that uses

Saitoh S, Sezaki H, amultipolar radiofrequency

Akuta N, Suzuki F, |ablation system: An experimental

Suzuki Y, animal study.

Kumada H

Sezaki H, Suzuki F, Effectiveness and safety of|Hepatol Res 44 163-171 2014
Hosaka T, Akuta N, reduced-dose telaprevir-based

Fukushima T, Hara T, triple therapy in chronic hepatitis C

Kawamura Y, patients.

Kobauashi M, Suzuki Y,

Saitoh S, Arase Y,

Ikeda K, Kumada H

Suzuki F, Toyota J, Ikeda|A randomized trial of daclatasvir|Antiviral Therapy 19 491-499 2014

K, Chayama K, Mochida
S, Hayashi N, Ishikawa H,
Miyagoshi H, Wenhua Hu,
Fiona McPhee, Eric A
Hughes, Kumada H

with peginterferon alfa-2b and
ribavirin for HCV genotype 1
infection.




DCV/ASV 2

C
Direct Acting
Antivirals(DAAs)
PCR
Invader assay
Invader assay DAAs
Invader assay
Invader assay Daclatasvir DCV Asnaprevir ASV
2 395
NS D168 NSHA L31 Y93 ASV D168
0.8 3/395 17.7 70/395 Dcv L31 4.3
17/395 2.5 10/395 Y93 15.7  62/395 28.1
1117395 L31 Y93
bcv Y93 D168 Y93
C
— C.
425
2014 9 DAAs Invader assay
C 395
68 25 -84
184 211
ASV D168 0.8 3/395
17.7 70/395 DCV
L31 4.3 17/395
2.5 10/395 Y93
15.7 62/395 28.1 111/395
L31 Y93
22
Daclatasvir DCV Asnaprevir ASV
2 C
NS D168 NS5A
L31 Y93 Invader assay D.
Y93
16%

NS3 NS5A




17.7

15.7

(%)

DCV/ASV 2
2
DCV/ASV 2
Invader assay ASV
D168 0.8
DCV L31 4.3
2.5 Y93
28.1 L31 Y93
28.1%
(111/395) 17.7%
(70/395)
0.8%
2.5% (3/395)
(10/395)
4.3%
(17/395) 15.7%
(62/395) 0%
(0/395)
L31 Y93 L31+Y93 D168
DCV ASV

DS2







¢y
)

€Y
&)



HCV DCV/ASV
HCV
HCV HCV HCV
IFN DCV/ASV HCV
DCV/ASV
HCV DCV/ASV
1b  HCV 9 Direct sequence NASA
Y93H 1 11.1 Invader 2 Y93H NS5A
L31 Direct sequence Invader Y93H
1 IFN Invader FOZ
NS3 IFN 3 2 2
HCV DCV/ASV
HCV C IFN
HCV HCV
DCV/ASV HCV DCV/ASV
A. NS3 V36 T54
1 Q80 R155 A156 D168 NS5A L31 Y93
HCV HCV
7 HCV RNA
HCV
HCV
HCV
HCV
HCV C.
1) Direct sequence HCV
9 NASA
YO3H 1 11.1
DCv/ ASV HCV C 265
20 7.5 ) Y93H
DCV/ASV 2) Invader assay HCV
9 2 Y93H
1 Direct sequence
1
HCV
DCV/ASV 3) NS5A L31 Direct
sequence Invader assay
HCV
B. C 12 4.5 )
HCV L31IM/F/V
b 9 4) Y93H 1
b C
265 VRAD Invader assay
DCV/ASV Invader assay FOZ
Direct sequence HCV Y93 8
Invader HCV




5) NS3 V36 T54 Q80 R155

A156 D168 VRAD
3 2
2 Invader
assay FOz
D.
HCV
DCV/ASV HCV
C
VRAD HCV
HCV
DCV/ASV HCV
DCV/ASV
E.
HCV DCV/ASV
HCV
F.
G.

1) OdaK, Uto H, Kumagai K, Ido A, Kusumoto K,

Shimoda K, Hayashi K, Stuver SO, Tanaka Y,
Nishida N, Tokunaga K, Tsubouchi H. Impact
of a single nucleotide polymorphism upstream
of the IL28B gene in patients positive for
anti-HCV antibody in an HCV hyperendemic
area in Japan. J Med Virol. 2014; 86:
1877-1885.

2) Tokunaga M, Uto H, Oda K, Tokunaga M,

Mawatari S, Kumagai K, Haraguchi K, Oketani
M, Ido A, Ohnou N, Utsunomiya A, Tsubouchi
H. Influence of human T-lymphotropic virus
type 1 coinfection on the development of
hepatocellular carcinoma in patients with
hepatitis C virus infection. J Gastroenterol.
2014, 49: 1567-1577.

"

ALT

100
2014

2)

3)

4)

2014

50
2014

AFP
AFP-L3%
50
2014

104



DAA HCV

C HCV DAA(direct
antiviral agent) DAA
DAA
DAA  HCV DAA
HCV deep sequence direct sequence
DAA HCV HCV
H26 DAA NS5A
NS5A-Y93 NS5A
1L28B SNP major type (TT)
deep sequence direct sequence  Y93H
A. C 34 / 16/18
C HCV 56.7 / 20/14
DAA(direct core70 R/nonR  24/10 IL28B:TT/TG
antiviral agent) or GG 25/9
deep sequence
DAA (3) NS5A-Y93H deep sequence
DAA 80
DAA  HCV Deep sequence
DAA
HCV
(quasispecies)
DAA HCV
quasispecies
C.
HCV (1) NS5A Y93H
deep L31M/V/F
sequence DAA HCV 13/110(11.8%) 34/110(30.9%)
YO3H  L31M/V/F
HCV deep sequence 4/110(3.6%)
NSHA
Y93H IFN
B. core aa70 IRRDR [1L28B SNP
1) NS5A daclatasvir
Daclatasvir genotype 1b HCV 110 IL28B SNP major type(TT) NS5A 93
IFN 59 PEG-1FN/RBV (p=0.042)
relapser30 null-responder2l
NS5A daclatasvir deep (2) 34 SVR 8
sequencer (23.5%) 3
(2) NS breakthroughl 2  NVR2
PEG-I1FN/RBV/ 3 non-SVR8 5 62.5%

genotype b

2




T54A 2
4
V36C
T54A Al156F A156S 1
5 3 T54A 2
A156F 1 TVR
2 V36C A156S
1 3
8
7
1
(3)Deep sequence  Y93H 25%
direct
sequence deep
sequence  Y93H 25%
direct sequence 40
direct sequence  Y93H
deep sequence Y93H
direct sequence Y93H
D.
NS5A Daclatasvir
NS5A 93
1L28B SNP major
type PEG- IFN/RBV
IL28B SNP major type
daclatasvir
NS3
DAA
direct sequence
E.
e NS3 HCV
NS3
° NS3
e NSHA HCV

1L28B

° HCV
deep sequence
direct sequence

G.
1.

1) TanakaT, Kasai H, YamashitaA, Okuyama-Dobashi
K, Yasumoto J, Maekawa S,Enomoto N, Okamoto T,
MatsuuraY, Morimatsu M, Manabe N, Ochiai K,
Yamashita K, Moriishi K. Hallmarks of hepatitis C
virusin equine hepacivirus. JVirol. 2014 Nov
15;88(22):13352-66.

2) Tatsumi A, Maekawa S, Sato M, Komatsu N, Miura
M, Amemiya F, NakayamaY, Inoue T, Sakamoto M,
Enomoto N. Liver stiffness measurement for risk
assessment of hepatocellular carcinoma.  Hepatol
Res. 2014 Jun 24. doi: 10.1111/hepr.12377. [Epub
ahead of print]

3) MiuraM, Maekawa S, Sato M, Komatsu N, Tatsumi
A, Takano S, AmemiyaF, Nakayama, Inoue T,
Sakamoto M, Enomoto N. Deep sequencing analysis
of variants resistant to the non-structural 5A inhibitor
daclatasvir in patients with genotype 1b hepatitis C
virus infection. Hepatol Res. 2014 Feb 25. doi:
10.1111/hepr.12316. [Epub ahead of print]

4) Komatsu N, Motosugi U, Maekawa S, Shindo K,
Sakamoto M, Sato M, Tatsumi A, MiuraM, Amemiya
F, Nakayama, Inoue T, Fukasawa M, Uetake T,
Ohtaka M, Sato T, AsahinaY, Kurosaki M, Izumi N,
Ichikawa T, Araki T, Enomoto N. Hepatocellular
carcinomarisk assessment using gadoxetic
acid-enhanced hepatocyte phase magnetic resonance
imaging. Hepatol Res. 2014 Dec;44(13):1339-1346.

5) Maekawa S, Enomoto N. Once-daily simeprevir in
combination with pegylated-interferon and ribavirin:
anew horizon in the era of direct-acting antiviral
agent therapy for chronic hepatitis C. J Gastroenterol.
2014 Jan;49(1):163-4.



¢y
)

€Y
&)



A156S/T/V D168A/E/H/T/V NS5A

C NS3/4A NS5A
3 5
2 invader direct
sequence NS5A Y93H invader
direct sequence 10 20% population
NS3  NS5A
NS3 NS5AY93H
A. L31F/M/V Y93H invader
2014 9 C NS3/4A NS5A Y93H
NS5A invader
2 3
C.
C 1 59 IFN
Invader NS3 D168A/E
invader NS5A Y93H 14% direct
sequence
4 10
12
3 5 108 NS5A Y93H
6 12 36
invader Direct sequence 99% 58 83% 108 42%
invader NS5A L31IM NS3 D168E
2 6 108
(invader ) NS5A L31V 108
invader
B. invader
direct sequence
3 5
NS3 NS5A 2 28 IFN
invader Direct Invader NS3 D168A/T/V
sequence NS3 YO3H L31M/V invader
V36D T54A/S Q80L/R  R155K/Q/T

direct sequence




109 NS5A Y93H
10 24% 22 4% 46
1% 52 21% 109 11%

(invader ) NS5A L31M
10 22 46 52 109
(invader ) NS5A
L31V 10 22 46
52 109
(invader ) invader
NS3
10 D168A/T/V 22 26
52 D168A/T/V 109
(invader )
Direct sequence NA5SA Y93H
invader 21% NS5A
L31M/V invader
direct sequence
3 36 IFN
Invader NS3 D168E
Direct sequence
SVR
4 59 IFN

Invader NS5A YO3H 1%
NS3 T54S Q80L invader
NS3 T54S Q80L
direct sequence

SVR
5 62 IFN
Invader NS5A YO3H 1%
Invader NS3 T54S
L31M Direct sequence
T54S Q80L L31M Invader

Q81L direct

sequence
SVR
D.
1. NS5A Y93H invader
direct sequence detection
10 20% population
1
2. NS3  NS5A
1
3.
2
4.

5. NS3
NS5AY93H

3 45
5. Direct sequence
invader
sequence
6. Invader
direct sequence
5 NS3 Q80L

invader
direct

invader
14%  NS5A Y93H
direct sequence NSHA
Y93H invader
NS3

G.

1.

1) Takamura H, Nakanuma S, Hayashi H, Tajima
H, Kakinoki K, Kitahara M, Sakai S,
Makino 1, Nakagawara H, Miyashita T,
Okamoto K, Nakamura K, Oyama K, Inokuchi
M, Ninomiya I, Kitagawa H, Fushida S,
Fujimura T, Onishi I, Kayahara M, Tani T,
Arai K, Yamashita T, Yamashita T,
Kitamura H, lkeda H, Kaneko S, Nakanuma

Y, Matsui 0, Ohta T. Severe
veno-occlusive disease/sinusoidal
obstruction syndrome after

deceased-donor and living-donor liver
transplantation. Transplant Proc. 2014
Dec, 46(10) 3523-35.

2) Terashima T, Yamashita T, Arai K,
Sunagozaka H, Kitahara M, Nakagawa H,
Kagaya T, Mizukoshi E, Honda M, Kaneko S.
Feasibility and efficacy of hepatic
arterial infusion chemotherapy for
advanced hepatocellular carcinoma after
sorafenib. Hepatol Res. 2014 Nov, 44(12)
1179-85.

3) ’ ’ ’ ’

adrenal rest

tumor 1 2014
Oct. 111 10 2004-2012

4) Terashima T, VYamashita T, lida N,

Yamashita T, Nakagawa H, Arai K, Kitamura



K, Kagaya T, Sakai Y, Mizukoshi E, Honda
M, Kaneko S. Blood neutrophil to
lymphocyte ratio as a predictor in
patients with advanced hepatocellular
carcinoma treated with hepatic arterial
infusion chemotherapy. Hepatol Res. 2014
Oct 16. [Epub ahead of print]

5) Yamada K, Mizukoshi E, Sunagozaka H, Arai
K, Yamashita T, Takeshita Y, Misu H,
Takamura T, Kitamura S, Zen Y, Nakanuma
Y, Honda M, Kaneko S. Characteristics of
hepatic fatty acid compositions in
patients with nonalcoholic
steatohepatitis. Liver Int. 2014 Sep 15.
[Epub ahead of print]

6) Nakamura M, Kondo H, Tanaka A, Komori A,
Ito M, Yamamoto K, Ohira H, Zeniya M,
Hashimoto E, Honda M, Kaneko S, Ueno Y,
Kikuchi K, Shimoda S, Harada K, Arai K,
Miyake Y, Abe M, Taniai M, Saibara T,
Sakisaka S, Takikawa H, Onji M, Tsubouchi
H, Nakanuma Y, Ishibashi H. Autoantibody
status and histological variables
influence Dbiochemical response to
treatment and long-term outcomes in
Japanese patients with primary biliary
cirrhosis. Hepatol Res. 2014 Sep 14.
[Epub ahead of print]

7) Ocka Y, Chiba T, Ogasawara S, Arai K,
Suzuki E, Tawada A, Yamashita T, Kanai F,
Kaneko S, Yokosuka 0. A phase 1/11 study
of S-1 with sorafenib in patients with
advanced hepatocellular carcinoma.
Invest New Drugs. 2014 Aug, 32(4) 723-8.

8) Terashima T, Mizukoshi E, Arai K,
Yamashita T, Yoshida M, Ota H, Onishi I,
Kayahara M, Ohtsubo K, Kagaya T, Honda M,
Kaneko S. P53, hTERT, WT-1, and VEGFR2
are the most suitable targets for cancer
vaccine therapy in HLA-A24 positive
pancreatic  adenocarcinoma. Cancer
Immunol Immunother. 2014 May, 63(5)
479-89.

9) Takeshita Y, Takamura T, Honda M, Kitay,
Zen Y, Kato K, Misu H, Ota T, Nakamura M,
Yamada K, Sunagozaka H, Arai K, Yamashita
T, Mizukoshi E, Kaneko S. The effects of
ezetimibe on non-alcoholic fatty liver
disease and glucose metabolism: a
randomised controlled trial.
Diabetologia. 2014 May, 57(5) 878-90.

10) Honda M, Shirasaki T, Shimakami T,
Sakai A, Horii R, Arai K, Yamashita T,
Sakai Y, Yamashita T, Okada H, Murai K,
Nakamura M, Mizukoshi E, Kaneko S.
Hepatic interferon-stimulated genes are
differentially regulated in the liver of
chronic hepatitis C patients with

different interleukin-28B genotypes.
Hepatology. 2014 Mar, 59(3) 828-38.

11) ,
2014 2014 Mar
4688 26-33
12)
V.
3
2014 Jan 103(1) 37-43
13) , ;
VI.
5 2014 Jan
103(1) 102-109,
2.
.
(RFA)
RFA 22
JDDW 2014
2y
CelonPOWER
TACE RFA 33
2014
3) . BCLC Stage
C
10
2014
4) Gd-EOB-DTPA
MRI CT
50 2014
5_
CAP (controlled
attenuation parameter)
50
2014
6)_
87
2014
7 Gd-EOB-DTPA
MRI CT
100

2014



¢y
)

€Y
&)



DCV/ASV

HCV dynamics

Daclatasvir/Asunaprevir Direct sequence DS
PCR-Invader PI BML DAA 49  (DSV/ASV ) 194 (
) Pl 35 DS
DS D168 1 3.0% L310 (0% Y936 (18.2%) PI D168 9 (4.6%)
94 (48.5%) L31 6 (3.1%) 8 (4.1%) Y93 44 (22.7%) 65 (33.5%)
DCV/ASV SVR DS D168 100%(N=1),
91.2% N=34 Y93 71.4% N=7 95.6%(N=23) PI D168
88.9%(N=9), 95.8% N=24 Y93 66.7% N=6 100%(N=7) 95._2%
(N=21) SVR Pl
D168,L31,Y93
HCV dynamics dynamics
DCV/ASV
DCV/ASV
C DAA
DAA DSV/ASV
Pl
DAA HCV HCV dynamics
HCV
Direct sequence DI PCR-Invader
Pl Daclatasvir/Asunaprevir
PC
DAA 49  (DSV/ASV ) 194
( ) DCV/ASV C.
3
SVR/  SVR
DCV/ASV HCV DS Pl DAA NS3
NS A
DS D168 1 3.0% L310
(0%) Y93 6 (18.2%) PI D168 9
NS D168 NS A L31 Y93 (4.6%) 94 (48.5%) L31 6
(3-1%) 8 (4.1%) Y93 44 (22.7%)
Pl 65 (33.5%) Pl
Pl
Pl NS3 NS5A
SVR/  SVR
20% 20% DS
DS L31
D168,L31,Y93 SVR D168




100%(N=1) 91.2%(N=34) YO3H
71.4%(N=7) 95.6%(N=23) D168
SVR 2
Y93H
Pl SVR D168
88.9%(N=9), 95.8% N=24 Y93
66.7% N=6 100%(N=7) 95.2%
(N=21)
SVR
Pl
SVR SVR
Pl HCV dynamics
Pl
D168,L31,Y93
Y93H
HCV dynamics HCV RNA
2 HCV RNA
SVR
2
HCV RNA
HCV RNA 2
HCV RNA
D.
Pl
DCV/ASV SVR
D168 L31
Y93 DS Pl
Pl
SVR SVR HCV
dynamics
Pl
E.
DS Pl YO93H
DCV/ASV
DCV/ASV
Pl
F.
G.
1.
n_
C -DAA
- 2014
133-147

2) Daclatasvir(NS5A) +

Asunaprevir(Pl)
2013 67
935-942

3) Karino Y, Toyota J, lkeda K, Suzuki F,
Chayama K, Kawakami Y, Ishikawa H,
Watanabe H, Hernandez D, Yu F, McPhee F,
Kumada H. Characterization of virologic
escape in hepatitis C virus genotype 1b patients
treated with the direct-acting antivirals
daclatasvir and asunaprevir. J Hepatol. 2013
Apr;58(4):646-54.

2.

l) 7 ’ 7 I

daclatasvir/asunaprevir
simeprevir 3
2
2014
2) Yoshiyasu Karino, Shuhei Hige, Tomoaki
Nakgiima, Mutuumi  Kimura, Tomohiro
Arakawa, Yasuaki Kuwata, Takahiro Sato,
Takumi  Ohmura, Joji Toyota Analysisof the
liver function and hepatic reserve improvement
effect, and liver carcinogenesis suppressant
effect of the  Daclatasvir/Asnaprevir
combination therapy 2014AASLD,Boston
3) Yoshiyasu Karino, Itaru Ozeki, Shuhei Hige
Analysis of the liver function and hepatic
reserve improvement effect, and liver
carcinogenesis restraint effect of the Daclatasvir
Plus Asnaprevir combination therapy.2014

4) KarinoY, Chayama K,Suzuki Y, lkeda K,
Toyota JKawakami Y, I|doA,Yamamoto K,
Takaguchi K, MiyagoshiH, Eley T,McPhee F,
Hu W, Ishikawa H, Hughes EA, Kumada H.
On- Treatment Predictors of Response to
Daclatasvir (DCV) in Combination With
Asunaprevir (ASV) in Japanese Patients With
Genotype 1b Infection. 2014 APASL, Brisbane






PCR-direct sequence
Invader assay
Invader assay

Invader assay SVR 90%
Invader assay

C Direct-acting antiviral agents (DAAs) IFN

Invader assay

DAA 31
PCR-direct sequence NS3 NS5A
NS5A
Invader assay
C DAA

A.
C
Direct acting antivirals (DAAs)
IFN
IFN
NS3, NS5A
DAAs
PCR-direct sequence
Invader assay
PCR-direct sequence
B.
DAA C
31 HCV
NS3 NS5A Invader
assay PCR-direct sequence

Invader assay
PCR-direct sequence

Invader assay

Invader assay

C.
Invader assay PCR-direct sequence
NS3 PCR-direct sequence
31 1 Invader
assay
NSHA PCR-direct sequence
8 Y93H
7 Invader assay
YO3H 7 1
YO3F Y93H
Invader assay
Invader assay
NS5A Y93H
YO3F 30
Invader
assay
R* 0.899
Invader assay
Invader assay VS /
SVR SVR
95% 40% 77%
Invader assay 50
2 SVR SVR
93% 75%
90%




D.

NS3 NS5A

PCR-direct sequence

Invader assay

Invader assay

Invader assay

Invader assay 90%

E

Invader assay

D

1) Murakami E, Imamura M, Hayes CN, Abe
H, Hiraga N, Honda Y, Ono A, Kosaka K,
Kawaoka T, Tsuge M, Aikata H, Takahashi S,
Miki D, Ochi H, Matsui H, Kanai A, InabaT,
McPhee F, Chayama K. Ultradeep sequencing
study of chronic hepatitis C virus genotype 1
infection in patients treated with daclatasvir,
peginterferon, and ribavirin. Antimicrob
Agents Chemother. 2014;58(4):2105-12.

HCV
50
2014






¢y
)

€Y
&)



DCV/ASV
Genotype 1b C DCV+ASV 2/3
NS5A-Y93 Direct sequence Invader
Invader assay NS3-D168
NS5A-L31 NS5A-Y93
DCV+ASV Invader
12 HCV RNA
Invader
Invader
14 direct sequence
aa 168 (NS3-D168) NS5A aa3l
. (NS5A-L31) aa93 (NS5A-Y93)
2014 7 IFN-free direct sequence Invader assay
(DCV) NS5A-Y93
(ASV)2
HCV
(SVR )
DCV/ASV
NS5A-Y93 Invader
359
12
HCV RNA
DCV/ASV
Genotype 1b
C 2/3 C.
63 HCV NS3 (1) DCV+ASV 2/3



63 23
40 65
Direct sequence
NS3-D168 1 1.6 NS5A-L31
1 1.6 NS5A-Y93 minor

(Y93Y/h) 11  17.5 major
(Y93H/y Y93H) 8 125

HCV RNA Y93
Y93

24 SVR 77.8
(49/63) Y93 93 (41/44)

Y93Y/h 64 (7/11) Y93H/y
YO3H 13 (1/8)
Invader
direct sequence
NS3-D168 Invader
direct sequence major peak
16
25.4 direct sequence
NS5A-L31
Invader 2 3.2
1 direct sequence
major peak 1 minor peak
2 direct
sequence
NS5A-Y93 Invader 48
76.2 9 14.3 6 9.5
Direct sequence
2 major peak 3
minor peak
1 direct sequence
NS5A-Y93
1 44 69.8
1-19 6 9.5 20-98 13 20.7
99
Direct sequence 1

1 minor peak

1-19
1 direct sequence

direct sequence
Invader assay
15 NS3-D168
13 NS5A-Y93
1 SVR Y93
5 1
sequence

Invader

direct
minor peak
12
NS5A-Y93Y/h 11 Invader
3 SVR
4 3 SVR
36
69 2 non SVR
NS5A-L31L/m 1 Invader
SVR Direct sequence
major peak
9 NS3-D168  direct sequence
Invader 1
NS5A-Y93H/y Y93H 8
Invader 65 1
SVR non SVR
NS5A-L31 major
NS5A-Y93 1
non SVR
Invader
SVR NS3-D163
SVR 80 (36/45)

81 (13/16) NS5A

94 (30/32)
Invader 1
non SVR

100 (13/13)
direct sequence
NS5A-L31
81 (47/58)
50 (1/72) non
NS5A-Y93 Invader
direct sequence major

Invader

SVR 2



NS5A-Y93 Invader
94 (44/47) SVR

50 (3/6) 22 (2/9)
SVR
1 98 (42/43) SVR
1-19 67 (4/6) 20-98 23 (3/13)
DCV+ASV
NS5A-Y93
NS5A-Y93 Invader
359
150 209 71
158 44
NS5A-Y93
1 282 80 1-19 13
3 20-98 10 3 99% 4 1
50 14
12 HCV RNA
Invader 1
1-19 20 3
4 84 75 62 8
99 100 88
12 3
100
D.
Genotype 1b C
DCV+ASV 2/3
Direct sequence
Invader assay NS3-D168
NS5A-L31
NS5A-Y93

NS5A-Y93

DCV+ASV

Invader

7 12
HCV RNA Invader

Invader
14 Invader
direct

sequence

DCV/ASV

Invader
NS3-D168

NS5A-Y93
Invader
Y93

Akiyama S, lkeda K, Sezaki H, Fukushima
T, Sorin Y, Kawamura Y, Saitoh S,
Hosaka T, Akuta N, Kobayashi M, Suzuki
F, Suzuki Y, Arase Y, Kumada
H.Therapeutic effects of short- and
intermediate-term tolvaptan
administration for refractory ascites in
patients with advanced liver cirrhosis.



2)

3)

4)

5)

6)

Hepatol Res. 2014 [Epub ahead of print]
Hosaka T, Suzuki F, Kobayashi M,
Fukushima T, Kawamura Y, Sezaki H,
Akuta N, Suzuki Y, Saitoh S, Arase Y,
Ikeda K, Kobayashi M, Kumada
H.HLA-DP genes polymorphisms
associate with hepatitis B surface antigen
kinetics and  seroclearance  during
nucleot(s)ide analogue therapy. Liver Int.
2014 [Epub ahead of print]

Suzuki F, Sezaki H, Akuta N, Suzuki Y,
Kawamura Y, Hosaka T, Kobayashi M,
Saitoh S, Arase Y, Ikeda K, Kobayashi M,
Watahiki S, Mineta R, Suzuki Y, Kumada
H.Virologic breakthrough in a patient with
chronic hepatitis B by combination
treatment with  tenofovir  disoproxil
fumarate and entecavir. Drug Des Devel
Ther. 2014 [Epub ahead of print]

Ikeda K, Kawamura Y, Kobayashi M,
Fukushima T, Sezaki H, Hosaka T, Akuta
N, Saitoh S, Suzuki F, Suzuki Y, Arase Y,
Kumada  H.Prevention of disease
progression  with  anti-inflammatory
therapy in patients with HCV-related
cirrhosis: a Markov model. Oncology.
2014;86(5-6):295-302.

Akuta N, Suzuki F, Sezaki H, Suzuki Y,
Hosaka T, Kobayashi M, Kobayashi M,
Saitoh S, Ikeda K, Kumada H.Evolution of
simeprevir-resistant variants over time by
ultra-deep sequencing in HCV genotype
1b. J Med Virol. 2014 Aug;86(8):1314-22.
Sezaki H, Suzuki F, Hosaka T, Akuta N,
Fukushima T, Hara T, Kawamura Y,
Kobayashi M, Suzuki Y, Saitoh S, Arase
Y, Ikeda K, Kumada H.Effectiveness and
safety of reduced-dose telaprevir-based
triple therapy in chronic hepatitis C
patients. Hepatol Res. 2014

7)

8)

9

10)

11)

Oct;44(10):E163-71.

Akuta N, Suzuki F, Fukushima T,
Kawamura Y, Sezaki H, Suzuki Y, Hosaka
T, Kobayashi M, Hara T, Kobayashi M,
Saitoh S, Arase Y, lkeda K, Kumada
H.Utility of detection of
telaprevir-resistant variants for prediction
of efficacy of treatment of hepatitis C
virus genotype 1 infection. J Clin
Microbiol. 2014 Jan;52(1):193-200.

Arase Y, Kobayashi M, Kawamura Y,
Suzuki F, Suzuki Y, Akuta N, Kobayashi
M, Sezaki H, Saito S, Hosaka T, Ikeda K,
Kumada H, Kobayashi T.Impact of virus
clearance for the development of
hemorrhagic stroke in chronic hepatitis C.
J Med Virol. 2014 Jan;86(1):169-75.
Akuta N, Suzuki F, Kobayashi M, Hara T,
Sezaki H, Suzuki Y, Hosaka T, Kobayashi
M, Saitoh S, Ikeda K, Kumada
H.Correlation between hepatitis B virus

surface antigen level and
alpha-fetoprotein in patients free of
hepatocellular carcinoma or severe
hepatitis. J Med  Virol. 2014

Jan;86(1):131-8.

Kawamura Y, Ikeda K, Fukushima T, Hara
T, Hosaka T, Kobayashi M, Saitoh S,
Sezaki H, Akuta N, Suzuki F, Suzuki Y,
Arase Y, Kumada H.Potential of a
no-touch pincer ablation procedure for
small hepatocellular carcinoma that uses a
multipolar radiofrequency ablation
system: An experimental animal study.
Hepatol Res. 2014 Nov;44(12):1234-40.
Kawamura Y, Ikeda K, Fukushima T, Seko
Y, Hara T, Sezaki H, Hosaka T, Akuta N,
Kobayashi M, Saitoh S, Suzuki F, Suzuki
Y, Arase Y, Kumada H.What Is the Most
Effective Drug Delivery System for



12)

13)

14)

1)

2)

Cisplatin during the Treatment of Hepatic
Tumors with Single-Session
Transcatheter Chemotherapy? A Pilot
Study. Gut Liver. 2013 Sep;7(5):576-84.
Suzuki F, Hosaka T, Suzuki Y, Akuta N,
Sezaki H, Hara T, Kawamura Y,
Kobayashi M, Saitoh S, Arase Y, lkeda K,
Kobayashi M, Watahiki S, Mineta R,

Kumada H.Long-term efficacy and
emergence of multidrug resistance in
patients  with  lamivudine-refractory
chronic  hepatitis B  treated by

combination therapy with adefovir plus
lamivudine. J  Gastroenterol. 2014
Jun;49(6):1094-104.

Kobayashi M, Hosaka T, Suzuki F, Akuta
N, Sezaki H, Suzuki Y, Kawamura Y,
Kobayashi M, Saitoh S, Arase Y, lkeda K,
Miyakawa Y, Kumada H.Seroclearance
rate of hepatitis B surface antigen in 2,112
patients with chronic hepatitis in Japan
during long-term follow-up. J
Gastroenterol. 2014 Mar;49(3):538-46.
Tanaka M, Suzuki F, Seko Y, Hara T,
Kawamura Y, Sezaki H, Hosaka T, Akuta
N, Kobayashi M, Suzuki Y, Saitoh S,
Arase Y, Ikeda K, Kobayashi M, Kumada
H.Renal dysfunction and
hypophosphatemia  during  long-term
lamivudine plus adefovir dipivoxil therapy
in patients with chronic hepatitis B. J
Gastroenterol. 2014 Mar;49(3):470-80.

DAAs
100
2014.4.24.

3)

4)

5)

6)

7)

8)

DC beed
100
2014.4.24.
AFP FIB-4 index
C
100
2014.4.25.
NASH
100
2014.4.26.
.C
50
2014.5.29.
50
2014.5.29.
MRI 4
50
2014.5.29.



50
2014.5.29.
9)

DAA

50
2014.5.30.
10)

DAAS
18
2014.10.23.
11)

DEB-TACE

2014.10.23.
12)

40
2014.11.27.
13)

HBs

SVR

18

40

2014.11.27.
14)
SVR
40
2014.11.27.
15)
TACE
40
2014.11.28.
16)
genotype A B
40
2014.11.28.

17)

Danaparoid Sodium
40
2014.11.28.



NS5A HEPATOLOGY 2014 |189-192
PRACITICE V
ol.3
C C () 2014 |95-62
(
) DAA
DAA IFN C () 2014 |108-119
(IFN free regi
men) DAA
HCV C 2014 [22-31
2014 [279
C
2014
Suzuki F, Toyota J, Ike |A randomized trial of daclatasvir | Antiviral Therapy 19 491-499 2014
da K, Chayama K, Moc |with peginterferon alfa-2b and
hida S, Hayashi N, Ishi |ribavirin for HCV genotype 1
kawa H, Miyagoshi H, |infection.
Wenhua Hu, Fiona McP
hee, Eric A Hughes, Ku
mada H
Suzuki F, Hosaka T, Long-term efficacy and emergence | J Gastroenterol 49 1094-1104 (2014
Suzuki Y, Akuta N, of multidrug resistance in patients
Sezaki H, Hara T, with lamivudine-refractory chronic
Kawamura Y, hepatitis B treated by combination
Kobayashi M, Saitoh S |therapy with adefovir plus
Arase Y, lkeda K, lamivudine.J Gastroenterol.
Kobayashi M,




Watahiki S, Mineta R,
Kumada H

Hara T, Suzuki F Long-term entecavir therapy JVira Hepat 21 802-808 2014
Kawamura Y, Sezaki H, |resultsin fallsin serum hepatitis B
Hosaka T, Akuta N, surface antigen levels and
Kobayashi M, Suzuki Y, |seroclearancein
Saitoh S, Arase Y, nucleos(t)ide-naive chronic
Ikeda K, Kobayashi M, |hepatitis B patients.
Watahiki S, Kumada H
Suzuki F, Akuta N, Virologic breakthrough in a patient | Drug Des Devel 8 869-873 2014
Suzuki Y, Kawamura Y, |with chronic hepatitis B by
Hosaka T, Kobayashi | combination treatment with
M, Saitoh S, Arase Y, | |tenofovir disoproxil fumarate and
keda K, Kobayashi M, |entecavir.
Watahiki S, Mineta R, S
uzuki Y, Kumada H
Ikeda K, Kawamura Y, |Prevention of disease progression |Oncology 86 295-302 2014
Kobayashi M, with anti-inflammatory therapy in
Fukushima T, Sezaki H, |patientswith HCV-related
Hosaka T, Akuta N, cirrhosis: A Markov model.
Saitoh S, Suzuki F,
Suzuki Y, Arase Y,
Kumada H
Akuta N, Suzuki F, Evolution of simeprevir-resistant |JMed Virol 86 1314-1322 2014
Sezaki H, Suzuki Y, variants over time by ultra-deep
Hosaka T, Kobayashi M, |sequencing in HCV genotype 1b.
Saitoh S, lkeda K,
Kumada H
Akuta N, Suzuki F, Utility of Detection of JCM 52 193-200 2014
Fukushima T, Telaprevir-Resistant Variants for
Kawamura Y, Sezaki H, |Prediction of Efficacy of
Suzuki Y, Hosaka T, Treatment of Hepatitis C Virus
Kobayashi M, Hara T, |Genotype 1 Infection.
Kobayashi M, Saitoh S,
Arase Y, lkeda K,
Kumada H
Akuta N, Suzuki F, Correlation Between HepatitisB | JMed Virol 86 131-138 2014
Kobayashi M, Hara T, |Virus Surface Antigen Level and
Sezaki H, Hosaka T, Alpha-Fetoprotein in Patients Free
Kobayashi M, Saitoh S, |of Hepatocellular Carcinoma or
Ikeda K, Kumada H Severe Hepatitis.
Arase Y, Kobayashi M, |Impact of Virus Clearancefor the |JMed Virol 86 169-175 2014

Kawamura Y, Suzuki F,
Suzuki Y, Akuta N,
Kobayashi M, Sezaki H,
Saitoh S, Hosaka T,
Ikeda K, Kumada H,
Kobayashi T

Development of Hemorrhagic
Stroke in Chronic Hepatitis C.




Tanaka M, Suzuki F, Renal dysfunction and J Gastroenterol 49 470-480 2014
Seko Y, Hara T, hypophosphatemia during
Kawamura Y, Sezaki H, |long-term lamivudine plus
Hosaka T, Akuta N, adefovir dipivoxil therapy in
Kobayashi M, Suzuki Y, |patients with chonic hepatitis B.
Saitoh S, Arase Y,
Ikeda K, Kobayashi M,
Kumada H
Kobayashi M, Hosaka T, | Seroclearance rate of hepatitisB | J Gastroenterol 49 538-546 2014
Suzuki F, Akuta N, surface antigen in 2,112 patients
Sezaki H, Suzuki Y, with chronic hepatitisin Japan
Kawamura Y, during long-term follow-up.
Kobayashi M, Saitoh S,
Arase Y, lkeda K,
Miyakawa Y,
Kumada H
Kawakami Y, Suzuki F, |Telaprevir iseffective given every | Antiviral Therapy 19 277-285 2014
Karino Y, Toyota J, 12 h at 750mg with pegylated
Kumada H, Chayama K |interferon-a2b and ribavirin to

Japanese patients with HCV-1b

IL28B rs8099917 TT.
Hosaka T, Suzuki F, HLA-DP genes polymorphisms Liver Int Epub ahead |2014
Kobayashi M, associate with hepatitis B surface of print
Fukushima T, antigen kinetics and seroclearance
Kawamura Y, Sezaki H, |during nucleo(s)ide analogue
Akuta N, Suzuki Y, therapy.
Saitoh S, Arase Y,
Ikeda K, Kobayashi M,
Kumada H
Kawamura Y, lkeda K, |Potential of a no-touch pincer Hepatol Res Epub ahead |2014
Fukushima T, Hara T, |ablation procedure for small of print
Hosaka T, Kobayashi M, |hepatocellular carcinoma that uses
Saitoh S, Sezaki H, amultipolar radiofrequency
Akuta N, Suzuki F ablation system: An experimental
Suzuki Y, animal study.
Kumada H
Sezaki H, Suzuki F, Effectiveness and safety of Hepatol Res 44 163-171 2014
Hosaka T, Akuta N, reduced-dose telaprevir-based
Fukushima T, Hara T, |triple therapy in chronic hepatitis
Kawamura Y, C patients.
Kobauashi M, Suzuki Y,
Saitoh S, Arase Y,
Ikeda K, Kumada H
Kumada H, Sato K, Efficacy of telaprevir-based Hpatol Res Epub ahead |2014
Takehara T, therapy for difficult-to-treat of print.
Nakamura M, patients with genotype 2 chronic
Ishigami M, hepatitis C in Japan.
Chayama K,

Toyota J, Suzuki F,
Nakayashu Y, Ochi M,




Yamada I, Okanoue T

Karino Y, Toyota J, Telaprevir impairs renal function |J Hepatol 21 341-347 2014
Ikeda K, Suzuki F, and increase blood ribavirin
Chayama K, Kawakami |concentration during
Y, Ishikawa H, telaprevir/pegylated
Watanabe H, interferon/ribavirin therapy for
Hernandez D, Yu F, chronic hepatitis C.
McPhee F, Kumada H.
Tanakg T, Kasai H, Y H.allmar.ks of hepa?ltls C virus T Virol. 88(22) | 13352-66. 2014
amashita A, Okuyama- in equine hepacivirus.
Dobashi K, Yasumoto
J, Maekawa S, Enom
oto N, Okamoto T, M
atsuura Y, Morimatsu
M, Manabe N, Ochiai
K, Yamashita K, Mor
iishi K.
Tatsumi A, Mackawa S,|Liver stiffness measurement for |Hepatol Res. Epub ahead|2014
Sato M, Komatsu N, |risk assessment of hepatocellular of print
Miura M, Amemiya F, | carcinoma.
Nakayama Y, Inoue T,
Sakamoto M, Enomoto
N.
Miura M, Maekawa S, |Deep sequencing analysis of var|Hepatol Res. Epub ahead|2014
Sato M, Komatsu N, Ta|iants resistant to the non-structur of print
tsumi A, Takano S, Am|al 5A inhibitor daclatasvir in pa
emiya F, Nakayama Y, |tients with genotype lb hepatitis
Inoue T, Sakamoto M, | C virus infection.
Enomoto N.
Komatsu N, Motosugi |Hepatocellular carcinoma risk ass|Hepatol Res. 44(13) |1339-1346. [2014
U, Mackawa S, Shindo |essment using gadoxetic acid-enh
K, Sakamoto M, Sato |anced hepatocyte phase magnetic
M, Tatsumi A, Miura | resonance imaging.
M, Amemiya F, Nakaya
ma Y, Inoue T, Fukasa
wa M, Uetake T, Ohtak
a M, Sato T, Asahina
Y, Kurosaki M, Izumi
N, Ichikawa T, Araki T,
Enomoto N.
Maekawa S, Enomoto N. |Once-daily simeprevir in combin|J Gastroenterol. 49(1) 163-4. 2014
ation with pegylated-interferon a
nd ribavirin: a new horizon in t
he era of direct-acting antiviral
agent therapy for chronic hepatit
is C.
Oda K, Uto H, Kumagai|Impact of a single nucleotide po|J Med Virol. 86 1877-1885 2014

K, Ido A, Kusumoto K,
Shimoda K, Hayashi K,
Stuver SO, Tanaka Y,
Nishida N, Tokunaga K,
Tsubouchi H.

lymorphism upstream of the IL2
8B gene in patients positive for
anti-HCV antibody in an HCV h
yperendemic area in Japan




Tokunaga M, Uto H, Influence of human T-lymphotro|J Gastroenterol 49 1567-1577 (2014
0da K, Tokunaga M, M|P% 000 0 e oeetur

awatart S,. Kumagai K.’ carcinoma in patients with hepa

Haraguchi K, Oketani titis C virus infection

M, Ido A, Ohnou N, Ut

sunomiya A, Tsubouchi

H

Suzuki F, Hosaka T, Long-term efficacy and emergence |J Gastroenterol 49 1094-1104 |2014
Suzuki Y, Akuta N, of multidrug resistance in patients

Sezaki H, Hara T, with lamivudine-refractory chronic

Kawamura Y, hepatitis B treated by combination

Kobayashi M, Saitoh S |therapy with adefovir plus

Arase Y, Ikeda K, lamivudine.J Gastroenterol.

Kobayashi M,

Watahiki S, Mineta R,

Kumada H

Hara T, Suzuki F, Long-term entecavir therapy J Viral Hepat 21 802-808 2014
Kawamura Y, Sezaki H, |results in falls in serum hepatitis B

Hosaka T, Akuta N, surface antigen levels and

Kobayashi M, Suzuki Y, |seroclearance in

Saitoh S, Arase Y, nucleos(t)ide-naive chronic

Ikeda K, Kobayashi M, |hepatitis B patients.

Watahiki S, Kumada H

Suzuki F, Akuta N, Virologic breakthrough in a patient | Drug Des Devel 8 869-873 2014
Suzuki Y, Sezaki H, with chronic hepatitis B by

Kawamura Y,Hosaka T, |combination treatment with

Kobayashi M, Saitoh S, |tenofovir disoproxil fumarate and

Arase Y, entecavir.

Ikeda K, Kobayashi M,

Watahiki S, Mineta R,

Suzuki Y, Kumada H

Ikeda K, Kawamura Y, |Prevention of disease progression |Oncology 86 295-302 2014
Kobayashi M, with anti-inflammatory therapy in

Fukushima T, Sezaki H, |patients with HCV-related

Hosaka T, Akuta N, cirrhosis: A Markov model.

Saitoh S, Suzuki F,

Suzuki Y, Arase Y,

Kumada H

Akuta N, Suzuki F, Evolution of simeprevir-resistant | J Med Virol 86 1314-1322 |2014
Sezaki H, Suzuki Y, variants over time by ultra-deep

Hosaka T, Kobayashi M, |sequencing in HCV genotype 1b.

Saitoh S, Ikeda K,

Kumada H

Akuta N, Suzuki F, Utility of Detection of JICM 52 193-200 2014

Fukushima T,
Kawamura Y, Sezaki H,
Suzuki Y, Hosaka T,
Kobayashi M, Hara T,
Kobayashi M, Saitoh S,
Arase Y, Ikeda K,
Kumada H

Telaprevir-Resistant Variants for
Prediction of Efficacy of
Treatment of Hepatitis C Virus
Genotype 1 Infection.




Akuta N, Suzuki F, Correlation Between Hepatitis B |J Med Virol 86 131-138 2014
Kobayashi M, Hara T, |Virus Surface Antigen Level and

Sezaki H, Hosaka T, Alpha-Fetoprotein in Patients Free

Kobayashi M, Saitoh S, |of Hepatocellular Carcinoma or

Ikeda K, Kumada H Severe Hepatitis.

Arase Y, Kobayashi M, |Impact of Virus Clearance for the |J Med Virol 86 169-175 2014
Kawamura Y, Suzuki F, |Development of Hemorrhagic

Suzuki Y, Akuta N, Stroke in Chronic Hepatitis C.

Kobayashi M, Sezaki H,

Saitoh S, Hosaka T,

Ikeda K, Kumada H,

Kobayashi T

Tanaka M, Suzuki F, Renal dysfunction and J Gastroenterol 49 470-480 2014
Seko Y, Hara T, hypophosphatemia during

Kawamura Y, Sezaki H, |long-term lamivudine plus

Hosaka T, Akuta N, adefovir dipivoxil therapy in

Kobayashi M, Suzuki Y, |patients with chonic hepatitis B.

Saitoh S, Arase Y,

Ikeda K, Kobayashi M,

Kumada H

Kobayashi M, Hosaka T, |Seroclearance rate of hepatitis B |J Gastroenterol 49 538-546 2014
Suzuki F, Akuta N, surface antigen in 2,112 patients

Sezaki H, Suzuki Y, with chronic hepatitis in Japan

Kawamura Y, during long-term follow-up.

Kobayashi M, Saitoh S,

Arase Y, Ikeda K,

Miyakawa Y,

Kumada H

Hosaka T, Suzuki F, HLA-DP genes polymorphisms Liver Int Epub ahead |2014
Kobayashi M, associate with hepatitis B surface of print

Fukushima T, antigen kinetics and seroclearance

Kawamura Y, Sezaki H, |during nucleo(s)ide analogue

Akuta N, Suzuki Y, therapy.

Saitoh S, Arase Y,

Ikeda K, Kobayashi M,

Kumada H

Kawamura Y, lkeda K, |Potential of a no-touch pincer Hepatol Res Epub ahead |2014
Fukushima T, Hara T, |ablation procedure for small of print

Hosaka T, Kobayashi M, |hepatocellular carcinoma that uses

Saitoh S, Sezaki H amultipolar radiofrequency

Akuta N, Suzuki F, ablation system: An experimental

Suzuki Y, animal study.

Kumada H

Sezaki H, Suzuki F, Effectiveness and safety of Hepatol Res 44 163-171 2014

Hosaka T, Akuta N,
Fukushima T, Hara T,
Kawamura Y,

Kobauashi M, Suzuki Y,
Saitoh S, Arase Y,
Ikeda K, Kumada H

reduced-dose telaprevir-based
triple therapy in chronic hepatitis
C patients.




Takamura H, Nakanuma |Severe veno-occlusive Transplant Proc. 46 3523-3535  |2014
S, Hayashi H, Tajima |disease/sinusoidal obstruction

H, Kakinoki K, Kitahara |syndrome after deceased-donor

M, Sakai S, Makino I, |and living-donor liver

Nakagawara H, transplantation.

Miyashita T, Okamoto

K, Nakamura K, Oyama

K, Inokuchi M, Ninomi

ya I, Kitagawa H, Fushi

da S, Fuyjimura T, Onish

i I, Kayahara M, Tani

T, Arai K, Yamashita T,

Yamashita T, Kitamura

H, Ikeda H, Kaneko S,

Nakanuma Y, Matsui

O, Ohta T.

Terashima T, Feasibility and efficacy of hepatic |Hepatol Res. 44 1179-1185 |2014
YamashitaT, Arai K, arterial infusion chemotherapy for

Sunagozaka H, advanced hepatocellular carcinoma

Kitahara M, after sorafenib.

Nakagawa H, Kagaya T,

Mizukoshi E,

Honda M,

Kaneko S.

Terashima T, Yamashita |Blood neutrophil to lymphocyte Hepatol Res. Epub ahead |2015
T, lida N, Yamashita T, |ratio as a predictor in patients with of print

Nakagawa H, advanced hepatocellular carcinoma

Arai K, Kitamura K, treated with hepatic arterial

Kagaya T, Sakai Y, infusion chemotherapy.

Mizukoshi E, Honda M,

Kaneko S

Yamada K, Characteristics of hepatic fatty Liver Int. 35 582-590 2015
Mizukoshi E, acid compositions in patients with

Sunagozaka H, nonalcoholic steatohepatitis.

Arai K, Yamashita T,

Takeshita Y, Misu H,

Takamura T, Kitamura

S, Zen Y, Nakanuma Y,

Honda M, Kaneko S

Nakamura M, Kondo H, |Autoantibody status and Hepatol Res. Epub ahead |2015
Tanaka A, Komori A, histological variables influence of print

Ito M, Yamamoto K,
Ohira H, Zeniya M,
Hashimoto E, Honda M,
Kaneko S, Ueno Y,
Kikuchi K, Shimoda S,
Harada K, Arai K
Miyake Y, Abe M,
Taniai M, Saibara T,
Sakisaka S, Takikawa H,
Onji M, Tsubouchi H,

biochemical response to treatment
and long-term outcomes in
Japanese patients with primary
biliary cirrhosis.




Nakanuma Y,
Ishibashi H.

Ooka Y, Chiba T, A phase I/II study of S-1 with Invest New Drugs. |32 723-728 2014
Ogasawara S, Arai K, |sorafenib in patients with
Suzuki E, Tawada A, |advanced hepatocellular
Yamashita T, Kanai F, |carcinoma.
Kaneko S, Yokosuka O
Terashima T, P53, hTERT, WT-1, and VEGF |Cancer Immunol Epub ahead |2015
Mizukoshi E, Arai K, R2 are the most.suitable targets Immunother. of print
Vamashita T. Yoshida for cancer vaccine therapy. in

’ HLA-A24 positive pancreatic ad

M, Ota H, Onishi I, enocarcinoma.
Kayahara M, Ohtsubo
K, Kagaya T, Honda M,
Kaneko S.
Takeshita Y, The effects of ezetimibe on Diabetologia. 57 878-890 2014
Takamura T, Honda M, |non-alcoholic fatty liver disease
Kita Y, Zen Y, Kato K, |and glucose metabolism: a
Misu H, Ota T, randomised controlled trial.
Nakamura M,
Yamada K,
Sunagozaka H, Arai K
Yamashita T,
Mizukoshi E, Kaneko S.
Honda M, Shirasaki T, |Hepatic interferon-stimulated Hepatology. 59 828-838 2014
Shimakami T, Sakai A, |genes are differentially regulated
Horii R, Arai K, Yamas |in the liver of chronic hepatitis C
hita T, Sakai Y, Yamas |patients with different
hita T, Okada H, Murai |interleukin-28B genotypes.
K, Nakamura M,
Mizukoshi E, Kaneko S.
Murakami E, Imamura Ultradeep sequencing study of c¢|AAC 58 2105-2112 2014

M, Hayes CN, Abe H,
Hiraga N, Honda Y,
Ono A, Kosaka K,
Kawaoka T, Tsuge M,
Aikata H, Takahashi S,
Miki D, Ochi H,
Matsui H, Kanai A,
Inaba T, McPhee F,
Chayama K.

hronic hepatitis C virus genotype

1 infection in patients treated
with Daclatasvir, Peginterferon, a
nd Ribavirin.




