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DDI)
DAA
(organic anion transporting
polypeptide, OATP) DDI

O0ATP1B1 1B3
OATP1B

OATP1B
OATP1B
DDI

DAA
SMV ASV
DCV SFV
OATP1B in vivo DDI
OATP1B

TLV  Shanghai Biochempartner
(Shanghai China) SMV  ASV  DCV
¢ SFV ChemScene LLC (Monmouth

(direct-acting antiviral agent: DAR) ) Junction, NJ, USA) AdooQ BioScience LLC (Irvine,
(drug-drug interaction,
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CA, USA) ChemScene LLC
(Princeton, NJ, USA)

Medchemexpress LLC
OATP1B
rifampicin  (RIF)
Bromosulfophthalein (BSP) CsA

( ) Sigma-Aldrich (St. Louis,
MO, USA) ( )
DAA dimethyl sulfoxide

(DMSO)

OATP1B complimentary DNA (cDNA)

OATP1B
OATP1B1 (OATP1B1/pcDNA3.1
Zeo)
OATP1B3 (OATP1B3/pcDNA3. 1
Neo)
0ATP1B1 pCDNA3.1(-)
(Zeo Neo)vector(Life technologies,

Carlsbad, CA, USA)

OATP1B1 OATP1B3
kidney 293 (HEK293)

Human embryonic

HEK293 HUMAN SCIENCE
( ) Dulbecco’ s modified Eagle’
s medium (In vitrogen, Carlsbad, CA, USA)
10% (v/v) fetal bovine serum
units/mL penicillin - 50 pug/ml streptomycin

50

OATP1B1 HEK293 (OATP1B1/HEK293)
HEK293 (Mock
Zeo/HEK293)

OATP1B3 HEK293 (OATP1B3/HEK293)
HEK293 (Mock

Neo/HEK293) OATP1B3/pcDNA3.1 (-) Neo
pcDNA 3.1 (-) Neo vector reverse
transfection HEK293 G418

disulfate salt (Sigma-Aldrich)

OATP1B1/HEK293 Mock Zeo/HEK293
Zeocin (In vivogen, San Diego, CA
USA) 300 pg/mL
OATP1B3/HEK293
disulfate salt (Sigma-Aldrich)

Mock Neo/HEK293 (G418

400 pg/mL
5% C02 /

95% air

37 €02

Total RNA cDNA
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OATP1B1/HEK293  OATP1B3/HEK293 Mock
(Zeo Neo)/HEK293 total RNA I1SOGEN
with spin column (Nippon Gene, )

Total RNA
DNA human
glyceraldehydes-3-phosphate dehydrogenase
(GAPDH)
PCR DNA
DNasel
cDNA total RNA (1.0 pg)

High Capacity cDNA Reverse Transcription Kits
with random primers (Applied Biosystems, Foster
City, CA, USA)

Reverse transcription-PCR (RT-PCR)

CDNA
OATP1B1/HEK293
OATP1B3/HEK293
GAPDH mRNA

PCR
OATP1B1 mRNA
OATP1B3 mRNA

OATP1B1/HEK293 OATP1B3/HEK293

OATP1B1/HEK293 OATP1B3/HEK293

OATP1B1/HEK293 OATP1B3/HEK293

Mock/HEK293 collagen type-1
(Sigma-Aldrich) 24-well plate
4.0x 10° cells/mL 24
sodium butyrate (Sigma-Aldrich) 10

mM 24 transport assay
Transport assay OATP1B1

Na'-plus Krebs-Hesselei buffer (Na'-KHB)
[*H]estradiol-17B -glucuronide (E,G) (1850

GBg/mmol) (American Radiolabeled Chemicals, St.

Louis, MO, USA) E.G
(Sigma-Aldrich)
0.1 pM 0.10 pCi/mL
OATP1B3 Na'-plus KHB
[*H]cholecystokinin-octapeptide sulfated

(CCK-8) (2960 GBg/mmol) (PerkinElmer Life

Science, Boston, MA, USA) CCK-8
( , )
0.01 pM
0.25 pCi/mL OATP1B1
OATP1B3 RIF
BSP 10 uM 100
uM



Transport assay 37 Na*-plus KHB
1 200 pL/well
37 E.G
CCK-8
3
5
Na'-plus KHB 0.2 sodium
dodecyl sulfate
(LSC-6100, Aloka, )
Pierce® BCATM Protein Assay Kit
( )
(pmol/mg protein/min) [1]
[1]
L (pmol/ mg protein/ min)]
=[ (dpm1/L

(dpm/nmol )]/[ (LI [ (L]

x [1000 (pmol/nmo)]/[ (mg
protein/mL)] x [ mL]/L

(min)]

DAA OATP1B

Transport assay TLV (0.1, 0.4,
1.0, 2.0, 4.0, 10, 20 100 pM)  SMv (0.01,
0.04, 0.1, 0.4, 1.0, 2.0, 4.0 10 uM)  ASV
(0.01, 0.04,0.1,0.4,0.6, 1.0, 4.0 10 pM)
bcv (0.1, 0.4, 1.0, 2.0, 4.0, 10, 40 100

M) SFv (1.0, 2.0, 4.0, 10, 20, 40
100 pM) DAA
DMSO 0.1%
DAA 0ATP1B1 OATP1B3 50%
(1Cs, uM) [2]
[2]
[ () ]=[100/(1+1/1C)]
OATP1B
Mock/HEK293
%) |
(uM)  DAA
DAA OATP1B (
)
DAA OATP1B
DAA

(0.1, 1.0 10 pM)
0.1% DMSO Na‘*-KHB 30 37
37 Na“'-KHB DAA
transport assay
%) OATP1B
CsA
DAA OATP1B (
)
DAA OATP1B
DAA
(1.0 pM) 0.1% DMSO
Na'-KHB 30 37 3
37 ©
1 3 ) 37 Na’-KHB 2
DAA 6-1 transport
assay
(%)
OATP1B
CsA (1.0 pM)
DAA OATP1B
DAA OATP1B
DAA (0.1, 0.4 1.0 pM)
0.1% DMSO Na'-KHB
30 37 37 Na“'-KHB
DAA (0.1, 0.4 1.0 uM)
transport assay
(%)
R
OATP1B in vivo DDI
R [3]
[3]
R:l+[(qu Iin,max)/ICSO]
fu Iin,max
(M)
[4]
1Cs, (uM) [2]



[4]

Iin,max

Imax+[(Fax DOSGX Ka)/Qh]

0o (M) Fa
Dose(nmol)
K,(min™)
Q,(mL/min)

F, 1 K, 0.03 min*

Q, 1500 mL/min

Student’ s
t-test Excel

Statcel 3

(

OATP1B mRNA

OATP1B1/HEK293
Mock/HEK293
OATP1B3

OATP1B3/HEK293
CDNA 0ATP1B1
GAPDH mRNA RT-PCR
OATP1B1/HEK293
OATP1B1 mRNA OATP1B3/HEK293
O0ATP1B3 mRNA
Mock/HEK293
MRNA

GAPDH mRNA

OATP1B1 OATP1B3

OATP1B

OATP1B1/HEK293  OATP1B3/HEK293

/HEK293 OATP1B
OATP1B1 OATP1B3

E2G (0.1 pM) CCK-8 (0.01 uM)

OATP1B1/HEK293
Zeo/HEK293 E2G

2.8+ 0.48 0.16+ 0.04 pmol/mg protein/min
OATP1B1 E2G

Mock

Mock

10 pM RIF
OATP1B3/HEK293
CCK-8

Mock Neo/HEK293
56.9+ 8.0 6.5
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+ 1.1 fmol/mg protein/min OATP1B3
CCK-8 100 uM BSP
OATP1B1/HEK293
OATP1B3/HEK293 Mock/HEK293
DAA OATP1B
OATP1B1 E.G OATP1B3
CCK-8 TLV SMV ASV DCV

SFV(0.01-100 uM) transport assay
TLV SMV ASV DCV
SFV  OATP1B1 IC, (M)

1.36x 0.58 0.30+ 0.06 0.79+ 0.21 1.50
+ 0.33 16.5+ 7.6 OATP1B3
ICs,  (uM) 9.69+ 3.10 0.22+ 0.07

0.46x 0.11 3.27+ 0.57 61.9+ 31.6

| max/ I CSO
DAA OATP1B in vivo DDI
ITC decision tree
R
OATP1B3
0.57 SMV
1.46 DCV
0.02
I,/ 1C>0.1
OATP1B1
TLV
2.05 1.33
1.08 1.13 DCV

I max/ I CSO
OATP1B1
4.04
0.85
0.07

I max/ I CSO
19.5
1.55

TLV
26.6 ASV
0.71 SFV
R
TLV SWV  ASV
1B3 R
s 1.25
1.44)
1.03

DCV

8.50
ASV
1.01

(

DAA OATP1B

DAA OATP1B
OATP1B1

OATP1B3 CCK-8

TLV SMV  ASV DCV

M)

E,G
SFV (0.1, 1.0 10
transport assay

DDAs OATP1B

SMV OATP1B1 E,G

99.4+ 20.8 38.2%

CCK-8
72.3x 8.42

13.1 21.1+ 12.0% OATP1B3

12.6+ 5.29 7.78+ 1.79%



ASV
OATP1B1
74.6x 9.47 58.6x 2.39 35.5%+ 14.7%
OATP1B1
OATP1B3

36.1+ 6.09%
DCV
10 pM

10 uM

0ATP1B1
36.1+ 6.09%

OATP1B3
35.3+ 10.5%
TLV SFV

OATP1B
CsA (0.1, 1.0
10 M) OATP1B1

OATP1B3

DAA OATP1B

OATP1B

SMV ASV OATP1B

SMV ASV (L. 0 pM) OATP1B
SMV
OATP1B1
E,G
36.8+ 5.6 69.5+ 8.2 100.4% 8.4 Y%
OATP1B3

CCK-8
14.9+ 5.0 26.3+ 6.7 53.3% 2.4% OATP1BL
ASV
OATP1B1
37.6+ 21.0 86.1+ 5.5 98.0% 1.9%

OATP1B3

SMV

CCK-8
107.0+ 7.7 99.8+ 14.0 100.7+ 13.8%
CsA (1.0 pM)

DAA OATP1B

SMV ASV
OATP1B
SMV
SMV
OATP1B1

CCK-8

ASV (0.1, 0.4, 1.0 pM)
ASV (0.1, 0.4, 1.0 uM)
E2G OATP1B3
transport assay
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DMSO (0.1%)
SMv E2G
S E2G
89.5+ 16.1

77.2+ 22.6 29.9

SMV

51.0+ 1.43 22.5+ 5.56%
+ 9.48 16.7+ 3.99%

SMV  OATP1B3
CCK-8
47.3+ 6.12 19.0+ 5.25 16.8% 6.81%
34.9+ 2.64 10.9+ 2.98 8.87+ 3.09%
DMSO (0. 1%) ASV
E,G ASV ASV
E26
79.7+ 2.71 48.6+ 10.4 28.4% 156

53.0+ 11.2 31.5+ 7.40 27.6+ 19.9%

5
OATP1B3
DAA
OATP1B
DAA TLV BOC in vitro
OATP1B in
vIvo DDI
TLV OATP1B1 IC;, R
2.15+ 0.13 pM 5.74

Food and Drug Administration (FDA)
International Transporter Consortium (I1TC)
OATP1B

in vivo DDI
R>1.25 TLV
OATP1B in vivo DDI
in vivo TLV
ATV AUC 8
BOC OATP1B1 R
1.5 in vivo OATP1B
DDI BOC ATV
AUC 2.3
DAA 0ATP1B1 1B3
R 1.33 1.44 SMV
O0ATP1B in vivo DDI
OATP1B
SFV R 1.25
ASV DCV DDI



SMV
AuC

in vivo
ATV rosuvastatin (RSV)
2-3

SMV  OATP1B R
ASV OATP1B

R 1.25

RSV AUC 1.4

OATP1B R
in vivo DDI SMV

ASV in vivo DDI
OATP1B
vivo DDI
CsA
O0ATP1B
OATP1B
0ATP1B
OATP1B

I1Cs,

SMV ASV
in vivo OATP1B

ATV RSV 0ATP1B1

CYP3A4
resistance protein

breast cancer

SMV ASV iIn
vivo DDI

OATP1B R

in vivo DDI
OATP1B

OATP1B

DAA
OATP1B
SMv ASV
OATP1B3
ASY

SMV
OATP1B3

SMV  ASV
OATP1B
OATP1B
DAA OATP1B1

O0ATP1B1

0ATP1B1

rifampicin 0ATP1B1
OATP1B1
saquinavir (SQV) ritonavir
OATP1B1
OATP1B
CsA
18 CsA
OATP1B
CsA ( )
SMV ASV
OATP1B
CsA SQV OATP1B1
CsA
OATP1B
SQV
OATP1B1
SMV
ASV
OATP1B
DAA OATP1B
SMV ASV
OATP1B
SMWV invivo OATP1B
DDI
ASV SMv
OATP1B in vivo DDI
DCV SFV
SMv ASvV C
OATP1B
OATP1B
DAA OATP1B
in vivo DDI



Furihata T, Kishida S, Sugiura H, Kamiichi A,
likura M, Chiba K. Functional analysis of
purine nucleoside phosphorylase as a key enzyme
in ribavirin metabolism. Drug Metab
Pharmacokinet. 2014;29:211-214.

Furihata, Matsumoto S, Fu Z, Tsubota A, SunY,
Matsumoto S, Kobayashi K, Chiba K. Different
interaction profiles of direct acting
anti-hepatitis C virus agents with human
organic anion transporting polypeptides, in
revision.

2.
134
2014 3
; C
Organic anion transporting polypeptide 1Bl
134
2014 3
1.



C mRNA

C equilibrative nucleoside transporter 1 ENT1
ENT1 mRNA
ENT1cl d3 mRNA mRNA
ENT1 mRNA
MRNA

equilibrative nucleoside transporter 1 ENT1

ENT1
ENT1
ENT1
ENT1 mRNA
HH187 225
229 268 278 283 291 314 KAC

50 hep50

Celsis Baltimore, MD

HepG2 Huh7

ENT1
FLC7
MRNA
total RNA
cDNA cDNA
SYBR green real-time PCR
ENT1 mRNA
MRNA ENTlal bl-4 cl1-3

di-4 ENT1
mMRNA

glyceraldehyde-3-phosphate
(GAPDH) mRNA

dehydrogenase

Reverse transcriptase-PCR RT-PCR

RT-PCR ENT1c1-3 ENT1d1-4 mRNA
2
CDNA

ENT1cl-3 ENT1d1/3 d2/4
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RNA ligase-mediated 5 -rapid amplification of
cDNA ends (RLM-5" -RACE)

RLM-5" -RACE GeneRacer RLM-RACE Kit (Life
Technologies, Carlsbad, CA)
HepG2
total RNA RLM-5" -RACE
CcDNA RT-PCR
PCR

ChIP-IT® Express
Magnetic Chromatin Immunoprecipitation Kit &
Sonication Shearing Kit (ACTIVE MOTIF, Carlsbad,
CA HepG2 FLC7

1gG (Santa Cruz
Biotechnology, Santa Cruz, CA) H3

ChlP Abcam, Cambridge, UK
H3 9 Millipore,
Billerica, MA
DNA
input
3
DNA real-time PCR
DNA input
H3 DNA
H3K9 DNA H3K9ac/H3
ENT1
reporter vector pGL4.70 vector Promega,
Madison, Wi HepG2 FLC7 Huh7
24
Firefly luciferase pGL4.70
vector renilla luciferase

ENT1 mRNA
HepG2 FLC7 Huh7
hep50 CDNA mRNA
ENT1lal, bl-4, c1-3 di-4
real—time PCR
ENT1c 1d mRNA
lal 1b mRNA
ENT1c 1d mRNA
7
real-time PCR
ENT1c 1d mRNA
1c mRNA
3.1 1d mRNA 9.2
ENT1lal 1b mRNA
P1 P2 P3
HepG2
FLC7 Huh7
HepG2
ENT1c 1d mRNA P2
P3 empty
pGL4 .17
P1
FLC7 Huh7
ENT1
H3K9
H3K9 H3K9ac
HepG2
FLC7
H3K9
HepG2 P2 P3
H3K9ac ENT1 3
3
P1
H3K9ac
FLC7

-11 -



ENT1c

1d mRNA

ENT1c ENT1d mRNA hemoglobin
mMRNA ENT1c1-3 ENT1d1-4 y A
MRNA
RLM-5" -RACE HepG2
ENT1c1/2 mRNA ENT1 P1 P2/P3
€3 mRNA
RT-PCR cl mRNA c2 mRNA P2 P3 CpG
ENT1d mRNA
d3/4 mRNA ENT1c 1d mRNA
ENT1d3 d4 mRNA
RT-PCR P2 P3
ENT1d3 mRNA
ENT1 mRNA
P2 P3
ENT1
MRNA cl d3 mRNA ENT1 rs760370
ENT1 rs6932345
MRNA ENT1 mRNA 0.6
ENT1 ENT1cl / 1d3 mRNA
ENT1al mRNA P1
ENT1 1cl mRNA 5 -
cDNA
ENT1al mRNA ENT1cl mRNA
P1
P1
P2 P3 ENT1cl d3
H3K9
P1 ENT1
P2 P3 P1/ENT1al mRNA
ENT1
P2 P3 TATA
CpG P2 P3
normalized CpG 0.83, 0.57 ENT1cl
ENT1d3 mRNA
P1 ENT1
TATA-box CpG mRNA
normalized CpG 0.18 P2/ENT1cl mRNA P3/ENT1d3
MRNA
P2 P3 ENT1cl d3 mRNA
P1

-12 -



ENT1

Furihata T, Mizuguchi M, Suzuki Y, Matsumoto S,
Kobayashi K, Chiba K. Identification of primary
equilibrative nucleoside transporter 1 mRNA
isoforms resulting from alternative promoter
usage in human hepatocytes. Drug Metab
Pharmacokinet. 2014, in press.

Chiba K. Perspective of humanized mouse models
for assessing PK/PD and toxic profile of drug
candidates in preclinical study. Drug Metab
Pharmacokinet. 2014;29:1-2.

ENT1 MRNA
2013 6

. Identification of the primary
human equilibrative nucleoside transporter 1
mRNA isoforms resulting from its alternative
promoter usage in the liver 10" International
ISSX meeting 2013 10

ENT1 mRNA 57
2013 10
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C
24 48
24 IL28B eRVR
48 SVR 24
SVR
48 24
IL28B 48
IL28B 24
IL28B eRVR

direct-acting antiviral agents (DAAS)

DAA
1b (424
B C HCV RNA (5)18-75
(6) 35 kg Q)
(8)HBs HIV
€) (10)
(11)
C (12) 12 g/dL
2000/p L 1500/p L
8.0><10p L (13)
14)
103
a
C HCV 1b
2011 12 2013 3
(1-14) 103
(null and partial responders)
¢ @ T
HCV RNA (€)) HCV 500 750 mg
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12 750 1125 mg
a -2b PEG-Intron, MSD
P 1.5 p g/kg/week
MSD R
600 800 1000 mg/day
13 g/dL
200 mg/day
46 31
12 12
PR T12PR24 15
12 36 PR
T12PR48
57 50 T12PR24
7 T12PR48
HCV RNA 3
log,, 1U/mL 12
HCV RNA 12
HCVRNA 2 log,, 1U/mL

Sustained virological response (SVR
24 HCV RNA )

HCV RNA
Relapse
HCV RNA

Viral breakthrough VBT
HCV RNA

12 HCV RNA
extended rapid virological response (eRVR)

HCV RNA
HCV RNA COBAS AmpliPrep/ COBAS
Tagman HCV Test Roche Diagnostics, Basel,
Switzerland HCV RNA
1.2-7.8 log,, 1U/mL
HCV

NS5B

70

NS5A 40
(aa2209-2248) HCV-J

0-1

DNA MagNa Pure LC and a
DNA Isolation Kit Roche Diagnostics
28B 1L28B
rs8099917 T
TG GG TagMan SNP Genotyping Assays
7500 Fast Real-Time PCR System
Applied Biosystems, Foster City, CA

Mann-Whitney

U-test Yates
correction Fischer’ sexact test X ?
SVR
95
P 0.05
0.15
SPSS(ver.17.0, IBM-SPSS,Chicago,
IL)
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58 56.3 SVR 23
22.3 Relapse 16 15.5
VBT 6 5.8
T12PR24
50 35 70 SVR 12
24.0 Relapse 3 6.0
VBT T12PR48 7
6 85.7 SVR 1 VBT
T12PR48
SVR P=0.68
T12PR24
31 7 22.6 SVR
7 22.6 Relapse 11  35.5
VBT 6 19.4
T12PR48 15
10 66.7 SVR 4 Relapse
1 6.7 VBT
T12PR48 SVR
P=0.0037
SVR
P=0.0004
SVR
SVR
P=0.0005 IL28
TT P=0.0015 70
P=0.0118 eRVR P=0.0002
P=0.0418 P
0.0132  AST P=0.0126 SVR
P=0.112 T12PR48 P=0.0858
P=0.0813 peginterferon
a 2b P=0.1237
P 0.1411 ALT P=0.1418 %
GTP P=0.0954 HCV RNA

P=0.0803 SVR

IL28 TT P=0.0005 OR=
10.38 95 Cl = 2.78-38.84 eRVR
P=0.0008 OR=7.02 95 CI=2.25-21.97
T12PRA48 P=0.0016 OR=9.31 95 CI=
2.32-37.38 P=0.0022
OR=5.89 95 Cl=1.89-13.31 SVR

SVR 1L28B

T12PR24 IL28B
TT
TT SVR
89.5 vs.58.1% P=0.0262
T12PRA48 1L28B
P=1.0
TT T12PR48
T12PR24
IL28B
T12PR24
TT TT
SVR 55.6 vs.
9.1% P=0.0118 T12PR48
IL28B
P=1.0
TT T12PR48
T12PR24
66.7 vs.9.1% P=0.0009
IL28 TT
SVR IL28
TT
T12PR48
SVR eRVR IL28B
T12PR24 IL28B
TT eRVR SVR
92.9 eRVR SVR
80.0% SVR eRVR
P=0.4678
T12PR24 IL28B
TT eRVR
SVR
66.7% vs. 28.6% P=0.0994
T12PR48 IL28B
TT eRVR SVR
P=1.0 TT
eRVR SVR
T12PR24
IL28B TT
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eRVR
SVR
100% vs. 33.3% P=0.1667
T12PR24
TT 25% vs. 0%
P=0.1212
T12PR48
1L28B TT eRVR
66.7 SVR TT
eRVR
SVR
P=0.5475
PR
T12PR24 70.0
22.6
T12PR24 27-46
T12PR48
SVR
T12PR48
PR 1L28B
rs8099917 rs12979860
T12PR24
T12PR48
T12PR24
rs8099917
T12PR48
1L28B
1L28B
1L28B

eRVR
T12PR48
eRVR
IL28B
T12PR48
eRVR
T12PR24
1L28B
HCV
56
PR
T12PR48
1L28B
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eRVR T12PR24

IL28B

eRVR

IL28B

IL28B
T12PR24

IL28B
SVR

eRVR

HCV

12
68

PR48

HCV

1b
SVR



T12PRA48

Tsubota A, Mogushi K, Aizaki H, Miyaguchi K,
Nagatsuma K, Matsudaira H, Kushida T, Furihata
T, Tanaka H, Matsuura T. Involvement of MAP3K8
and miR-17-5p in Poor Virologic Response to
Interferon-Based Combination Therapy for
Chronic Hepatitis C. PLoS One. 2014; 9:e97078.

Shimada N*, Tsubota A*, Atsukawa M, Abe H, lde
T, Takaguchi K, Chuganji Y, Toyoda H, Yoshizawa
K, Ika M, Sato Y, Kato K, Kumada T, Sakamoto C,
Aizawa Y, Sata M. (*equally contributed) A
48-week telaprevir-based triple combination
therapy improves sustained virological
response rate in previous non-responders to
peginterferon and ribavirin with genotype 1b
chronic hepatitis C: A multicenter study.
Hepatol Res. 2014, in press.

Atsukawa M*, Tsubota A*, Shimada N, Kondo C,
I'tokawa N, Nakagawa A, Fukuda T, Matsushita Y,
Narahara Y, Osada Y, Yamaguchi H, Nakatsuka K,
Iwakiri K, Kawamoto C, Sakamoto C. (*equally
contributed) Effect of fluvastatin on 24-week
telaprevir-based combination therapy for
hepatitis C virus genotype 1lb-infected chronic
hepatitis C. Eur J Gastroenterol Hepatol. 2014,
in press.

Atsukawa M*, Tsubota A*, Shimada N, Kondo C,
Itokawa N, Nakagawa A, Hashimoto S, Fukuda T,
Matsushita Y, Narahara Y, Iwakiri K, Nakatsuka
K, Kawamoto C, Sakamoto C. (*equally
contributed) Serum 25-hydroxy- vitamin D3
levels affect  treatment  outcome in
pegylated-interferon/ ribavirin combination
therapy for compensated cirrhotic patients

with HCV genotype 1b and high viral load.

Hepatol Res. 2014, in press.

Atsukawa M*, Tsubota A*, Shimada N, Kondo C,
Itokawa N, Nakagawa A, Hashimoto S, Fukuda T,
Matsushita Y, Kidokoro H, Narahara Y, Nakatsuka
K, lwakiri K, Kawamoto C, Sakamoto C. (*equally
contributed) Efficacy of alfacalcidol on
PEG-IFN/ribavirin combination therapy for
elderly patients with chronic hepatitis C: a
pilot study. Hepat Mon. 2013;13:e14872.

Tsubota A*, Furihata T, Matsumoto Y, Chiba K.
Sustained and rapid virological responses in
hepatitis C clinical trials. Clinical
Investigation. 2013;3:1083-93.

Shimada N, Toyoda H, Tsubota A, Ide T, Takaguchi
K, Kato K, Kondoh M, Matsuyama K, Kumada T, Sata
M. Baseline factors and very early viral
response (week 1) for predicting sustained
virological response 1in telaprevir-based
triple combination therapy for Japanese
genotype 1b chronic hepatitis C patients: a
multicenter study. J Gastroenterol. 2013.

Shimada N*, Tsubota A*, Atsukawa M, Abe H, lka
M, Kato K, Sato Y, Kondo C, Sakamoto C, Tanaka

Y, Alzawa Y. (*equally  contributed)
o -Fetoprotein 1is a surrogate marker for
predicting treatment failure in

telaprevir-based triple combination therapy
for genotype 1b chronic hepatitis C Japanese
patients with the IL28B minor genotype. J Med
Virol. 2014;86:461-72.

Tsubota A*, Shimada N, Atsukawa M, Abe H, Kato
K, lka M, Matsudaira H, Nagatsuma K, Matsuura
T, Aizawa Y. Impact of IL28B polymorphisms on
24-week telaprevir-based combination therapy
for Asian chronic hepatitis C patients with
hepatitis C virus genotype 1b. J Gastroenterol
Hepatol. 2014;29:144-50.

Aizawa Y, Shimada N, Abe H, Seki N, Aida VY,
Ishiguro H, lka M, Kato K, Tsubota A. Serum
lipoprotein profiles and response to pegylated
interferon plus ribavirin combination therapy
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