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Table 3 Factors associated with NVR by logistic regression model ’ %
Factors Odds ratio 95% ClI Pvalue ’ o
& B
rs8099917 (G allele) @ 16.71-83.85 <0.0001 P& |
Age 1.02 0.98-1.07 0.292 I)Q[0
Gender (Female) 3.32 1.49-7.39 0.003
Re-treatment?® 1.12 0.55-2.33 0.750 @ F $®m§?‘}ﬁ
Platelet count 0.93 0.87-1.01 0.080 -
Aminotransferase level 1.00 0.99-1.00 0.735 i< HSGA_
Fibrosis stageZ® 1.10 0.73-1.66 0.658 N0
HCV-RNA level 1:07 0.99-1.02 0.139

@Re-treatment, non-response to previous treatment with interferon-o (plus RBV). °
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IL28T/T PEG IFN+RBV SVR vs. noASVR

HCV (N=59)

sliding window analysis

HE - i = e e e
1

IRRDR
preV3 V3

window width

100
amino acid number 2209 2248 2274 2334 2356 2379
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400mg
RBV

200mg

TVR 1500mg
PEG-l FNU20b ¢ g - +
mPSL IVIG
Grade2 1000mg/Day PE 10g/Day
90mg
2ons
|
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SMV TMCA435

2
HCV NS3/4A

1 C
I
1 1 1 50mg 100mg

1
1-5
. . N\
In vitro profile
. EC5p = 9.4nM
HCV 1b

. Ki=1.4nM

% HCV 1b ) 1Hayashi et al Poster P-41 presented at JDDW 2011

2 Reesink HW et al Gastroenterology 2010;138:913-921
3Moreno C et al J Hepatology 2012;56:1247-53

4Fried MW et al Oral presentation at AASLD 2011
5Zeuzem S et al Poster LB-2998 presented at EASL 2011
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PEG IFN+RBV+SMV

PEG IFNU 2a
PEG IFN+RBV+SMV12

=) PEG IFN+RBV12
ﬁ‘/f\nw, 24
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PEG IFN+RBV+SMV

PEG IFNU 2b
PEG IFN+RBV+SMV12

PEG IFN+RBV12
24

1 PEG IFN+RBV 24

¢¢¢ ¢¢¢ i'ﬁﬁ “ﬁﬁ ﬁ#ﬁ *#ﬁ ﬁ#ﬁ
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PEG IFN+RBV+

/

61/F P+R+TPR
64/F P NR
61/F P+R NR
59/M HLBI
65/M P+R PR
64/F

IEN IL28B ISDR IRRDR
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Fibro HCV
20 TPAF oo RNA 1D 2D 1W 2W 4w
R C/C 4 <1.2 ) () )

Q C/IC 3126 433.429<1.2<1.2
R C/C 3 6.94.03.2 20 <1.2
R C/C 113.8 6.53.72.8<1.2

R A/C 211.8 7.04.129<1.2

R C/C 113.6 6.5

®
2014/3/7 \



IRES

.El E2

C

v
R_ A

(Uh

e,

[ 2 . 2
NS3 4
NS2 3 NS5 RNA
RNA
NS5
PEG rIL29 Telaprevir Daclatasvi(BMS 790052)
Omega interferon Boceprevir Sofosbuvir GS7977 Ledipasvir GS- 5885

Vaniprevir MK7009 IDX184 ABT- 267
Simeprevir TMC435 RO5024048 GSK2236805
FaldaprevirB1201335 INX- 08189 BMS 824393
AsunaprevirBMS 650032 PSI 352938
Danaprevir(RO5190591)
GS9451 Alisporvir/Devio- 025
BMS 791325 GS9190(Togobuvir) SCY-635
MK5172 PF 868554 NM811
GS9256 ABT-072
ACHO0141625 ABT-333
VBY376 ANA598 Silymarin
ABT-450 VCH222/V X222 Celgosvir
RG7227Danaprevir B1207127

VCH 759

VCH 916

RG7128(Mericitabine)




IRES

E2 NS2 NS3

NS2 3

PEG rIL29
Omega interferon

Telaprevir

Boceprevir

Vaniprevir MKY009
Simeprevir FMC435
EEEERS. i B1201335
AsunaprevirBMS 650032
Danaprevir(RO5190591)
GS9451

BMS 791325

MKS172
GS9256

ACH0141625 ]
VBY376 /’
ABT- 450

| —

RG7227Danaprevir

- DAA

m-

4A

| & A
Y

(Uh

e,

NS3 4
S5 RNA
| RNA

NS5

Daclatasvi(BMS 790052)
Sofosbuvir GS7977 Ledipasvir GS 5885
IDX184 ABT-267
RO5024048 GSK2236805
INX- 08189 BMS 824393
PSI 352938

- GS9190(Togobuvir)
PF 868554

Alisporvir/Devic 025
SCY-635
NM811

—— ABT-072

— ABT-333
ANAS598
VCH222/VX222

Silymarin
Celgosvir

‘BI207127
VCH 759

VCH 916
RG7128(Mericitabine)




C

PEG IFN + RBV + SMV(

Asunapreir NS3)+ Daclatasvir NS5A)

PEG IFN+RBV +Vaniprevir

PEG IFN+RBV +Faldaprevir|

Genotypel

Genotype?2

Sofosbuvir(+RBV)

ABT450(+ritonavirp ABT267

Sofosbuvir+ Ledipasvir(+RBV)

Faldaprevir+ + RBV

Faldaprevir+ + RBV

ABT450(+ritonavirk ABT267+ RBV

PEG IFN + RBV +Telaprevi(
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Masuzaki R, Omata M, et al.

an 25 35%
- — Hepatology 2009; 49: 1954-1961
08| 20-25 25% N
0.7 4 ~<
- 15-20 20% P <0.001
] - 0
05-|10-15 15% SN 526 kP
0.4 _ 10 O 4(y \ ..................
A700 T T 20< LSM <25 kP
0.3 - | e \ . <25 kPa
. N}
0.2 4 P —~ s 15< LSM <20 kPa
ed == ~— 10< LSM <15 kPa
0.1 - e L S - St
= s gom S~ LSM <10 kPa
0.0 bt gmm— \
| I | |
0 1 2 3
No. at risk (
<10 kPa 511 501 476 427
10.1-15 kPa 142 130 111 94
15.1-20kPa 79 76 63 51
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>25 kPa 87 75 54 41
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HCV RNA, log,, IU/mL

DAA

Dual Therapy With the Nonstructural Protein 5A
Inhibitor, Daclatasvir, and the Nonstructural Protein 3
Protease Inhibitor, Asunaprevir, in Hepatitis C Virus

Genotype 1b-Infected Null Responders

Kazuaki Chayama,' Shoichi Takahashi," Joji Toyota,” Yoshiyasu Karino,” Kenji Ikeda,® Hiroki Ishikawa,

Hideaki Watanabe,” Fiona McPhee,’ Eric Hughes,® and Hiromitsu Kumada®

8
7
6
5 ~
4 - End of
Treatment
3 .. ' Discontinued
8. "% troatment
2 -
LQ = 15 1U/mL
12 Below LLQ, Detectable
Undetectable

0 T T T T T T T T \\_T"\\—r—\H—\H

0 1 2 3 4 5 6 7 8 12 24 36 48

Weeks SVR,,SVR,,

Fig. 2. HCV RNA levels: individual patients. Individual patient

plasma HCV RNA levels during 24 weeks of treatment and through 24
weeks post-treatment (week 48) are shown. LLQ = 15 IU/mL.
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Genotype 1b IFN free SVR
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ABT-450r/-267-333/RBV: Kowdley et al . AASLD 2012

GS7977(SOF)/DCV: Sulkowski et al. AASLD 2012

GS/977(SOF)/RBV: Gane et al, AASLD 2012

Najve

BI201335/B1207127: Zeuzem et al . EASL 2012&AASLD 2012



Daclatasvir + asunaprevir

| Follow-up >

n=21

DAA

BMS 650032 NSS5A

BMS 790052)

| IFN

/ ]

Daclatasvir + asunaprevir

n=22

| Follow-up>
4

6 SVR,, = 90.5% SVR,, = 63.6%
—E_ ///
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g 4 P
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Weeks

Fig. 3. HCV RNA levels, individual patients. Serum HCV RNA levels over time are shown for each patient. (A) Null responders; (B) ineligible/intolerant patients. EOT, end of
treatment; SVR,,, sustained virologic response 24 weeks post-treatment; LLOQ, lower limit of quantitation = 15 IU/ml.

Suzuki Y et al., JHepatol2013: 58; 65-5662.
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DAA

2 BMS 650032 NS5A BMS 790052)
Table 3. Resistance-associated polymorphisms in patients with virologic
failure.

Patient NS5A NS3
L31 Q54 P58 Y93 Q80 D168
= 1 Baseline L/M Y/H
3 Post-VBT M A H A
£ 2 Baseline Y <
g Post-VBT M Y H V
T 3 Baseline Y @
= Post-VBT M Y H V
o, 4 Baseline P/s CYH D
& Post-relanse M H A
L
NS5A Y93H) M L ___H D
Y93H 10%
50% v H v
Y e <
o Post-relapse V/M H V

Suzuki Y et al., JHepatol2013: 58; 655682
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NS5A

DAA
Suzuki.F -
Our study i Europian
. J.Clin Virol
(Deep sequencing) (2012) HCV database
n ( 110 294 1796
L31M 8 (2.7 68 (3.8
L31V 13 11.8 0 38 2.1
Y93H/N 34 309 * 24 8.2 149 8.3
YO3H/L31IM 4 3.6 1 0.3
Total 43 39.1 33 11.2 255 14.2

* 50 8/110 (7.3%)
P-33
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