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1-1 C
1-2 C
1-3 C
1-4 C
1-5 SVR
IFN
2-1 IFN
2-1-1 IFN
2-1-2 PEG IFN
2-1-3 IFN
2-1-4 IFN
2-1-5
2-1-6 PegIFN -2a PeglIFN -2b
2-1-7 IFN
2-1-8 IFN
2-1-9 IFN
2-2
2-2-1
2-2-2
Direct Acting Antivirals (DAAS)
3-1
3-1-1
3-1-1-1
3-1-1-2
3-1-2
3-1-3
3-1-4
3-2
3-2-1
3-2-1-1
3-2-1-2
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3-2-1-3
3-2-2
3-2-3
3-2-4
3-3
331
3-3-2
333
3331
3332
3333
3334
3335

4-1
4-1-1
4-1-2
4-2-1
4-2-2

4-2-2-1

CIFN (+

4-2-2-2.
4-2-2-3.

4-2
4-2-1

4-2-1-1.
4-2-1-2.
4-2-1-3.

4-2-2

4-2-2-1.
4-2-2-2.
4-2-2-3.

4-3 ALT

5-1

25
26
26
27
28
28
28
29
29
29
32
33
35
37
37
37
39
40
41
42
42
42
46
46
46
46
47
47
47
47
47
48
49
49



5-1-1 PegIFN+
5-1-2 /
5-1-3 1
5-1-4 1

5-2

5-3

6-1 UDCA

6-2 SNMC
6-3

COl

49
51
52
54
54
54
55
55
55
56
56

58
73
74
78
79
80



C Hepatitis C virus; HCV 1989 Choo

A B
HCV
7000 150 200
HCV
1-1 C
C HCV
HCV

sustained virological response; SVR

= TM_" 7-14)g
HCV IFN
IFN
Recommendation
., C HCV
HCV
., IFN HCV RNA
. IFN DAA HCV
HCV

1-2 C

1

90%
HCV 1
HCV
30% 70% HCV
0.2%
2)
interferon; IFN HCV RNA
3)
41 IFN HCV-RNA
HCV
3.3 8.0 0.9% 4.2%
IFN DAAs direct acting antivirak
DAAs HCV

IFN



IFN

IFN

HCV 1

HCV

11

SVR
7 IFN

NS5ANS5B

(direct anti viral agents)

1-3 C
HCV

1986

Hoofnagle

pegylated interferon; PegFN

(sustained virological response; SVR)

+PegIFN +

2011 11
SVR
90%
DAA
Peg IFN+
26-29)
ALT
ALT
ALT 30 U/

IFN
1991 1992 C
IFN
SVR 40 50%
+Peg IFN+
70%
16-20) 201
21-23) 1
3
21 2014
NS5A
IFN IFN
80 90% 24) 2
) IFN
DAAs
3
(ALT 30U/ )
15 / 1 ) C
ALT 30 U/l 15 / |
5 / |
C



4-6)

Recommendation

ALT (ALT30 Ul ) ( 15 / |
ALT 30 U/ 15 / |
ALT 30 U/l
15 / |
1-4 C
C C
C
55 60 65
65
2 66
F2 15 / | F3
12 /|
( )
Y%
o 3 SR RS SEY BT

%o 19 v L—#Ne o

ALT (30Ul ) SNMC UDCA
Peg IFN (IFN)
ALT 30U/
ALT Peg IFN (IFN)

ALT @oun ) AFP (10ng/ml )

30, 31)



Recommendation

C C
( )
Peg IFN (IFN)
, Peg IFN (IFN) 6 ALT @@oun )
AFP (20 ng/ml )

1-5 SVR

SVR 24 HCV RNA IFN

SVR HCV RNA IFN+ SVR

56 1 8.3 99% 100% 32
%) 2000 HCV RNA 96% 98%
34-38) IFN
HCV RNA SVR
IFN SVR HCV RNA C
5-7,11,39) SVR
SVR 7-14)
3.3 8.0 0.9% 4.2%
SVR
10 10
IFN SVR
SVR 5 10
IFN DAAs SVR IFN



SVR

DAA HCV
Recommendation
, |IFN SVR
IFN DAAs
IFN
2-1 IFN
C
(polyethylene glycol; PEG) IFN
IFN
PegIFN -2b
2-1-1 IFN
PEG IFN
40) C
PEG IFN IFN
2
2-1-2 PEG IFN
PEG
IFN  PEG
IFN
PegIFN -2a
PegIFN -2b
168
IFN PEG
Peg IFN

SVR

IFN

IFN

PEG

2
IFN

-2a

IFN

PEG

IFN

-2b

80

IFN

Peg IFN
12kD

Cmax

PEG

-2b

SVR
PEG PEG
PeglIFN -2a
24
3
IFN
41-43)
IFN -2a 40kD PEG
PEG
72 96 15 44
44)
IFN -2a 7%



PegIFN -2b PEG IFN -2b 28%

IFN
PeglIFN -2a Peg IFN
2 PEG IFN C
PegIFN -2a 180 g/ PeglIFN -2b
1.5 g/kg/
1C Peg IFN -2a PegIFN -2b 45, 46)

(kg) PegIFN -2a ¢ PegIFN -2b g Ribavirin (mg)

35 45 60 600
46 60 80 600
61 75 100 800
_ 180
76 80 120 800
81 90 120 1000
91 120 150 1000
2-1-3 IFN
IFN PEG
3 IFN IFN
IFN IFN
IFN  + HCV 1b
PegIFN +
4) IFN
IFN +
48:50) IFN IFN IFN
PegIFN + 15% IFN
D IFN IFN
PegIFN + IFN
IFN 1 2 HCV
1 1 2 peglFN + IFN 2

53)

-2b

40

IFN



2-1-4 |IFN
IFN

JAK1
STAT1
IFN

2-1-5
IFN

10%

CT

PEG IFN

62)

Recommendation
IFN

5

IFN  PEG

IFN

54 56)

IFN
IFN
IFN
2
(IFN stimulated genes; ISGS)

1000/mn?
59 61)
IFN
IFN
PEG
PEG IFN -2a

IFN

IFN IFN
ISG
60% 95%
60%
57)
5%
58)
2
KL-6
PegIFN -2a
IFN -2a



. IFN IFN
2-1-6 PeglFN -2a PeglIFN -2b
Peg IFN+ PegIFN -2a PegIFN -2b 2
PEG 2
McHutchison &) 118 1
IFN 3070 RCT SVR PegIFN -2a 180 g
40.9%PegIFN -2b1.5 g/kg 39.8%
1 4 IFN 441 320
RCT
SVR PegIFN -2a PeglIFN -2b 64,69)
12 RCT systematic review 66)
8 RCT overall SWR
PegIFN -2a 47%PegIFN -2b 41% PegIFN -2a
1.11 95% 1.04-1.19 p=0.004
RCT HCV PegIFN -2b heterogeneity
RCT
RCT
PegIFN -2a PegIFN -2b
2-1-7 IFN
IFN Ikeda IFN
C
10 (n=452) 12.0% SVR  ALT IFN (n
=1,076) 15.0% SVR (n=676) 1.5%
SVR ALT n = 298 10
2.0% % Imai 3 Kasahara © IFN
ALT Yoshida 2,890
IFN SVR ALT 2



g IFN -0.28/
-0.02/
Okanoue
IFN 1) Nishiguchi C
IFN HCV ALT

67)

Di Bisceglie Hepatitis C Antiviral Long term Treatment against Cirrhosis

Trial (HALT-C ) PeglIFN + Peg IFN
68)
PegIFN + C
1050 PegIFN -2a90 ¢
35
3.8
157 Peg IFN 34.1%
33.8% HR 1.01 95% 0.81-1.27 ®
4.6 6.7 48
4.8% Peg IFN 5 5.4%
5.0% p=0.78% PegIFN +
Peg IFN
PeglIFN -2b
70)
HALT-C Lok ™
6.1 8.7 88 8.4%
7 Peg IFN 7.2% 9.6%
HR 0.77 95% 0.51-1.18 p=0.24
7 Peg IFN 7.8%
24.2% Peg IFN
HR 0.45 95% 0.24-0.83 p = 0.01
7 Peg IFN 8.3% 6.8% PegIFN
HR 1.44 95% 0.77-2.69 p=0.26 "V
HALT-C PegIFN -2a
59 PegIFN -2a
IFN 59
PegIFN -2a p = 0.0187



0.167 ) PeglIFN -2a F3-4
p = 0.0036 0.0847 HCV RNA 24
ALT 40 1U/l AFP 10 ng/ml
3 pegIFN -2a ALT AFP
72,79)
HALT-C IFN
Peg IFN 4
IFN ALT
HALT-C
52 C
C
Asahina 8 C
HALT-C
HALT-C
™ Peg IFN
IFN
IFN IFN
ALT AFP
2-1-8 IFN
C
8 SVR
SVR 8
ALT
IFN
IFN Arase 60 C
120 IFN 3MU 3 2.47
240 IFN 10 IFN 17.3% IFN
32.8% 0.3 %0) IFN AFP
AFP 10 ng/mi Nomura 60 HCV

10



44

Recommendation
IFN
HCV

HCV

5

2-1-9 IFN
IFN

IFN48

Sakaguchi Kudo

PegIFN -2a
0.21

Recommendation

IFN

2-2 ribavirin

RNA

PEG
Peg IFN+
RNA

86,87)

IFN

IFN 3MU
IFN

75)

ALT AFP

Shiratori

77, 78)

80)

3

GTP

ALT

82-84) IEN
ALT

Peg IFN

Peg IFN

Peg IFN

-2a

-2b

IFN
127

85)

Peg

IFN

3
IFN
IFN
76)
IFN
IFN -2b
IFN
IFN
79)
RNA DNA
Thl
81) C
HCV RNA
IFN -2b
IFN -2b
HCV
IFN -2b IFN

11



C
60 kg
1
2-2-1
PegIFN
48 SVR
59%57/96) 91, 92)
24
2-2-2
1 2
12/ |
Hb 13 g/dI
2 Hb 2 g/dl
200 mg
8.5g/dl
19.2% o
Peg IFN+

SNPs (rs7270101rs1127354)

(rs1127354) CC
Hb

Hb 14 g/dl
600 mg 61 80kg 800 mg 80 kg 1,000 mg 88.89)
2 3 90, 91)

1b (>100 KIU/ml) PegIFN -2b+

48%(121/254) PegIFN -2a+ 48 SVR
1b PegIFN -2b+
89% (40/45) SVR %)
1 2
4 8
50 ml/min
PegIFN -2b+
20% 8 11%
Hb 14 g/dl 2,000/ |
65
80% PegIFN
8) Hb
Hb 10 g/dl 200 mg 1,000 mg 400 mg
88.89) Peg IFN
SVR 62.5% PegIFN
SVR 45.7 53.3% SVR
SVR Hb
20 inosinetriphosphatase (ITPA)
%9 |ITPA
(major homo) CA+AA

CC

97)

12



CC Hb

Recommendation
Peg IFN+ Peg IFN
RNA

SVR Hb

5

Peg IFN+
SNPs(rs7270101rs1127354)

Direct Acting Antivirals (DAAS)

31 telaprevir
- ketoamide
%) HCV
NS3 4A
%) 1 HCV
1 (5.0 LoglU/ml ) C
2011 9
3-1-1
3-1-1-1
+PeglIFN -2b+ 3
3 12 PegIFN -2b+
IFN 3 24
73  92/126 Peg IFN

HCV
inosinetriphosphatase (ITPA)
HCV
Peg IFN
24 12
2

65 SVR
-2b+ 2 48 49%;

13



31/63 11 17% (21/126 ) breakthrough 3%

(4/126 ) 1% (1/126 ) SVR
50 50 SVR 85% vs. 67%, P=0.034
1 +Peg IFN - 2b+ 3
18)
B TVR+Peg-IFN a-2b+RBV Peg-IFN a-2b +RBV
100
P=0.002
90 |
80 -
73
— 70 1
;°>O'
L 60
o
3
c
o
a
(%]
&
P<0.0001
21
3 2 1
— i
SVR Relapse Breakthrough  Non-response
3 SVR 84% (66/79 )
60% (12/20 ) 3 52% (14/27 )
60 SVR 79% (85/108 ) 60%
SVR 39 (7/18 ) PeglIFN -2b 80 SVR 84%
(68/81 ) 80% SVR 60
80 SVR 93%(13/14 ) SVR
20% 53% (8/15 )
RVR SVR 75% (81/108 ) 61% (11/18 )
eRVR SVR 80% (70/88 ) 589%422/38 )

14



+Peg IFN - 2b+ 3 RVR eRVR
SVR 16.18)
RVR eRVR
75% (81/108) 61% (11/18) 80% (70/88) 58% (22/38)
92% (90/98) 55% (6/11) 96% (84/88) 57% (12/21)
39% (9/23) 22% (2/9) 47% (9/19) 15% (2/13)
1500mg/
2250m¢  2250mg |/
SVR
3-1-1-2
3 24
SVR 88% (96/109 ) 34 (11/32 ) 10
SVR
40 91 (93/102 ) SVR 40
43  3/7 80
40 10/25 SVR 60-80 17 (1/6 ) PegIFN -2b
40 SVR 80%
80% SVR (48%; 11/23 )
20 SVR 85% 40-80
33-38 SVR

15



2 +Peg IFN

16)

100

9 88

70 -

60

Response rate (%)

SVR
(6/11 )
eRVR
) eRVR
SVR
2250mg/ +PeglIFN -2b+

100)

83.9%76.6%

Recommendation
IFN
SVR

5

73

-2b+ 3
BB RG]

P~ =

RIE

R0

1H -

Relapse

SVR
RVR

SVR  eRVR

47% (9/19 )

Breakthrough

RVR
39% (9/23 )
96% (84/88 )

2250mg/

SVR

+Peg IFN
PegIFN

60

60

-2b+
-2b+

92% (90/98 )

Non-reponse

55%
22% (2/9 )
57% (12/21

15% (2/13 ) 2
2250mg /
60 2
60 SVR
IL28B RVR
3 24
2 48 49%

16



IFN +PeglIFN -2b+ 3 24

SVR 88% 34
3-1-2
+PegIFN+ 3 Peg IFN+ 2
85% (226/267 ) 2
56 (150/267 ) 28 77%(205/267 )
100 504(19/355 ) 50%
7% (SJS) (DIHS)
1.5% (4/267 )
Peg IFN+ 2 ITPA SNP
rs1127354 Hb 95. 96, 102) 3
2
Grade 1 Hb 9.5 11.0 g/dl +Peg IFN+ 3 Peg IFN+
2 39.7%50.8% Grade2Hb 8.0 9.5g/dI
27.0%17.5% Grade 3 Hb <8.0 g/dI 3
18) 3
3 2 ITPA CC
CA/AA Hb cC
4 Hb 103) 4
Hb 11.0 g/dl BMI < 23 ITPA
CC 50 Hb 8.5 g/dI
60 kg 61
Hb

17



Hb

85% SVR
65
3™ 65
Recommendation
+Peg IFN+

16, 18)

16)

65
104) 65
2250mg

Hb

65

50% 2250ng

20

18



104)

60 B 2,250 mg/B 2,250 mg/ B R

50
i
B
E
g

44LLTF 45~54 55~64 65LL
FiE (&)
3-1-3
CYP3A4/5 CYP3A4/5
CYP3A4
CYP3A4
105)
Recommendation
CYP3A4/5

5

19



105)

3-1-4

V36, T54, R155, A156, V170 viral breakthrough
106-108) 3
109, 110) 12 22
viral breakthrough 80-90
1 la 1b

107, 108)

20



32 simeprevir
C NS34A 2
(linear)

(macrocyclic)

112)

113) in vitro
155 156
36 54 170
80 168 114)
1 1 24
115) 12456 HCV
la 1b 1 (5.0 LogIU/ml
) C Peg IFN 2013 9
3-2-1
1 C +PegIFN + 3
2 DRAGON 116) PILLAR 1
ASPIRE 18)
3 100mgl 1 150mg
1 1 3 CONCERTO 1 21)
CONCERTG 2 ). CONCERTO 3 %)
CONCERTQG4 23) QUEST1 119)
QUEST-2 120) PROMISE 121)
1
(5.0 Log IU/mlI ) C 20 70
3-2-1-1
IFN CONCERTQO1
21 12 100mg +PegIFN -2a+ 3
responseguide PeglIFN -2a+ 2 12 36
Responseguide 4 HCV RNA 1.2 Log IU/mL
12 HCV RNA PegIFN -2a+ 12
24 36 48
99% responseguide 24 SVR24 89 109/123
57%34/60 4

21



+PegIFN -2a+ 3
(CONCERTO1 )y

B sMV+Peg-IFNo-2a +RBV | Peg-IFN a-2a +RBV

100 , P<0.0001 P<0.0001

9 = 89 89
s
Q
©
2
[
(o]
o
o
e 31

1 3
SVR12 SVR24 Relapse Breakthrough
IFN CONCERTG4 23) PegIFN -2b
CONCERTO1 responseguide responseguide
24 SVR24 92 22/24

22



100

90

80

70

60

50

40

Response rate (%)

30
20

10

3 12
85%
1b
-2b 2
responseguide
82%123/150

48

+PegIFN -2b+ 3
CONCERT®4 =

B oEaEs | BCAEEAG) [Ip==3: 8]

100 97

SVR12 SVR24 Relapse Breakthrough
+Peg IFN -2b+ < £| 24 s
£ | 48
QUEST1 119) 150mg +PegIFN -2a+
CONCERTO1 responseguide
responseguide 24 SVR12 80%
90%105/117 QUEST-2 120) PegIFN -2a PeglFN
QUEST1 91%
24 SVR12 81% 1b
PegIFN -2a PeglIFN -2b SVRI12 88% 78%
PeglIFN + 2 48
SVR
4-12 24
24 IFN

23



SVR 89 92%

90% PegIFN + 2 48

3-2-1-2
IFN
22 CONCERTG1
24 SVR24 90%44/49
CONCERTG4 23 PeglIFN -2b
responseguide 24
+PegIFN -2a+ 3

(CONCERTO2 CONCERTO3  )?

o e T AR BB
B samE R (SMV1 238

100

Response rate (%)

SVR Relapse

IFN
QUEST1 93%
SVR12 79% 1b

1b 82

CONCERTGO 3

responseguide

CONCERTO 3 2)

SVR24 97%28/29

BAEESN B
(SMv2438)

Breakthrough

PROMISE 121)

responseguide 24
86% 128/149

24



IFN

24 SVR 90 97% 1b 86%
PeglIFN + 2 48
3-2-1-3
IFN CONCERTQG 2
22) +PegIFN -2a+ 3 12 12
24 24 CONCERTO1
responseguide 24 96
98% responseguide 24 SVR24
12 51  27/53 24 36%19/53
CONCERTG4 23) IFN +PeglIFN -2b+ 3
12 PegIFN -2bt+ 36 48 SVR24
38 10/26
CONCERTO2 CONCERTO
12 HCV RNA 2.0 Log IU/mL partial responder
null responder Il
ASPIRE 118) partial responder
null responder ASPIRE 48
+PeglIFN -2a+ 3 12 24 PegIFN -2a+
3 48 3
100mg 150mg 2 12 24 48 SVR
100mg 70% 66% 61% 150mg 67% 72% 80%
SVR SVR 100mg
150mg 85% partial responder nullresponder SVR
100mg 57% 46% 150mg 75% 51%
partial responder null responder SVR
1b partial responder null responder SVR 100mg 68%
56% 150mg 88% 58% 118)
Recommendation
., IFN +PegIFN+ 3 SVR
PegIFN + 2 48
. IFN +Peg IFN+ 3 SVR
90 97

25



IFN +PegIFN+ 3 SVR 36
51
IFN partial responder SVR null

responder

3-2-2
CONCERT1 21 92.7%
4.9% PegIFN -2a+ 2 8.3
40.7% AST ALT
1.1-1.5mg/dl  252% 1.6-2.5mg/dl 14.6%2.6-5.0 mg/dI
0.8% 5.0 mg/dI
122)
+PegIFN+ 3 Peg IFN+ 2
Peg IFN+ 2
10.6 g/dI 29.3%
Grade 1 Hb9.5-10.5¢g/dl 41.5%Grade 2 (Hb8.0-9.4 g/dl) 29.3% Grade
3 Hb 8.0 g/dl
57.7% Grade 1 2
(SJS) (DIHS)
Recommendation
+PegIFN+ 3
Peg IFN+ 2
3-2-3
CYP3A CYP3A
CYP3A
412 OATP1B1 P
OATP1B1 P

26



Recommendation

CYP3A OATP1Bl1 P
123)
3-2-4
CONCERTQ 2 2) breakthrough
HCV RNA
Failure NS3 Failure 61
59 54  92%
168 54 52 42 D168V
D168V 35 7 10 D168A/HITIE/IX
168 2 1
Q80L 1 Q8 K R155K 97% 1b
ASPIRE 1b
D168V la R155K
129)
la Q80K SVR
181200 Q80K la 2341%
1b Q80K
118)
Recommendation
s +PegIFN+ 3
1b D168V
. la Q80K SVR
1b

27



33 daclaasvir asunaprevir

3-3-1
NS5A 129 Hcv
NS5A 447 IFN
Interferon sensitivity determining region (ISDR; aa22@948) |IFN+RBV
interferon ribavirin resistance determining region (IRRDR; aa233879)
NS5A RNA
HCV NS5A
NS5A
NS5A
HCV
10mg HCV RNA
128) 1 60mg 1 1
332
NS3 4A
126 HCv NS3 4A NS3
NS4A NS3 70KDa N 3
1 [aa]l- 180
NS35
la 1b 4 HCV

1 100mg 1 2

28



DAA

feb e B s

NS3 HNS4 NS4B | NS5A NS5B

NS3/4A
J077—tEEX

1Y
JO57—RER

FIILEIL

R IATLEN
TSR P23 TLEL

3-33 /
IFN
2014 7
IFN
IFN
3-3-3-1
DAAs
Lok
responder 1 21
11 (group A)
(group B) 120
11 4 SVR
1b 2 SVR
la 1b
3-3-3-2

| -

NS5A
ERIESHRER

HIF5ZEN

IFN

IFN

PegIFN RBV

PegIFN RBV
24
la 9 2

group B 10 9

IFN

null

10
Group A

SVR(22.2%)

SVR

29



2

4)

87 IFN 135
60 64 [ 39/48 38/97 1L28B
(rs12979860) (CC/CT,TT) 16/71 94/41 HCV RNA (Log IU/mL) 6.8 6.6
3 IFN
47.48)Child- Pugh grade A 22
/ 24)
IFN
87 135
[ ] 60 [40-74] 64 [24-75]
/ 39/48 38/97
11 11
IL28B
(rs12979860)
CC 16 94
CT 66 40
TT 5 1
HCV- RNA [SD] 6.8 (0.47) 6.6 (0.58)
Peg IFN N/A 100
Peg IFN N/A 35
/ 3 128,129)
IFN
IFN IFN

12 IFN

8.5¢g/dL 12.0 g/dL
750 /mnt 1,500 /mn?
50,000 /mnt 120,000 /mn3

30



(65 75 IFN
)
IFN
IFN 12 IFN RBV
HCV RNA 4 (RVR)75.2%12
(CEVR)91.09%24 (EOT)92.3% HCV RNA
4 (SVR4)88.7% 12 (SVR12)85.1% SVR24 84.7%88/222)
IFN( RBV) SVR24
80.5%r0/87) 87.4%l18/135) 90.9 (20/22)
/ 3 SVR24%
w00 847 80.5 87.4 90.9
80
)
=
g 8
= 60
£ §
@ qa e
R0
Pl 155/222 70/87 18/135 20/22
20
0 ,,,-"I
s IFN(+RBV) . e
;J-\ #‘%n b . I=
SAEHI R A B AR R R RIEMERTIEZ
IFN IL28B
TT TGIGG SVR24 84.8% 84.3%
HCV RNA

31



/ 3 SVR24%
93.9
: 83.1
100 g8 a3 O 2202 831 855
80 -
2
< .§ 60 -
g ®
2 ..g‘ 40 -
X
~ 20 -
0 T T T T T T T T T
T TG/GG <65 265 M F <800K >800K
IL28B F# 331 HCV-RNAZ
IFN( RBV)
6 79 11 85
(viral breakthrough) IFN( RBV) 10
11.5 4 30 HCV RNA 1 2
Recommendation
/
IFN( RBV) /
3 SVR24 84.7%
IFN( RBV) SVR24 80.5%87.4%
IL28B HCV RNA
Genotype 1a SVR 222
3-333
3 13 59%
24) AST/ALT
12 2 4

32



Graded4 ALT

Grade3/4  AST ALT Grade 3 5.1 10
Grade 4 10 7.2%16 5.4%12 24
10 4.5% ALT 10
4 23 Grade 4
ALT ALT Grade 4
28 5 ALT
10 8 SVR
/
Recommendation
, / 3 Grade3/4 AST ALT
7.2%16 5.4%12 10 4.5%
. ALT
, 12 2 4 Grade4
ALT ALT
3-3-34
CYP3A4 CYP3A OATP1B1 2B1
P OATP1B1 1B3 BCRP
CYP2D6 OATP1B1 1B3 2B1 P CYP3A4
7 CYP3A4 OATP CYP D6

128, 129)

128, 129)

33



St. John s Wort

34



3-3-35

DAA
NS3 4A 168 D168A/E/V 0 NS5A
NS5A 31 L31M/V  Y93H ¥V
182 HCvV DAA
/ 3
HCV 214
Y93H L31M/V 30 14.0% 8 3.7%
NS5A A B
/ 3
NS5A SVR24%®"
A IFN(+RBV)
95.3
88.1
100 -
» 80 -
c
< 2 47.6 50.0
e " e -
€3
5
§_ 40 -
20 - 02/10 0 6
0 T T T T T
TELL ETEHY FEGL TEHY
Y93H L31M/V
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85.7
oo - 85.0
_ 80 -
]
c
s 2
2 § 60
> 2 33.3
(o)
X 40 -
= 16.7
20
66 68/80
0 T T T T T
TELZL EEHY EEIL EEHY
YO3H L31M/V
NS5A
IFN(+RBV) Y93H 107 SVR
102 SVR 95.3% Y93H
21 SVR 10 47.6%
Y93H SVR 85.7%77/66
33.3%3/9 L31IM/NV 80 68 85.0% SVR
L31M/V 6 SVR 1 16.7%
3 HALLMARK- DUAL 48 8%
Y93 SVR 38%18/48 27 5% L31
SVR %11/27 133)
/
134,139) NS5A Y93 L31
breakthrough relapse
NS5A NS3 D168 3
HALLMARK- DUAL L31 63% Y93 58%0NS3 D168
92% NS5A NS3 7% 133)
NSSA l 134, 135)
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Recommendation

NS34A D168A/E/V
NS5A NS5A L31M/V  Y93H
3 L31IMNV
3.7%Y93H 14.0%
IFN(+RBV) Y93H SVR
95.3%47.6% Y93H SVR
85.7%33.3% L31M/V SVR 85.0%16.7%
/
4-1 1
4-1-1
1 PCR 5.0 Loglu/ml HCV
300 fmol/l DAAs (
NS5A ) IFN
IFN
IFN- based antiviral therapy Peg IFN(IFN)
IFN DAAs combination
/
2004 Peg IFN+ Peg IFN
responseguided therapy
2011 DAA
Peg IFN+ 3
Peg IFN+ 48 72 24
2013 11
21-23) 1
+Peg IFN+ 3 +Peg IFN+
3 24 1
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DRAGON
SVR 80%#90%

therapy
2014 7 IFN

HCV

DAAs combination
/

HCV NS5A Y93/L31
85%(188/222) Y93H
91 (168/184)
25 (2/8)
24) 10A B /
1
/
/
HCV 1
D168
ALT 30U/
1
therapy IFN

IFN- based therapy

IFN
IFN +
IFN +

DAAs combination

116 CONCERTG 1 2) CONCERTG 4 z)
Peg IFN+
+PegIFN+ 3 IFN- based
/
IFN IFN
/
14% 43 (13/30)
2 L31MIV 3.7%

87 (179/206)

134, 135)

Y93/L31
HCV NS3 D168 1
1 Direct sequence
15 C
IFN IFN- based

IFN free therapy DAAs combination

DAAs combination therapy
IEN- based therapy

IFN + IFN +

IFN +

Peg IFN(IFN)
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Recommendation

IFN IFN- based therapyIFN IFN DAAs combination
+PegIFN+ 3 IFN- based therapy
DAAs combination /
IFN IFN + IFN +
IFN + IFN +
IFN +
4-1-2
IFN
+Peg IFN+ IFN /
/ Y93/L31
/
Y93/L31
/
/
Y93/L31 /
Y93/L31
/
IFN Y93/L31 /
ALT SNMC
UDCA  PegIFN (IFN) IFN +
Recommendation
/ Y93/L31
/
IFN Y93/L31
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Y93/L31 /

YO3/L31

IFN YO3/L31 /

ALT SNMC UDCA
Peg IFN (IFN)

CRMBMM XS /21T 1bE - ARER ARORA

< fPIEEE>
aty ] -sMv/peg-IFN/RBVEER |
EREIAIE | L o
(EEE N DRI ERES)
IFN
Rt —{ -DCV/ASV 1 |
IFN
. —{ = SMV/Peg-IFN/RBVHE F
PSR .. |
(SEE T (LR EERER) N -DOV/ASY 1
Fiith AR
IFN
. —{ = SMV/Peg-IFN/RBV43 F
ERBIADE S| Bt |
(FESEE M DIFHILEEH) o AR
ARG (DC’V/ASV 1)

FUEN YIILMEREANEL. ZEAHNL. AMBEEEET S, B GARFROBEORERAILESUIC
ZRFIZHLTOCVIASVARETIIBEDEDELEFMEERODURIE+HITHELTAHERET S,
2 A TERBGITILFREMA T EPEGIFN(FN) L & BIETS

4-2-1
IFN/Peg- IFN IFN- basedtherapy
196139 |EN/Peg- IFN
relapse HCV RNA

non-response HCV RNA
non response ( 12
HCV RNA 2 log ) partial response ( HCV RNA
12 HCV RNA 2log ) 1)
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IFN PegIFN

Peg IFN+ null response
48 72
136) +Peg IFN+ 3
REALIZE 110) Peg IFN+ 1 C
+PegIFN+ 3 48
IL28B SNPrs12980275 (CC)
(CT TT) SVR 139)
+Peg IFN+ 3 3
(CONCERTG 2/3 22) relapser nonresponder SVR 90%(44/49)
519%(27/53) PegIFN -2b CONCERTG 4 23) relapser
SVR 97%(28/29)non responder  38%(10/26) PegIFN -2a 3
(CONCERTG 2/3 22)
+PegIFN+ 3 SVR
+Peg IFN+
+Peg IFN+
+Peg IFN+
+Peg IFN+
IFN DAAs combination IFN IFN+

SVR24 80.5%(70/87)

Recommendation
IFN/Peg- IFN IFN-based therapy
., IFN DAAs combination IFN IFN+
/
4-2-2
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IFN- based therapyIFN

4-2-2-1. IFN (+ )
IFN(+ )
IFN(+ )

Y93/L31

Y93/L31

Y93/L31
4-2-2-2. 12B

IFN +PegIFN+

+Peg IFN+
IFN

SNMC UDCA  PegIFN (IFN)

4-2-2-3. 12C D
IFN
IFN /
Y93/L31 Y93/L31
/
/
IFN +Peg IFN+
IFN Y93/L31
Y93/L31
4
NS3
Peg IFN+

null responder

IFN

IFN free therapy DAAs combination

DAAs combination /

9
/
ALT
+Peg IFN+
40 50%

/

/
+Peg IFN+

partial responde
+PegIFN+ 3
+Peg IFN+
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3 2 (ASPIRE ) PeglFN -2a+

48 12 24 48 100mg/day
150mg/day (100mg/150mg)

SVR relapser  85%/85%partial responder  57%/75%null responder
46%/51% SVR SVR partial
responder null responder 140)

partial response null response

12C
+PegIFN+
4 HCV RNA RVR 56 (41/73)
Peg IFN+ 24 48 24
HCV RNA
48
IFN Y93/L31 /
ALT SNMC UDCA
Peg IFN (IFN) IFN +
IFN PegIFN +Peg IFN+
/
IFN +PegIFN+
Recommendation
. IFN(+ ) /
Y93/L31
/
. IFN +Peg IFN+
/ IFN
. IFN /
Y93/L31
Y93/L31

/
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IFN Y93/L31 /

+Peg IFN+ NS3

artial response ull response

Peg IFN+ 48 24
HCV RNA
IFN Y93/L31 /

ALT SNMC UDCA
Peg IFN (IFN)
IFN PegIFN IFN +Peg IFN+
1
A.IFN +RBV)

CRBMR XS /21T1bR - IV ARER AROFRAI

<BEA#- IFN(+RBV) BI{EAIE>

(BEED DBRMICERS) DCv/Asv*

EP%#%’TE'JZ7E¥ 'DCV/ASV X1
(SEE F (TR L E RG] GBI

BEREIRVEH AR
(GEEEE O DIRMACEEH) (DCV/ASV *1)

N, YOI EREAEL., ZRA BN, AMSFHREERT 5. A5 ARFHROBADRE) RIGSUIC
_ ERBIHLTOCV/IASVARETIR B DENELSFIMMEERDIRIEZ+HITHELTHHERET S,
2 ATER B H TIIAFEEIEEZFPEGIFN(FN) D ERIIZETS.
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