16 8

50ug/0.5mL 100pug/0.5mL
150pug/0.5mL
2b
16 2 27
1-(1)
10 20

Qfs-Asp-Leu-Pro-Gl n-Thr-His-Ser-L eu-Gly-Ser-Arg-Arg-Thr-Leu-Met-L eu-Leu-Ala-GIn-Met-Arg-Arg-1le-Ser

10

30 40 50
-Leu-PheSer-?/s-Leu-Lys-Asp-Arg-His—Asp-PheGIy-PhePro—GI n-Glu-Glu-Phe-Gly-Asn-GIn-Phe-Gln-Lys-Ala

60 70
-Glu-Thr-lle-Pro-Val-L eu-His-Glu-Met-11e-GIn-GIn-1le-Phe-Asn-L eu-Phe-Ser-Thr-Lys-Asp-Ser-Ser-Ala-Ala

80 90 100
-Trp-Asp-Glu-Thr-Leu-Leu-Asp-Lys-Phe-Tyr-Thr-Glu-L eu-Tyr-GIn-GIn-Leu-Asn-Asp-L eu-Glu-Ala-Cys-Va-lle

110 120
-GIn-Gly-Val-Gly-Val-Thr-Glu-Thr-Pro-Leu-Met-Lys-Glu-Asp-Ser-lle-L eu-Ala-Va-Arg-Lys- Tyr-Phe-Gln-Arg

130 140 150
-lle-Thr-Leu-Tyr-Leu-Lys-Glu-Lys-Lys- Tyr-Ser-Pro-Cys-Ala-Trp-Glu-Val-Val-Arg-Ala-Glu-lle-Met-Arg-Ser

160 165
-Phe-Ser-L eu-Ser-Thr-Asn-L eu-GIn-Glu-Ser-L eu-Arg-Ser-Lys-Glu

PEG12000 —_— S-S




2b
2b Css0H1353N220025559 19268.91
Cys! His? Lys3 His3* Lys4® Lys8 Lys!i2
Lys'2t Tyr'2® Lys'3 Lys's ILysi3 Serl6s Lys!64 1
1 12,000

32,000

Peginterferon Alfa-2b (Genetical Recombination)  Modified
protein (molecular weight: ca 32,000) consisting of Interferon
Alfa-2b  (CseoH1353N2290025599; molecular weight: 19268.91)
covalently attached to one molecule of methoxypoly (ethylene
glycol) (molecular weight: ca 12,000) at one amino acid residue
(Cys-1, His-7, Lys-31, His-34, Lys-49, Lys-83, Lys-112, Lys-121,
Tyr-129, Lys-131, Lys-133, Lys-134, Ser-163, and Lys-164)
through a carbonyl group

200mg
16 2 27
1-(4)
CsH12N4Os5 244.20
NH,
o#
N
d_
HO o N
H H
Ko
HO OH
1-8-D- -1H-1,2,4- -3-

1-B-D-Ribofuranosyl-1H-1,2,4-triazole-3-carboxamide

A 300 600 1,000



2b

16 2 27

1-(6)

Cse0H1353N2200255S9
165
s,

Cys - Asp - Leu - Pro - Gln - Thr - His - Ser - Leu - G;(})' Ser - Arg - Arg - Thr - Leu-
Met - Leu - Leu - Ala -Gzi)n -Met - Arg - Arg - Ile - Ser - Leu - Phe - Ser ~Cs§s - Lagu—
Lys - Asp - Arg - His - Asp - Phe - Gly - Phe - Pro - G?I(')l - Glu - Glu - Phe - Gly - Asn-
Gln - Phe - Gln - Lys —Asloa -Glu - Thr -Ile - Pro -Val- Leu - His - Glu - Met -1(152, -
Gln -Gln -1le - Phe - Asn - Leu - Phe - Ser - Thr L;g Asp-Ser -Ser - Ala - Ala-
Trp - Asp - Glu - Thr -L?u -Leu - Asp - Lys - Phe - Tyr - Thr - Glu - Leu - Tyr »Ggfn-

S 100
Gln - Leu - Asn - Asp - Leu - Glu - Ala —C)'rs -Val -Ile - Gln - Gly - Val - Gly - Val -

110 120
Thr - Glu - Thr - Pro - Leu - Met - Lys - Glu - Asp - Ser - Ile -Leu - Ala - Val - Arg-

i30
Lys - Tyr - Phe - Gln - Arg-1le - Thr - Leu - Tyr - Leu- Lys - Glu - Lys - Lys - Tyr-
S 140 150
Ser - Pro -C&s -Ala -Trp -Glu - Val - Val - Arg - Ala- Glu -Ile - Met - Arg - Ser -
160 165

Phe - Ser - Leu - Ser - Thr - Asn - Leu - Gln - Glu - Ser - Leu - Arg - Ser - Lys - Glu

IFNa -2b



200mg

150pg/0.56mL
16 2 27
16 2 27
A 300
16 2 27
Genotype 1 C
1.5p gkg 1 1 48
2b IFN/R
600 1000mg
SVR 47.6% 44.8%
PEG/R
24 SVR Genotype 1
182/254 IFN/R 68.3% 172/252
202/254 78.6% 198/252 48

IFN/R

16 8 10

50ug/0.5mL 100pg/0.5mL
2b
600 1,000
2b
2b PEG/R
600 1000mg
6MIU 6 2 3 46
24
PEG/R
IFN/R SVR IFN/R
16%
PEG/R 71.7%
79.5%



PEG/R

PEG/R
PEG/R IFN/R
50ug/0.5mL 100pg/0.5mL
150pug/0.5mL
C
1 la 1b HCV RNA
2b
1 1.5pg/kg 1
200mg
1 2b
C
(1) HCV RNA
2)
2 2b
C
1 la 1b
HCV RNA
2b

2b



1
1 60kg 600mg 200mg | 400mg
la 60kg
800mg 400mg | 400mg
1b HCV 80kg
RNA 80kg 1,000mg 400mg | 600mg
60kg 600mg 200mg | 400mg
60kg 800mg 400mg | 400mg
2b
A 300 600 1,000
C
1.
(1) HCV RNA
2.
(1 HCV RNA
(2)
HBe DNA B
C
HCV RNA
2b
1 1 600 1,000 6 3
HBe DNA B
2b
1 1 1 600 1,000 2 1 600
1 1 300 600




300

1,000

2b

1mL

2b



50ug/0.56mL
150pg/0.56mL
2b
16 2 27
1
74ng 148pg 222ng
C
1 la

1 1.5 1250 1.875 pgkg 1
1

16 7 16

100pg/0.5mL

2b

1b HCV RNA

2b

0.7mL
200mg

16 2 27
1 200mg
1 2b

C
(1) HCV RNA
(2
2 2b
C

(1) 1 la 1b

HCV RNA

2b



2b

1
1 60kg 600mg 200mg | 400mg
la 60kg
b HOV 80kg 800mg 400mg | 400mg
RNA 80kg 1,000mg 400mg | 600mg
60kg 600mg 200mg | 400mg
60kg 800mg 400mg | 400mg
2b
1 600 800mg 1 2
60kg 1 600mg 60kg 1
800mg 1 600mg 200mg
400mg
2b 1 1 600
1,000 6 3
A 300 600 1,000
2b
16 2 27
1 2b 300
600 1,000
C
1.
(1) HCV RNA
2.
(1) HCV RNA
@
HBe DNA B




HCV RNA
2b
1 1 600 1,000 6 3
1 600 LOOmo 1 2
11— 600—800me—1—2
B0ko
UUJXS
1 600mo A0ko 1 LOOMo
1—600me 60kg 11— 800m
1 600mo 200mco 400mo
uuuuuu 200me 00m
HBe DNA B
2b
1 1 1 600 1,000 2 1 1 600
1 1 300 600
2b
1 1 300 1,000
2b
1 1mL
2b PEG-IFNa -2b
2b IFNa -2b 12,000
PEG PEG
Schering-Plough IFNa -2b PEG
PEG IFN
HCV
20 30
HCV genotype genotype 1 6
genotype 1 70 75% genotype 2

10



genotype 2 3 genotype

HCV-RNA genotype 1
C 1991
IFN 2001 IFNa -2b
IFN/R IFN/R 24
HCV-RNA genotype 1 17 20%  genotype 1
76% C
genotype 1
genotype 1 C
80kg 1,000mg
IFNa -2b
C PEG/R
2001 3 2001 8 68 2004 1
PEG -2a
® C 2003 10
2.
IFNa -2b 12,000 PEG
1:1
(1
1)
IFNa -2b IFNa -2b A
A
SDS-PAGE MALDI-TOF
IEF N C
SDS-PAGE
N
PEG

11



1H- 13C-

IFNa -2b
PEG
A*
PEG
IFNa -2b IFNa -2b
IFNa -2b PEG
IFNa -2b
IFNa -2b IFNa -2b
IFNa -2b
2)
MALDI-TOF HPLC
HPLC HPSEC HPLC HPIEC
SDS-PAGE/ IEF
31821.2 IFNa -2b 1
1 PEG mono-pegylated IFNa -2b mono-PEG-IFN
IFNa -2b 19,269 PEG 12,000

HPSEC mono-PEG-IFN A* IFNa
-2b

HPIEC IFNa -2b PEG

31 49 83 112 121 131 133 134 164 129 7T 34
163 1 A*

IFNa -2b

12



%

PEG

IFNa -2b

CD PEG
PEG

SDS-PAGE IFNa -2b

kd

IEF pI

NK MHC
CPE
IFNa -2b 28% IFNa -2b
0.6 0.8x 108IU/mg protein

IFNa -2b

IFNa -2

IFNa -2b  28ug
IFNa -2b 1 600 1000IU
IFNa -2b 1

28%

100 pg

PEG

100% CPE
%

mono-PEG-IFN

%

%
A*

IFNa -2b

A* PEG
IFNa -2b

HPSEC

13

728

IFNa -2b

kd
IFNa -2b

LAK

2.6x 108IU/mg protein

100pg 67kg
10 C
1000 IU 38ug 2.6
IFNa -2b
%
HPSEC
IFNa -2b

IFNa -2b
PEG-IFN

PEG-IFN N
A*

IFNa -2b

%
L HPIEC

IFNa -2b IFN



pH
PEG

PEG

3)

SDS-PAGE  pH
SDS-PAGE

IFNa -2b

mono-PEG-IFN
PEG

PEG

PEG-IFN

IFNa -2b

IFNa -2b

pH

IFN

STAT1

IFN

HPSEC

HPSEC
HPSEC

HPIEC

IFNa -2b

14

PEG

STAT1

A*

PEG

DNA

DNA

PEG
PEG

EDso

IEF HPSEC
HPIEC

B*



4)

-2b

70

85

IFNa -2b

A*

571

IFNa -2b

36

WHO  IFNa -2b

IFNa -2b
IFNa -2b
A* IFNa -2b 13 5 1
2
PEG
PEG-IFN
PEG
C*
IFNa -2b PEG-IFN
PEG-IFNa -2b
/ 5+ 3 24

15



80 36

2
1
2mL
50 100 150ug 3
0.7mL 0.5mL PEG-IFNa
-2b
pH
2)
HPSEC
SDS-PAGE pH HPSEC
HPIEC SDS-PAGE
HPSEC
3
3
3
3
3)
5+ 3 36 25+ 2 60%RH 36
30+ 2 60%RH 12 40+ 2 75%RH 6 25
120 lux hr 200W hr/m?

16



12 15

15 36

B* Cc*

2 8
4) IFNa -2b
IFNa -2b
IFNa -2b
IFNa -2b
IFNa -2b
PEG-IFNa -2b
-2b
IFNa -2b

17

HPIEC

IFNa -2b

36

24
80 24
IFNa
IFNa -2b
C
IFNa -2b
IFNa -2b



(1

1

HCV

HCV

VIVO

HCV

20 IU/mL 280 pg/mL

130 pg/mL
BVDV
BVDV MDBK
PEG-IFNa -2b IFNa -2b
EMCV

Daudi

2)
IFN
FL-N
7.78x 1011 M
FL-N

PEG

60
240
TCA

125]-PEG-IFNa -2b

120 30

in vitro in vivo HCV
in vitro HCV in
HCV
Huh7 HCV
ICs0 21U/mL 28 pg/mL ICo0
BVDV  NADL
MDBK ICs0 9 IU/mL
ICso0  10uM 2.4pg/ml
FS-71 IFNa -2b
PEG
IFNa -2b 28%
IFNa -2b
125]-TFNa -2b IFN Ki
IFNa -2b Ki 1.23x 1011 M 16%
125]-PEG-IFNa -2b  125]-TFNa -2b IFN

125[-PEG-IFNa -2b

125]-IFNa -2b
125]-IFNa -2b

PEG

180

125]-PEG-IFNa -2b

PEG

18

125]-TFNa -2b
PEG
PEG



1.5pg/kg 805 pg/mL 4.2x101t* M

4000 1.65x107 M FL-N
IFN
T Molt-4 2’5 2’.5-0AS
RNA PKR IFNa -2b
200 IU/mL
RNA 2,5-0AS 77.4 59.7 PKR 3.3 2.6
Molt-4 MHC IFNa -2b
K562
NK Daudi LAK 1300 IU/mL
3)
1.5pg/kg 600 0.9 mg/kg
3 1 600 20
200 0.9 mg/kg 0.034 0.332 mg/kg 0.3
3.7
2600 4.0 mg/kg 40 /
0.9 mg/kg 0.034 0.332 mg/kg 27
920 / QT
QTec
IFNa -2b
FL-N
GLP
D
In vivo
in vivo
HCV

in vivo

19



in vivo

IFNa -2b A-498
IFNa -2b 3 8 39
3600 IU/ / IFNa -2b 36000 IU/ /
in vivo in vivo 2°,5-AS
HCV
2)
3)
4
IFN
14 / 26/
40 / 1.5pg/kg 2,600
PEG-IFNa -2b  PEG
PEG-IFNa -2b IFN PEG
IFN
IFNa
PEG-IFNa -2b
IFNa -2b PEG-IFNa -2b FL-N

20



IFN

PEG-IFNa -2b IFN
IFNa -2b/
18/253 7.1% PEG-IFNa -2b/ 49/254 19.3%
1 IFNa -2b
AUC C
1.5png/kg 1 48
C019* IFNa -2b  6x 106 IU 3 24
RC002*
pg/mL IU/mL AUCo-16snr PEG-IFNa -2b
IFNa -2b 4,402 4,020 IU hr/mL
7.5ug/kg 1
IFNa -2b PEG-TFNa -2b
1.5pg/kg 1
IFNo -2b  6x 106IU 23 pg/body 60kg 0.38
ng'kg 3
2
1257 -
ELISA EIA ECL CPE
1
IFNa -2b  1.39mg/m2 186 pg/kg 491 14.3 29.4mg/m?2
661 1920 3953 ng/kg
ELISA IFNa -2b IFNa -2b 1
Crmax tuz 0.97
12 Cmax 17.7 23.5 t1se 168
Cmax AUC ELISA
4.91mg/m? 661 pg/kg
AUC

21



50%
IFNa -2b  1.35mg/m?2 100 ug/kg 1.41 4.24 14.1mg/m?2

105 315 1050 pg/kg ELISA IFNa -2b
IFNa -2b 2.75 Crax 3.60 tie
5 Crnax 29.2
34.1 t12 Crnax AUC ELISA
141 424  14.1mg/m? 105 315 1050 pglke
1 1 1 5 3
23 12 EIA ELISA EIA/ELISA
1 48 5 Crmin
EIA/ELISA 1.1 1.6 0.8
1.0
2)

1257 4.91mg/m? 661 uglkg 125-[FNa -2b  1.39mg/m2 186
ug/kg 125[-TFN
a -2b 1 4 125]-

4 24 72
PEG-IFN
a -2b PEG

Clin Pharmacokinet 2001; 40: 539-51 Pharm Sci Technol Today 1998; 1: 352-6
Ann Pharmacother 2000; 34: 915-23 Crit Rev Ther Drug Carrier Syst 1992; 9: 249-304 J
Pharm Sci 1994; 83: 601-6 Am J Physiol 1979; 236: F103-11 Life Sci 1999; 65: 355-68

125]- 125]-TFNa -2b
IFNa -2b
19,300 IFNa -2b 12,000 PEG
IFNa -2b
IFNa -2b IFNa -2b
IFNa -2b
IFNa -2b
IFNa -2b 15x 1061U/kg

22



1986 IFNa

Cancer 1986; 57: 1648-56, Congenit Anom Kyoto 1999; 39: 223-42
Int J Cancer 1982; 29: 291-4

IFNa -2b IFN
a -2b
2.6.6.8.4.1 IFNa -2b IFN
IFNa -2b
1 mg/kg/
10 mg/kg/
3)
125]- 1.45mg/m2 108 pg/kg
HPSEC
2 PEG 1 IFNa -2b di-PEG- IFNa -2b
1 8 81 85%
di-PEG-IFNa -2b
IFNa -2b 0 24
HPSEC SDS-PAGE IFNa -2b
IFNa -2b o IFN J Gen Virol 1982; 59: 39-45 J Interferon Res 1981; 1:

347-52 J Interferon Res 1982; 2: 301-8 J Interferon Res 1982; 2: 309-14

125]- 125]-

PEG PEG-IFNa -2b
PEG

in vitro

in vitro
IFN

23



4)

125]- 1.45mg/m2 108 pgkg
24 168 57 93%
IFNa -2b
TCA 9.5%
125]
IFNa -2b
IFNa -2b IFNa -2b
IFN
a -2b
1251 -
IFNa -2b 125]-
IFNa -2b
5)
N1
Pharm Res 1998; 15: 950-952
PEG-IFNa -2b IFNa -2b I IFN

es-
Br J Pharmacol 1998; 123: 1587-1592, Biochem
Biophys Acta 1996; 1286: 153-181

PEG-IFNa -2b PEG IFNa -2b

Biochem Pharmacol 1978; 27: 709-16, Int J Biochem 1990; 22: 379-83

24



C 4. (1)
(3
2,000mg/kg
2,000mg/kg 60.4 mg/  20.0
mg/kg 30.2 mg/ 10.0 mg/kg
56.9 mg/ 9.63 mg/kg 56.9 mg/
9.63 mg/kg 118 mg/ 8.75 mg/kg
118 mg/  8.75 mg/kg 29.4 mg/
2.19 mg/kg
1
Hb Ht
K Ca
1
1 2 1 1

1.41 mg/ 105 pglkg

25



IFN

IFNa
IFNa -2b
24
PEG-IFNa -2b 48
IFNa -2b
IFNa -2b
IFNa -2b
IFNa -2b % A*
IFNa -2b
A*
500 IFNa -2b
A*

19ug/kg
PEG

26

-2b

IFNa -2b

%
A*

262 pg/m?



1.10 mg/kg
3
85 ng/kg

800 pg/m?2

PEG-IFNa -2b

PEG-IFNa -2b 1

IFNa -2b  PEG

(1

5.3.3.1.2 5.3.3.2.1

1)

6.48 mg/m? 2.15 mg/kg

3
1.14 mg/m? 193 pglkg

136 pg/kg 47 nglkg

IFNa -2b

PEG-IFNa -2b
1
PEG-IFNa -2b

IFNa -2b PEG-IFNa -2b

PEG-IFNa -2b PEG-IFNa -2b

C 5.3.1.2.1 5.3.1.2.2

C

5.3.3.2.5 5.3.3.1.3 5.3.3.2.2 5.3.3.2.3 5.3.3.2.4 5.3.3.3.1
5.3.3.3.2 5.3.3.4.1 5.3.3.4.2 5.3.34.3 5.3.35.1
5.3.3.1.2 5.3.3.1.3 5.3.3.3.1
05 0.7 1.0 1.5 2.0 pg/kg
16 48
27.7 37.1 tie Crnax AUC
IFNa -2b  3x 106 6x 106 TU
Tmax te 5 9 CL/F 1/8

MRTo- 6 8

27
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0.035 0.7uglkg
IFNa -2b Tmax 2 6 ti2

PEG Clin
Pharmacokinet 2001; 40: 539-551 Pharm Sci Technol Today 1998; 1: 352-356 Ann
Pharmacother 2000; 34: 915-923 Crit Rev Ther Drug Carrier Syst 1992; 9: 249-304 J Pharm
Sci 1994; 83: 601-606 Am J Physiol 1979; 236: F103-11 Life Sci 1999; 65: 355-368

1.0ug/kg
16.0 23.3 Crmax 42.5 46.9
t1se Tmax 16.0 23.3 Tmax 13.7
AUCo¢ CL/F Vd/F
CLcr
2)C 5.3.3.2.1 5.3.3.2.3 5.3.3.2.4
C 0.5 1.0 1.5pg/kg 1 1 48
4 12 24 36 48
36
48 4 2.2 34
0.5 1.5ug/kg 1 1 48
12 24 48
24 24
48 12 1.5 1.8
C 1.5ug/kg 1.33 1.72uglkg 1 1 48
1 400mg 1 2
8
48 tie 55 tie 40
48 Cmax Cieshr
AUCo-168hr 774pg/mL  185pg/mL 77ng hr/mL
R 0.917 2.11 1.12 1 12

3) 5.3.3.3.2
Cler

28



CLer 50 79mL/min CLer 30 49mL/min

CLer 10 29mL/min CLer 80mL/min 1.0pg/kg
Tmax 28
31 Cmax AUCO-t
tie CL/F
ClLcr 15mI/min 1.0ug/kg 12
16
Cmax AUCO-t
tie CL/F
12 16
4) 5.3.3.2.5
2 1 1 4 5
HPSEC PEG-IFNa -2b IFNa -2b
IFNa-2b
PEG-IFNa -2b
IFNa -2b
PEG-IFNa -2b
IFNa -2b PEG-IFNa -2b
5) 5.3.3.4.1
C 1 1 24
1 4
0.35 0.7 1.4pg/kg Tmax 20 32
1 4 1 Cmax
AUCo-168hr 4 0.7 14ug/kg Crnax
AUCo-168hr AUCo-168hr R
0.87 1.19 1 4

29



Tmax Crmax
AUCo-168hr 4
Crmax AUCo-168hr 0.7 1.4pglkg
AUCo-168hr R 0.95 1.26
tie
600 800 1000 1200mg/day 1 2
Thmax 1 4 2 C
Thmax 3 AUCo-12nr
5 6.8
4 CL/F 23.2 26.4L/hr
CL/F 23L/hr 4
Ciohr
Cizhr
6)
5.3.3.4.2
1.0pglkg
12
24
30
2% 2 CYP1A2 2C8/9 2D6
3A4 N-
5.3.3.4.3
1.0pg/kg 3 1 1 4
3 10 17 24 1 25
2 26
30
198% CYP2D6
CYP2D6 slow metabolizer

30



7C PPK 5.3.3.5.1
C025*% 172 1,068
a -2b RCO001* C020* 16 25 398
PPK
IFNa -2b PPK
0.5 1.0 1.5ug/kg 1 1 48 894
4 12 24 36 48 3,717
PPK CL/F
SCr  CLer
CL/F CLer
IFNa -2b  3x 108IU 1 3 48
298 3,416
CL/F IFNa -2b  CL/F
IFNa -2b PPK
IFNa -2b 1,084 3,416
PPK
IFNa -2b
PK/PD
4 24 HCV-RNA C
4 36 PK/PD
HCV-RNA
8)
5.3.3.1.2 5.3.3.2.2
co17*
1 1 4 C020*
Crmax AUCo-
Tmax  tie CL/F
5.3.3.2.1 5.3.3.4.1

31

IFNa -2b

RNA



C 1.33  1.72ug/kg
800mg/day 1 2 48
800 1000mg/day 1
1
4 Crmax AUCo-168hr
Tmax tue CL/F
9) 5.3.1.2.1 5.3.1.2.2
150ug 100pg 100pg
2 150ug 100ug
1
Crmax AUCo+t 100pg
0.919 90% [0.855, 0.988] 0.971 90%
100pg 50ug Crax AUCo-t
100ug 1.06 90% [0.969, 1.17]
1.08] 90%
1
IFNa -2b
CL/F Vd/F
IFNa -2b
IFNa -2b
IFNa -2b
CLcr

32

—

48
1.5ug/kg

50pg
100pug

150ug
[0.906, 1.04]

50pg

1.03 90% [0.986,

Tmax MRT

ti



PEG-IFNa -2b

electrochemiluminescent immunoassay ECL 2
IFNa -2b PEG-IFNa -2b IFNa -2b
IFNa -2b
PEG-IFNa -2b
IFNa -2b IFNa -2b
AUCo-+
102 96 ng hr/mL
PEG-IFNa -2b
0023* Cmax AUCO-t
1
75 80
0 IFN tie
BUN 0.8 mg/dL
8 35
89kg
88kg

Cmax AUCO-t

75 80

PEG IFN

33



2)

I Co17* C
C019*
1.5ug/kg C
Cmax AUCo+t
Co17*
Co18* 0.5 0.7uglkg 2
Crmax AUCo-
Crmax AUCo-+
1.5pg/kg Cmax 681 1230 pg/mL. AUCot 47.9 72.6ng hr/mL
C 1.5pg/kg Cmax 630 874 pg/mL. AUCo-: 56.6
68.9 ng hr/mL
C
48 C 4
8 36
4
AUCo-168hr R
C019* 1.12 C020*, C025* 0.87
1.49 1 1 48 PPK

34



(2

1) PEG-IFNa -2b

20

2) PEG-IFNa-2b

20

2003

2003

5

6

2003
60ug/body

20

IFN-a

2003
50ug/body

20

35

10

8

Coo1*

C002*

8 NU

150pg

100pug

100pg

50ug



100pg 8 1900/uL
1
IFN-a 8 NU
3) COo17*
48 1997 10 1998 4
0.5 0.7 1.0 1.5 2.0pgkg 6 IFNa -2b 300 600 IU
9
0.5ug/kg 1
IFNa -2b
UIBC ALT IFNa -2b
IFN-a 8 NU
UIBC IFNa -2b
IFNa -2b
p 0.00213 p 0.03977 Cochran-Armitage test
4) C019*
genotypel RT-PCR HCV-RNA
100KIU/mL 60kg 80kg C 15 1.5ug/kg
1 1 400mg 1 2 48
2002 2 2003 11
1 1 PKab*
28 1 ( PKaf*) 4
1.5 ng/kg - 0.75 uglkg 3 PKaf* ba* bc*
12 24 800 mg/ - 600 mg/ 1
14 48
24 HCV-RNA
86.7% 13/15  95% [59.5%, 98.3%] 73.3% 11/15  95% [44.9%,
92.2%]
15 40.0% 6/15 60.0%
9/15 46.7% 7/15
20.0% 3/15 20.0% 3/15 13.3% 2/15

36



2 24 2 25 24
1 24
PKah*
37
65 2 2
1
1.
PEG-IFNa -2b
* IFNa -2b**
8.5 10 .
g/dL 8.5 .
500 750 °
/mm?3 500 °
5 8 °
/mm3 5 °
[ ) [ ] [ )
o 600/800 mg 200 mg 1 400/600 mg 1 1,000 mg
400 mg 1 600 mg
o PEG-IFNo -2b 1 15pugkg 0.75 pglkg IFNa -2b 1 600 IU
300 IU
1 C033*
genotypel RT-PCR HCV-RNA
100KIU/mL C PEG/R
IFNa -2b IFN/R
2001 8 2003 11
44
1.5ug/kg 1 48 IFN
a-2b e6MIU 6 2 3 46 600
1000mg/ 60kg 600mg 60 80kg 800mg 80kg 1000mg 2
C019*
1
48 24 300
24
24 48 400
12 12
4
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24

ARS 514 PEG/R 258
IFN/R 256 GCP 5 PEG/R 3 IFN/R 2
2 1 507 PEG/R 254 IFN/R 253
IFNa -2b 1
IFN/R 1 506 PEG/R 254 IFN/R 252 FAS
77 PEG/R
35 IFN/R 42 429 PEG/R 219 IFN/R 210 PPS
PEG/R 71.7% 182/254 IFN/R  68.3% 172/252
FAS 24
HCV-RNA sustained virological response SVR PEG/R  47.6% 121/254
95% [41.4%, 54.0%] IFN/R 44.8% 113/252 95% [38.6%, 51.2%]
HCV-RNA PEG/R IFN/R 95%
5.9% A 10% IFN/R PEG/R
FAS 24
12 PEG/R 66.9% 170/254 71.7% 182/254
47.6% 121/254 IFN/R 65.5% 165/252 69.4% 175/252
45.6% 115/252
PPS ARS FAS
IFN
SVR 95% PPS 7.0%
ARS 5.9% IFN 6.9% A
10%
IFN HCV-RNA SVR
SVR HCV-RNA
SVR
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24 HCV-RNA SVR FAS

PEG/R IFN/R

%
n 254 n 252 95%

59/137 (43.1%) 65/139  (46.8%) [-15.4%, 8.0%]

PN 57/91 (62.6%) 42/81  (51.9%)  [-4.0%, 25.5%]
5/26 (19.2%) 6/31 (19.4%) [-20.7%, 20.4%]

0/0  (0.0%) 01 (0.0%)
300 13/22  (59.1%) 9/16  (56.3%) [29.0%, 384.7%]
HCV-RNA 300 500 16/31  (51.6%) 15/38  (39.5%) [-11.3%, 35.6%]
RT-PCR 500 850 27/71  (38.0%) 22/68  (32.4%) [10.2%, 21.5%]
KIU/mL 850 65/130  (50.0%) 67/130  (51.5%) [-13.7%, 10.6%]
PEG/R IFN/R PEG/R

10%
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PEG/R 10%
PEG/R IFN/R
n 254 n 253
245 (96.5%) 251 (99.2%)
242 (95.3%) 247 (97.6%)
233 (91.7%) 238 (94.1%)
213 (83.9%) 229 (90.5%)
197 (77.6%) 211 (83.4%)
185 (72.8%) 197 (77.9%)
174 (68.5%) 187 (73.9%)
170 (66.9%) 190 (75.1%)
155 (61.0%) 132 (52.2%)
149 (58.7%) 143 (56.5%)
147 (57.9%) 163 (64.4%)
119 (46.9%) 129 (51.0%)
106 (41.7%) 9 (3.6%)
100 (39.4%) 100 (39.5%)
99 (39.0%) 90 (35.6%)
91 (35.8%) 90 (35.6%)
84 (33.1%) 106 (41.9%)
82 (32.3%) 85 (33.6%)
74 (29.1%) 75 (29.6%)
66 (26.0%) 7 (2.8%)
65 (25.6%) 54 (21.3%)
64 (25.2%) 72 (28.5%)
59 (23.2%) 62 (24.5%)
56 (22.0%) 60 (23.7%)
54 (21.3%) 37 (14.6%)
54 (21.3%) 61 (24.1%)
52 (20.5%) 53 (20.9%)
44 (17.3%) 54 (21.3%)
41 (16.1%) 59 (23.3%)
40 (15.7%) 50 (19.8%)
35 (13.8%) 49 (19.4%)
35 (13.8%) 32 (12.6%)
32 (12.6%) 38 (15.0%)
31 (12.2%) 31 (12.3%)
30 (11.8%) 37 (14.6%)
30 (11.8%) 25 (9.9%)
28 (11.0%) 27 (10.7%)
28 (11.0%) 23 (9.1%)
27 (10.6%) 38 (15.0%)
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PEG/R 10%
PEG/R IFN/R
n 254 n 253
247 (97.2%) 241 (95.3%)
245 (96.5%) 220 (87.0%)
224 (88.2%) 224 (88.5%)
220 (86.6%) 189 (74.7%)
204 (80.3%) 180 (71.1%)
202 (79.5%) 171 (67.6%)
182 (71.7%) 173 (68.4%)
117 (46.1%) 133 (52.6%)
101 (39.8%) 94 (37.2%)
91 (35.8%) 107 (42.3%)
89 (35.0%) 74 (29.2%)
74 (29.1%) 64 (25.3%)
73 (28.7%) 73 (28.9%)
71 (28.0%) 87 (34.4%)
69 (27.2%) 46 (18.2%)
58 (22.8%) 65 (25.7%)
58 (22.8%) 67 (26.5%)
AST 55 (21.7%) 49 (19.4%)
ALT 51 (20.1%) 46 (18.2%)
y (GTP 48 (18.9%) 35 (13.8%)
47 (18.5%) 78 (30.8%)
45 (17.7%) 41 (16.2%)
40 (15.7%) 40 (15.8%)
33 (13.0%) 27 (10.7%)
33 (13.0%) 35 (13.8%)
32 (12.6%) 33 (13.0%)
28 (11.0%) 39 (15.4%)
PEG/R 12.2% 31/254 54 IFN/R 11.1% 28/253
35 2
PEG/R
IFN/R
PEG/R
IFN/R 1 1
bcah* 32
25
272 1
cjac* 24 2,139/mms3 5,747/mms3
2,212/mm3
1 edag* 7 77
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662

1)
C PEG/R
PEG/R SVR IFN/R
48 SVR PEG/R 47.6% IFN/R 44.8%
SVR PEG/R IFN
staging IFN/R IFN staging
grading HCV-RNA
grading HCV-RNA SVR
SVR 48
IFNa -2b
IFNa -2b 6 2 3 1
McHutchison PEG/R IFN/R
Gastroenterology 2002; 123: 1061-69 80%
80% SVR SVR
1 IFNa -2b
IFNa -2b
IFNa -2b
48 PEG/R IFN/R
PEG/R IFN/R
2)
PEG/R IFN/R
PEG/R 18.1 7.5 56.7% IFN/R

18.2 4.0 54.5%
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PEG-IFNa -2b

Co17* C
C020* 0.5 2.0n /kg 05 1.0 1.5 2.0n /kg
Cmax AUCO-t

1.5ug/kg genotype 1
C
C019*
1.5pg/kg 1 1
0.5 2.0pg/kg COo17*
Cco32* , C029* C
SVR
1.5pg/kg
IFNa -2b
10.6mg/kg
60kg 600mg 60kg 800mg
PEG/R C034* genotype 1
SVR 10.6mg/kg 27% 47/172 10.6mg/kg 37% 31/84
IFN/R 10.6mg/kg
PEG/R 10.6mg/kg IFN/R 10.6mg/kg
10mg/kg

40kg 60kg 600mg 60kg 80kg 800mg 80kg 100kg 1000mg

43



PEG/R

66.0% 167/253 12
44.3% 24 21.5% 21.7% 36
11.4% 7.8%
PEG/R 6 7
2 1
1 1
2
PEG/R 3 bcah* bdae* cbag*
190 302 210
IFN/R 1 edag*
IFN/R 1
PEG/R
10
4 3
12 9 7
3
4 3 IFN/R
PEG/R 70
35 4 IFN/R
34 6 5
@
Gv)
@
IFN
ALT
20%
p 0.0125 x 2 p 0.0069

44

19.3%

dfah*

70.1% 178/254 IFN/R
39.4%
14.5% 37
2 1
1 IFN/R 10 11
3 3
272
662
254 12
IFN/R 253
4
PEG/R
2
64
70 65
@ii) (iii)
)
grading staging HCV-RNA
stepwise
PEG/R
p 0.0282



60kg 80kg
2.984 1.549 3.579 IFN/R
0.0285 p 0.0119
12 /m3
23.46
(i)
PEG/R IFN/R
PEG/R
IFN/R
(iii)
PEG/R
IFN/R
12 /m3
12 /m3
16 /m3
Gv)
PEG/R 12
12 12
IFN/R 14 /m3
80% 12
12
)
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p 0.0001
10
6.849 10.732
12 /m3
12

b



SVR /

24
SVR PEG/R 6.7% 2/30 IFN/R 7.9% 3/38
SVR
PEG/R n 254 IFN/R n 252
45/72 62.5% 43/80 53.8%
n 152 0 0.0% 1/80 1.3%
IFNa -2b 26/50 52.0% 26/49 53.1%
n 99 0/50 0.0% 1/49 2.0%
24/45 53.3% 20/35 57.1%
n 80 0 0.0% 0 0.0%
16/35 45.7% 19/34 55.9%
n 69 0 0.0% 0 0.0%
10/52 19.2% 5/54 9.3%
n 106 11/52 21.2% 17/54 31.5%
IFNa -2b
SVR
80%
180% SVR
SVR PEG/R
12
SVR IFN/R
PEG/R
1.5ug/kg /
24 IFN /R SVR  21.2%
/
PEG/R genotype 1
PEG-IFNa -2b 1.0pg/kg 1.5ug/kg
C032* SVR 1.0ug/kg 1.5pg/kg
HCV-RNA
1.5ug/kg 1.5ug/kg
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1.0pg/kg 1.5png/kg
1.5ug/kg FDA
1.5ug/kg  1.0pglkg RC005*
800mg
RCO005*
12
6
7
IFN/R 24
PEG/R IFN/R 48 SVR
PEG/R IFN/R
IFN
1
PEG/R
3)
IFN/R
PEG/R IFN/R
IFN/R IFNa -2b IFN/R
1b 16% RCO007*
SVR
RCO07*
staging grading

47

SVR

RCO006*

SVR  genotype
44.8%

IFN



IFN staging grading
genotype 1

24

JPC-01-320-31 48 JPC-98-321-22 24

24

65.5% 165/252 68.8% 53/77
66.5% 69.6%

69.4% 175/252 74.0%**  57/77
70.6% 76.9%

24 SVR
44.8% 113/252 19.5% 15/77
44.2% 18.6%
*
34.3% 59/172 66.7% 38/57
37.4% 75.8%
*% 24
SVR RCO07*
48
24 p 0.0001 x 2 48 24 0.149
95% [0.074, 0.300] 48 24
48 24 SVR

Mchutchison JG, et al. NEJM 1998; 339:1485-92,

1998; 352 1426-32

12
Hepatol 2000; 33: 456-462

12

48 24

IFN/R
SVR

24

48

Poynard T, et al. Lancet

6

DiMarco V, et al. J

SVR



SVR HCV-RNA
HCV-RNA SVR
24 PEG/R  36.4% 12/33 IFN/R  40.8% 20/49
SVR 36 SVR
PEG/R 12 HCV-RNA
2-log SVR
SVR Hepatology 2003; 38:
645-52
PCR HCV-RNA
HCV-RNA 12
HCV-RNA
HCV-RNA Amplicor HCV HCV-RNA Amplicor HCV monitor
HCV-RNA
2004 4
24
HCV-RNA
24 HCV-RNA SVR
24
4)
IFNa -2b
PEG/R IFN/R 5%
PEG/R IFN/R 41.7% 3.6% 26.0% 2.8%
79.5% 67.6% 86.6% 74.7% 96.5%
87.0% 80.3% 71.1% 27.2% 18.2%
61.0% 52.2% 8.3% 0.8% 21.3% 14.6%
35.0% 29.2% 5.9% 0.4% 8.3% 32% vy
18.9% 13.8%
IFN/R PEG/R 5%
18.5% 30.8% 3.9% 13.4% 33.1% 41.9% 66.9%
75.1% 16.1% 23.3% 6.7% 13.0% 57.9% 64.4% 83.9%
90.5% 35.8% 42.3% 46.1% 52.6%
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28.0% 34.4% 13.8% 19.4% 77.6% 83.4% 5.1%
68.5%  73.9% 72.8% T7.9% PEG/R IFN/R
IFN/R PEG/R
PEG/R
IFN/R
IFN/R PEG/R
IFNa
3 14 4 1
IFNa 1
IFNa
PEG/R 17 IFN/R 23

20% 10%

50

10.3%



PEG/R IFN/R

65 65 65 65

17 237 23 230
4 23.5% 36 15.2% 8 34.8% 42 18.3%
5 29.4% 54 22.8% 10 43.5% 52 22.6%
9 52.9% 75 31.6% 11 47.8% 95 41.3%
2 11.8% 42 17.7% 7 30.4% 47 20.4%
4 23.5% 12 5.1% 4 17.4% 21 9.1%
9 52.9% 97 40.9% 2 8.7% 7 3.0%
4 23.5% 87 36.7% 12 52.2% 78 33.9%
4 23.5% 28 11.8% 3 13.0% 35 15.2%
9 52.9% 90 38.0% 9 39.1% 81 35.2%
4 23.5% 20 8.4% 4 17.4% 22 9.6%
5 29.4% 59 24.9% 9 39.1% 63 27.4%
13 76.5% 157 66.2% 17 73.9% 173 75.2%
3 17.6% 24 10.1% 6 26.1% 32 13.9%
23.5% 61 25.7% 8 34.8% 46 20.0%
2 11.8% 56 23.6% 9 39.1% 56 24.3%
15 88.2% 189 79.7% 19 82.6% 161 70.0%
15 88.2% 205 86.5% 21 91.3% 168 73.0%
13 76.5% 189 79.7% 20 87.0% 151 65.7%
10 58.8% 107 45.1% 18 78.3% 115 50.0%
14 82.4% 168 70.9% 17 73.9% 156 67.8%
ALT 5 29.4% 46 19.4% 4 17.4% 42 18.3%
3 17.6% 86 36.3% 10 43.5% 64 27.8%
1 5.9% 68 28.7% 8 34.8% 38 16.5%
0 0.0% 17 7.2% 5 21.7% 17 7.4%
3 17.6% 42 17.7% 9 39.1% 32 13.9%
4 23.5% 29 12.2% 4 17.4% 31 13.5%
6 35.3% 68 28.7% 9 39.1% 55 23.9%
4 23.5% 24 10.1% 5 21.7% 34 14.8%
5 29.4% 27 11.4% 5 21.7% 28 12.2%

PEG/R 11.8% 2/17
12.2% 29/237 IFN/R 21.7% 5/23 10.0% 23/230

PEG/R

IFN/R
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IFN

PEG/R

40kg 50kg 50kg 60kg
60kg
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(%
(%
40kg , 50kg 50kg , 60kg 60kg
n= 20 n=74 n =160

PEGR 20  (100.0%) 74 (100.0%) | 160 (100.0%) ( )
10 (50.0%) 24 (32.4%) 25  (15.6%) (34.4%)

9 (45.0%) 21 (28.4%) 34  (21.3%) (23.8%)

10 (50.0%) 28  (37.8%) 46 (28.8%) (21.3%)

15 (75.0%) 49  (66.2%) 91  (56.9%) (18.1%)

(35.0%) 21 (28.4%) 28  (17.5%) (17.5%)

9 (45.0%) 28  (37.8%) 45  (28.1%) (16.9%)

17 (85.0%) 48  (64.9%) | 109  (68.1%) (16.9%)

4 (20.0%) 4 (5.4%) 10 (6.3%) (13.8%)

(25.0%) 15 (20.3%) 21 (13.1%) (11.9%)

4 (20.0%) 9 (12.2%) 14 (8.8%) (11.3%)

18 (90.0%) 67 (90.5%) | 128  (80.0%) (10.0%)

(25.0%) 9 (12.2%) 19  (11.9%) (13.1%)

7 (35.0%) 13 (17.6%) 38  (23.8%) (11.3%)

IFN/R 27  (100.0%) 79 (100.0%) | 147 (100.0%) ( )
(33.3%) 19  (24.1%) 21 (14.3%) (19.0%)

(29.6%) 13 (16.5%) 17 (11.6%) (18.1%)

(18.5%) 2 (2.5%) 7 (4.8%) (13.8%)

13 (48.1%) 41 (51.9%) 52 (35.4%) (12.8%)

8 (29.6%) 14 (17.7%) 17 (11.6%) (18.1%)

10 (37.0%) 25  (31.6%) 30  (20.4%) (16.6%)

16 (59.3%) 48  (60.8%) 69  (46.9%) (12.3%)

(22.2%) 12 (15.2%) 17 (11.6%) (10.7%)

(14.8%) 8  (10.1%) 7 (4.8%) (10.1%)

PEG/R 25.0%
11.3% 35.0% 16.9% IFN/R

14.8% 9.5%
37.0% 14.3%

15%
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% (%)
n 165 n 89

PEG/R 165 (100.0%) 89 (100.0%) ( )
60 (36.4%) 9 (10.1%) 26.3%

72 (43.6%) 17 (19.1%) 24.5%

79 (47.9%) 22 (24.7%) 23.2%

58 (35.2%) 13 (14.6%) 20.5%

38 (23.0%) 36 (40.4%) -17.4%

31 (18.8%) 33 (37.1%) -18.3%

12 (7.3%) 23 (25.8%) -18.6%

22 (18.3%) 37 (41.6%) -28.2%

IFN/R 164 (100.0%) 89 (100.0%) ( )
70 (42.7%) 24 (27.0%) 15.7%

67 (40.9%) 20 (22.5%) 18.4%

93 (56.7%) 70 (78.7%) -21.9%

20 (12.2%) 29 (32.6%) -20.4%

58 (35.4%) 48 (53.9%) -18.6%

14 (8.5%) 24 (27.0%) -18.4%

29 (17.7%) 31 (34.8%) -17.1%

31 (18.9%) 31 (34.8%) -15.9%

PEG/R 79.4% 75.3%

IFN/R 68.3% 83.1%
41/47
PEG/R IFN/R 26.4% 67/254
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97 27.7% 70/253 96
PEG/R
bjed* 2 IFN/R
bydj* 2
PEG/R IFN/R
1 5 /mm3
4 1 4 1
1
10 /mm3
1 2 3 4 4 1
PEG/R
C034*
4% 84% 32% 78% 34%
40% 61% 29% 59% 24%
39% 21% 21% 2%

55

1a1

hbc*
12
PEG/R
1 IFN/R
60kg
(5)
97% 46% 95%
73% 56% 67%
58% 43% 47% 13%



64% 11% 48% 32% 35%

11% 31% 18%
2
gradel 41% 26% grade2 17% 3% grade2
32% 25% grade3 26% 18%
PSUR
2004 1 8 Schering-Plough SP
worldwide drug safety database 1
368 unique reported deaths
368 MedDRA 124 151
34 29
24 22 16
7 5 4
3 1 244
MedWatch 3
81 39 22
16 14
8 8 6
5 4 3
2004 1 8 2004 5 19 PSUR 34
8 4 2 1
2 1 3 2
1 34
9 3 HIV
HIV

5)
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(5)
PEG-IFNa -2b
PEG Co32*
1.0pg/kg
PEG/R

57

48

IFNa -2b 300 IU

PEG/R
C034*

PEG

PEG/R

grade 3



PEG/R 82 4 29.3%
24 8 48.8% 40 24 81.7% 67 74
4 56.8% 42 8 64.9% 48 24 87.8% 65
36 4 66.7% 24 8 72.2% 26 24
83.3% 30 IFN/R 82
4 24.4% 20 8 36.6% 30 24 79.3% 65
75 4 80.0% 60 8 85.3% 64 24
97.3% 173 34 4 91.2% 31 8
97.1% 33 24 100% 34
grade
8.0 9.5g/dLL
9.5 11.0g/dL
11g/dL
grade 500 750/mm3
12 1,000/mm3
7 /mm3
8.5g/dL 500/mm3
5 /mm3
4 1 4 4 1
PEG/R 3 8 IFN/R
2 12 16
PEG/R 4
IFN/R 1 2
PEG/R IFN/R
8
IFN/R PEG/R

58



PEG/R IFN/R

PEG/R IFN/R

IFNa -2b
8
7
14g/dL 14¢g/dL
2,000/mms3 2,000/mm3
12 /mm3 12 /mm3
60kg 80kg 40kg 60kg
80kg 100kg
65 65
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6)

7)

genotype 1
HCV-RNA
2/3
PEG/R
1 3
4

IFN
1.5png/kg

C

C
1.0pg/kg

60

2

1/3

24



PEG/R

14 4

2. GCP
GCP

IFN/R

61

24

24

SVR

12



PEG/R 48 IFN/R 48

IFN/R 24 SVR
47.6% IFN/R
PEG/R 7
13 3 30
C C
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16 8 10
50ug/0.5mL 100pg/0.5mL
150pg/0.5mL
-2b
16 2 27
200mg
16 2 27
A 300 600 1,000
2b
16 2 27
1
1.
®
1)
IFNa -2b
2 7.5ng/kg 1
4 5
PEG-IFNa -2b IFNa -2b
PEG-IFNa -2b (1
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2)

PEG-IFNa -2b IFNa -2b
PEG-IFNa -2b 0.5, 1.0, 1.5ug 1 48
315 297 304 5%

7 8% 4 6% 7T 12% 7 10%
5% IFNa -2b 300 IU
C033* PEG/R
IFN/R PEG/R IFN/R
1
2.
®
1)
C 1.5ugkg 1 1 4
Cc028*
CYP2C8/9 CYP2D6
28% 67%
2
1
PEG/R
48
IFN/R PEG/R
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2)

3)

PEG/R

IFNa -2b

IFN/R

PEG/R

PEG/R

65



PEG/R

PEG/R
IFNa -2b
IFNa -2b
() PEG/R
()
ALT
Hb
4)
genotype 1 IFN C
1.5pg/kg  1.0pglkg
48 SVR
2005

66



5)
60kg

IFN/R

5kg
600mg
60kg

60kg
80kg 65kg

13mg/kg

PEG/R 48 3 IFN/R 48 8

PEG/R
400mg 45kg  65kg
1,000mg

45kg
800mg 80kg
80kg

6)

65 17

60

67

Grade 2

60kg

IFN/R

PEG/R

40kg  45kg

13mg/kg

45kg

600mg 65kg

60

IFN/R

IFN/R

800mg

80kg

40kg



IFN

PEG-IFNa -2b 1

()

PEG/R

PEG/R IFN/R

PEG-IFNa -2b
PEG-IFNa -2b 1
PEG-IFNa -2b
PEG-IFNa -2b
PEG-IFN
2 PEG-IFNa -2b
IFN
IFN

(1)

68



PKah*

4
7
PEG/R
2)
3
8)
2
PEG-IFNa -2b

PEG/R

150pg/0.5mL

69

p.37

PEG-IFN

50ug/0.5mL

C

oy

C

60

100pg/0.5mL



1 la 1b HCV RNA
-2b
1 1.5pg/kg 1
200mg
1. -2b
C
(1 HCV RNA
2
2. -2b
C
1 la 1b HCV
RNA
-2b
-2b
1
1 60kg 600mg 200mg | 400mg
la 60kg
b HOV 80kg 800mg 400mg | 400mg
RNA 80kg 1,000mg 400mg | 600mg
60kg 600mg 200mg | 400mg
60kg 800mg 400mg | 400mg
-2b
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A 300 600
C
1.
(1) HCV RNA
2.
(1) HCV RNA
2)
HBe DNA
C
HCV RNA
1 1 600 1,000
HBe DNA

1 1 1 600 1,000
1 1 300
1 1 300 1,000
2b

71

1,000

-2b

-2b

-2b

ImL

600

600



