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BT DU A NV AZREH R (HCV-RNA ML) 8 X OAELEEE (ALT (GPT) IEW1 k) Ok
AR 1, rIFN o -2a BE T 15.83% [95%CI: 7.2~27.0%] (9/59) . =A< A 90 u g #ET 20.3%
[95%CI : 11.0~32.8%] (12/59) . f%ﬁyX'wougﬁit262% m5%CI:w7~350%]
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ARl (B=) (THBERFTE -7,
K1 FARHE  ARBRCI3# 5B A o ALT (GPT) ERIER CTho7ht. PHETRRE) & L TR
INZ Tz, HIERAEGIIE rIFN o -2a BE 15 6], ~$0 2 % 90 uglE 15 . <4+ 2 180 ugltf 36 72 5 7=,
(V-5. HRRAAES )

(3) BRUBMEISEIPEATRIZIT 5 ¥ A v AMAEDBEIZ IV TEIPN G TI/ITFREA SR (HBe 155

(4)

PEFNZ R T D ED FESMRER] 2550 L, EEMMIEE (MEERNRMITEE) CTbh o &5
TH# 24 BREOEAFHMOA 22 [95%CIL] 1%, ~<H A 90ng + 24 H#EE 4.9% [0.6~16.5%],
NI A 90pg - 48 EE 17.1% [7.2~32.1%], ~747 A 180pg - 24 #HH#f 9.8% [2.7~23.1%].,
AT A 180pg - 48 HFE 19.5% [8.8~34.9%], HLBI - 24 ¥ 7.0% [1.5~19.1%] 72> 7=,
NI A 24 BOFEREF2, NI R A8 BOFAE2 I L OVHLBI BEO A= [95%CI] 1%, £
Zh 7.3% [2.7~15.2%]. 18.3% [10.6~28.4%] L 7.0% [1.5~19.1%] 7=-7-, HLBI £f
EDBEHEDZE [95%CT] (X, _HT TR 24 \OFERE, ~HT U A A8 BOFARET, TNZE4H 0.3%
[-9.1~9.8%]. 11.3% [0.0~22.6%] TH Y, ~<H T A 48 WHFEHETIX 95%CI NIELHHE~—
T DO=T%% LElo7-Z &b HLBI B & OIELTER RIS, 24 G120V TIIESME
TR ENR Do, UEDORERI Y, T A% 48 B 5128\ T, HBe HifED B A
PEF RIS BT DA IMER R ST,
¥2 B L WRBNC 2 FE(90 ug+ 180 ug) % PR 7= B¢
(V-5. FRRAFES )

BIER (BARMAEEORTE 2E5T) X, LFTO@EY Th b,

(Il. Zz4t: (A EoFEES) (BT 2HEESH)
C BUBMENTFRIZEIT D T A L AMIE DU :
ENERARRERIZRBW T, BeMiHMioxtg L7 o7 279 FlizBW T, BWER (EFRMmAED 2
WEETe) 12278 (99.6%) IZFRD LTz,
TRBIERIZ, 1791 (64.2%). HE¥E 173 1F (62.0%). JARRK 171 1 (61.3%) % TH 7=, BIWEMAL
L C ORI, FhEkEd 220 £ (78.9%). M/MRIEAD 209 £ (74.9%). HILEKEA 203 4
(72.8%) %Th -7, GHREBMAKZRR)
TLERGEHIAES ((EHAGEA, FreEf HGETR A, ik ik iR ek, B i 7e 14 il R 3R )
IZBWT, ZRMFHhiOX5 L 72 o7 2382 filH, ERRRAIE D 5 2 5T RIMER- A 1560 B
WD BT,
FRREWERIZ, R 296 1 (12.4%). T AR 291 1 (12.2%). & 5 HE 160 {4 (6.7%) HTh-oT=, BUE
A& L CORFEMRAMORTEIL, /M 624 1 (26.2%) . 4F Bk 495 14 (20.8%) . M Bk 328
(18.8%) HThoto, (BERAK T : 201849 A)

B AUEMETE BT R ICI 1T D T A VA MSE DO -

EINEERRBRICB W T, ZeMERMEoR%R L 7e -7 225 BIEflicBW T, BIER (BRERAE
DERFEET) PRD LT,

TRBIERIZ., 38161 1 (71.6%). HE¥E 147 1F (65.83%). J AR 142 1 (63.1%) %S TH 72, BIWEMA L
L COBRKRMRAMO BRI, ek 191 #F (84.9%). B ERED 149 1 (66.2%). ALT (GPT) #0115
7 (51.1%) & Th o7z, (GHEEBIMAZREE)

FrEM GRS I B W T, ZaMERHMEOX SR & 7> 7= 536 i, FERMAME D RE %2 & TeF|
YER DY 256 B2 BTz,

TARBEMIZ. FBEB1 6] (9.5%). AR 26 # (4.9%). B8 2241 (4.1%) % ThHho7-, BIEHELTD
FEPRMRASME D BE X, P ERD 74 B (18.8%) . M/ IMiEA 72 B (18.4%) . HMEREA 52 i (9.7%) % T
bolo, (BEAKTH 201843 A)

BERAREWEME LT, BEMEMZ, MEE, MRS, 5 of, AZSE. BAER, BukiE, BeemiTeh, I
MERERD, MEEERIERAE . BBk (2,000 1 L AS) . /A (50,0001 0 LA . &ifn, FRIFEREE, Mtk
PR/ NRIBD PEEREER  (TTP) . IR RFEIEGERE (HUS), FFROHME, FEEEE, 3 OmEmis, O
AE, DARE, BolE, REEAR (LSRR . DAFZE, ORISR, BmiE, MHim, gE, MigEieiE, Bk
M R CAMARIE, RMHEEE, Bk, A%, $5L. AR, SBAERER (FRoEmma) . BiRm (1
IR N2 ] HORIRESRE R BB REIRIRIEERE (Stevens-Johnson JEMERE) . i3 B AERIMARIE (Toxic
Epidermal Necrolysis : TEN) ., ZJEALEE, #fif, SMEBEEE, 7 o —BREGFER, W& B CFif, s
WSS, BRI, v a v, MEBEESRE STV,
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1. BR5E4
(1) M4
NI ACE TEIOu g, XA A TH 180 g

(2) *4%
PEGASYSe for Subcutaneous Injection 90pg, PEGASYSe for Subcutaneous Injection 180ng

(3) BAFDH%
PEG &% Mm=PEG+ Synthesis (&%) =PEGASYS

2. —H4
(1) #& (&%%)
R HE—Tzay TAT 7 -2a (BIsTHEEZ) (JAN)

(2) #4 (@45
Peginterferon Alfa-2a (Genetical Recombination) (JAN)
peginterferon alfa-2a (INN)

(8) AT L
PSRN

3. BEAXITEHER
NP BE—Txay TIVT 7 - 2a DS

0
|

CH;OCH,CH, (OCH,CH,),— 0 —C — TH

mPEG
&(CHy),
| Lysine
a CH
/\
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rIFN o -2a OFEE
1 Cys—-Asp-Leu-Pro-GIn-Thr-His-Ser-Leu-Gly-Ser—-Arg-Arg-Thr-Leu-Met-Leu-Leu-Ala—GIn-
21  Met-Arg-Lys-ILe-Ser-Leu-Phe-Ser-Cys-Leu-Lys—-Asp—-Arg-His—Asp—Phe-G|y-Phe—-Pro-GIn-

L
41  Glu-Glu-Phe-Gly-Asn-G|n—-Phe-GIn-Lys-Ala—Glu-Thr-ILe-Pro-Val-Leu-His—Glu-Met-ILe-

61 GIn-GIn-ILe-Phe-Asn-Leu-Phe-Ser-Thr-Lys—Asp-Ser—Ser—Ala—-Ala-Trp—Asp—Glu-Thr-Leu-

81 Leu—Asp-Lys—Phe-Tyr-Thr-Glu-Leu-Tyr-GIn-GIn-Leu-Asn-Asp-Leu-Glu-Ala-Cys-Val-ILe-
|

101 GIn-Gly-Val-Gly-Val-Thr-Glu-Thr-Pro-Leu-Met-Lys-Glu-Asp-Ser—ILe-Leu-Ala-Val-Arg-

121 Lys-Tyr-Phe-GIn-Arg-ILe-Thr-Leu-Tyr-Leu-Lys—Glu-Lys-Lys-Tyr-Ser—Pro—-Cys—Ala-Trp-

141  Glu-Val-Val-Arg-Ala-Glu-ILe-Met-Arg-Ser—-Phe-Ser-Leu-Ser—-Thr—-Asn-Leu-GIn-Glu-Ser—

161 Leu-Arg-Ser-Lys-Glu

PFRARUDF=E
DFR A F =Ty TAT7 -2 GBEFHEMRZ) :
Cse0H1349N227025559
SR =F L7 a—)
OB TDa ke 7 HICHAR=AVEEN L THTFEH 20,000 %4k
YDEF) AR VRIZF LT a = EHR 1 RKTOELTZL0NBRD5,
: %9 60,000
A2 —T7xuy THAT7 -2 (BIEHEZ) 518 19,236.87
DR =F L7 a—v o A8 40,000

&
‘_H
il

tF8 (@MBE) RIEHXE
BN

BR%. A4, BS. E5&S
B %5 : PEG-IFNa-2a
PRI % - Ro25-8310



M. BxE7 BT 5I1EH
1. YELEEMEE
(1) 4487 - K

HEAVEH O TH 5,

(2) BfEHE
BARR/NA

(3) WEH
PPN

(4) Bhm (DfER). #m. BEA
M ER e L

(5) BEEBHEHN
AR L

(6) NERH
PSRN

(7) 20D ELRMEE
pH : 5.5~6.5

2. BB DERERTICETSREN

BRI %ﬁ%% L RS R
ERFRER —70°C R 7oL oRwes |10 3, 6, 9, 12, bl L
18, 245 H (100%*)
iR 5C R Fobv' Lo |10 3, 6. 9, 12, b7 L
18, 24f4 A (100%*)
R 25°C/ R 7L UgEs |10 8, 6, 9, 12/ H | PEG-IFN& & O
60%RH e B, 61 A LA
B DIRAE CIEBUSE IR
wL7=, (34 AH :
89%*. 61 H : 67%*)

BRIEH - Mk, pH. PEG-IFN 7= A FE & &, #ERBR, HfaABk
*BALAEE A 100% & L CHR&H O PEG-IFN - A B E &G BOEER2F R LI,

3. AR DHERRARE. T
fiferd iBRIE
(1) oA 21EMEC
(2)&B7wmmmﬁﬁmié
=ik
(1)% B
280nm Bl
(2) 71
et VSV (KIEME DN Y AV R) 125D MDBK fifid (v > Bl ik bimia) (2%t
T 5 ARSI R 2 B ET D,

DWIEEERIEIEIC LY A HEGREZRD D,
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1. Flfz

(1)

(2)

(3)

(4)

(5)

FIHZ DX A
EFAl (31 Tv)

HHN DN R UK
PRIR - A~ BEE ORI O’

#Alo—F
YL

SFI D%
pH : 5.5~6.5
BBIEL - 1.2~1.5 (EHAERIZT 5 )

ZDfth
TESIAI DR T ORFERIR AR« EHR T A

2. HEIDHERL

(1)

(2)

(3)

BUES GEMERS) DEERVHMNF

W 5e 44 NV ARZTFEIOLg

N AZTE180u g

1347 (1.0mL)

NP R =Tz TILT 7-2a
GEfofHfaz) =1

90 ug H2)

CEle)

134 7/v (1.0mL)

NI B =Ty TILT 7-2a
GlfoFrfz) =V

180u g‘EZ)

13474 (1.0mL) H
RUUNNT I a— )L
AU YV L_— K 80
L2l RV il
K IERE

b (o Rl NN
(pHFHIAI)

g & U o LKF0W
OKHERR

IRANF

10.0mg
0.05mg

2.617mg
0.0462mg

8.0mg

B

i

1) AT, RBEEZAVWTRIES D,

B2 A& —7xuy TNAT7-2a (EETFHIRZ)

EMREZENEE
BARSAYA

Be
PARPANA

3. RHBEBEDOHEBRRVERE
AR

4. Aif
M LN

LLT




5. [EAT DFAIBEIED &b 5 RHY

HRAEH rIFN o -2a %

6. HADFRBEHTICEITIREN

RAVZAET:XOug
PRAF 5 AT RE M ARBR A T
FE IR R 5C Hor& B 487 H VX (RSP (96%*)
(AT I)
25°C,/ 5§ <8 614 A T2ABEEEREDODO TN RO T-H,
P - 60%RH (AT V) BN TH -T2, (89%%)
i 15C I HE LA 1215 A A7 L (97%%*)
(AT I)

BIEEH - MR, pH.

* BHAAIEA 100% & LT PEG-IFN /A BB & BEDORIFRAFR LI,

RAVAET:X180ug

RYEMERR, . PEG-IFN 7= A A8 & &, MERER, XU U7 va—LVEg, HiliidbR

PRAFZRA: PRAFIERE 1) Eil AR
EMtRaAE | 5C S 4814 F R L (94%%%)
(LT L)
25°C/ oA 614 T Ao B B B DRI 70 6k
60%RH (AT L) D ERBDTN, BUEELLN
. ThoT-, (90%*)
TERR 15C i | 12 A A B D S A
(AT I) D EBDTEN, HMSELLAN
ThoT=, (97%**)
N EMERERE | — otk d HOHRRE - 1205 Tux-hrld | TLAAEE RO 2380
(AT IV) 30 T, HRELLN TH -
VT ERAIMS = R L — 720 (97%%**)
200W - hr/m2L/ F

HEEE R, pH, NEMMKL T, PEG-IFN 72 A BB &, fiERER, X U7 v a—vag, iR

¥ OSHRII NS TR TV IETEV, REICAN T LT,
% BRIGEER 100% & L C PEG-IFN - A BB S ®E0BEREFRE LT,

7. ABERUVBERROREN
RN

8. hEFlLDEEEIL WMEILEMZEIL)
MER e L
<BE>
[(FRELDIE] 14 BRALDIE
14.1.1 KA OBRA & OIRFEEITHRN &,

9. AHM™
EA=RRANA

10. &&%E - 8%
(1) FEHNDELGES - A&, SEIRHREESR - BRCHT H1FR
L



(2) g%

NH VAR TE 90ug: ImLX1 /34 7L
NH VAR TE180u g : ImLX1 734 7 v

(3) FlREE

BARR/4A

(4) RB[OME

11.

12.

BECHEHD T T ARASA T L

AERE SN D EMEE
Briop L

Z Dt
A L7



V.

1.

3.
(1) RERUVHAEDHEHR

ARICEY S1EH

I ESES
OC BUBVEFRIZIIT % 7 A /v A UE D
OB RIEMEIEEIMEIT R ICI T 2 7 A /b ZMUIE DU

. PREEXRIIHRICEET HEE

5. DEEXRFHRICEET 5EE

(CEISHFRIZHBITDVA I AMIEDLKE)

5.1 HCV-RNA 23[tETH 5D Z & KOG INT Piine, i/ MRESEIZ XD | BYEFR T
DL L EMERTHI L,

(B EUSMSEENMERF R ICBITH 941 L RAMEDRE)

5.2 HBV-DNA ®OHITEEIZ L0 T A N ADOBIE AR T 5 2 &, KOG SUIAF i ke,
M/REEZ LD | TFEEZ D72 WEMEEIEITR CH L Z L 2T L, £72.
A RTA %, BFOERESR L, KA OERPEY) & HEr SN BEICERETHZ L,

<PERD

5.1 k5.2 AANL, C AUEMEATI, B RUBMIEEMEATRICE T D VA VA MIEDLED 728 D
HANITH D, KAIDBREXNTNRLIS DIFRA~DE 2T D720 DIER & L TResi L7z,

RZERUVAE

(CRUSHMRRIZE T 54 L RIMEDHE)
IS 72> Tid, HCVRNARGMETH 5 Z L 2 fEd L7229 2 TIT 9,
W, RANCIFET A =Tz TIT7 7-2a GBI HZ) 10 180ug (f ¥ —7
=Ry TNAT7r-2a (BIEHEBEZ) L0 Z@E 1B, ZTFICRET D,
AFNIOBEHAIZEE L TIE, BEOREEZZE L, E, PIESEo@Ey R nEz2iTro 2 &,
BEUMSMFEIMIFRICE T E94 L AMEDRE)
fERIZ®HT=> Tk, HBV-DNA EDORIEEIC LD VA NV ADOBEZ R LT- 9 2 TIT 9,
W, RACIIRI A 2 —Tzay TAT7 7-2a (BIGFH#IZ) 1B 0ug (¥ —T =
ny 77 7-2a (B Z) & L0 &l 1E, EFicEET 5, ek, 4, HBV-DNA
wEEILNCT, 1EOREGESX 180ug &5 N TX S,
AR OBHIZEE L TiE, BEOREZZBE L, E, TIESomMyeLEz175 2 &,

(2) AERUVHAEDRERE - R

'V—5 (3) HERICRERR &R

4. RERURAECEHEY HEE

1. BERUVAEICEET SIE

1.1 KEZ2EMERG T 2568120F, BRORELOCEIEROREZZE L TREZITV., 2HERN
RO LNIRWEAIZITE G 2R IET 52 &, ek, 8 HEBX TARZ KL LI2GA&0A%)
P o ZZAVEITRESL L TR0,

7.2 C BUBMERFRIZEBW T, ARAIOLGHIRIL, BRSDEER OCREWEH OFLE 258 L7203 HIE
EIZHRET D0, 85 12 @ TRHENRBD LNRNESICITHK G2 P IET S L,

1.3 B BUBMEIREMMEIFRICI VT, RAIOE G-I, BRDFELOEEHOREZZRE L
MNOEEIZRET D &, AFNC X HEER BRI 48 B Th 5, [17.1.2 ]
7.4 B BUEMIEEBNEIFRICBW T, AFOHFGEL LT 180ug ZRINTHBICIX, BEOFE
i, HBV-DNA &, BEE. BEAORES 2 EZE L 2N bEEICRETSZ L,

1.5 AEIOEGIE, TROBABREMZHERL THroETLZ L,
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RAHEE B 5-AifE
IR ERER 1,500/ u L LA I
I N 2 90,000/ u L LA |k
NET R UE 10g/dL LAk

7.6 AFNOBWEXIIPIEZVEL T2 REENSEEORER (BEREERY 25T 21V
%énfmémf BT ORIWER 2384 2 /REME O @O ABRE T # 5-BAART O iF K A
B FRR D FHE WA Tl & G-BE D 2 ENTFEHIAGE S E 5 2 &, [9.1.1-9.1.9,

9.2. 9.3 ]
1.7 RAEH-AFIE, E%m CIMHRFRORRAS & 50 L. AR ERER. /MR, ~F 7 e B RO
DRFEBLT-HEIZE, TRESEBIZL CHEZRET L Z L, 72720, /M 25,000/

uL%ﬁ%rLt Elix. AR K BEFEORIEEZEET S L, [8.1-8.3. 9.1.6, 9.1.9,
11.1.3. 11.1.4 4]
C RUBMENFRIZEIT D 7 A L AME D

A I H Efil AH
RS 750/ 1 L i 90 u g i
500/ u L i Hk
RN 7% 50,000/ ;1 L i 90 u g [T
25,000/ 1 L Al ik
NETSu v B 8.5g/dL AJiis Wk
B BUEMIR BT R I81T 5 U A VA MIUE D k2
T TE H Bl AH
T ER S 750/ 1 L A5 e |
500/ u L i Hk
RN 7% 50,000/ 1 L Al e BT R
25,000/ u L i ik
~E/ut R 8.5g/dL Al L
<>
71 EWNEERRBRICEB W T, 48 A 2 TAKIZ &5 LI GE OF 0 - ZarEidmER s Ty
RN TeHFiE LTz,

7.2 C BUBVERFR A ICxHT 2 ENE DR HEBRICB W T, 5K TH% 24 BIFO T A L A%
BN R NE RN & 72 - TIEFNC SV T, HCV-RNA O F)EIFEMALE & O BIR %2 214l L 72555
P RRITRLT,
rIFN o -2a BEIZBWTIE, AR 8E 4 £ ClcoElEmeniBzo sz, —7F.
PEG-IFN 180 u g BEICRBWTIE, AZMID 5 B, 92.9% (39/42) /3% 5- 4 Bl £ TIZ, 97.6%
MUM)#&%S&%&T‘IKWRNA@&@mh WD B, ARBlEs S 20 HE

=X APRGAY .
BN 5 HCV-RNA #lEIRa A bR A
e 5 rIFN « -2a 9MIU PEG-IFN 90 g PEG-IFN 180 g
Bk | BEtEACBA B | B |FREAR B S| Bk |t sl A 25
H5hB 12 15 42
A A b B
438 12 100% 10 66.7% 39 92.9%
8 # 1 6.7% 2 4.8%
12 8 1 6.7%
16 ¥ 1 6.7%
20 i 1 6.7% 1 2.4%
24
28 i# 1 6.7%

11



7.3

7.4

(= N T/ TR G AR 35RO HBe HURBIPED B AU MEEMMEAT /A 12T, PEG-IFN48
HEEGOFARE (90 n g 48 WM 5HE+180 1 g 48 MR H-HE) X, A ¥ —T=nm 7T
77 (NAMALWA) 6MIU i 3 [5] 24 I G-FRICRT L, 5 T% 24 RO E AR
DA DR TIELPEDGEA S, PEGIFN24 & 5068 (90 1 g 24 M 5HE+180 1 g
24 AR GHE) TIXFEH S 7pho 72, £72, PEG-IFN48 i fi#% 5-0F &8 O PEG-IFN24
WG OFEREOEE TR OBANEIL, TNEI18.3% KN T7.3% Th o7z, TD I Lk,
HBe HURBED B RUSPEIREIEAT &K BE 2B\ T 48 B 512 L D ARMED R Sz,
F7-. HBe HUREMD B RIS MHIEENMEAT I EE 123517 5 HBV-DNA 4.3Log copies/mL AJifi
DEMR KON ALT 40IU/L LA FoiERE= 1%, PEG-IFN 90 1 g # 1 [A] 48 AR 5- 21T~ 7=
LA T, £ 37.5% (12/32 #1) K r68.8% (22/32 #1) TH Y . AHK| 180 g ¥ 1 [1]
48 W G- 24T > T2 BETlE. ThZ2h 37.9% (11/29 %) } 1Y 65.5% (19/29 %) TH -
oo TOZEMD, 48EMTEHICIDAIERN RSN,

ALY | TBRUEMEIFEIMEIF RISV T, AAIOF G-I, BRI L ORIER ORE %
BB LN SEBICRET D Z &, AENC L DEEAER) 215X 48 <D (TV—5.
ERIRAFE) OB, | & LT,

B BUBMEIREMMEIT A 25605 & LIZENERRRICBW T, BEFERSCBEREAICE->TiE
180 u g B HHET, 90 u g WHHEL V EWIIRNRD DR R ST,

HBe HURGIEBRE OZEITBW T, 35 Ll EOBRE TIE 180 u g B 5HET 4 BlicHRhMEN
BOHLNTDOITH L, 0ugHEEHTITRDOLNT, HBsEura X"—T g 3180 g &
HGREC2HNTROONTZDITHK L, 90u g BHRETITRO bV o T,

HBe Uizt B OLAICB T, BIRFHITEE Ch 5 5.4 T HBV-DNA 4.3
Log copies/mL ARJfi DR, 90 g 48 I GHET 78.1% (25/32) Tho7-DIZxf L,
180 1 g 48 HHEGHETIZ 93.1% (27/29) TH Y, &5+ HBV-DNA &E&EEOHERE ITI W)
T, 180 g HERETIZ 90 u g e 5HEL Y HBV-DNA EBMESHEB L, @ oA L A4HI%)
ERELNE, S5, #ERTHOBEMMC YA NV ZABPBRHEBRAUTIETL, 20
AREEDN A B ZR I LU & Fifoe L 72 FRAE 7 180 1 g 48 B % 57 TRR oD H L7278, 90 1 g 48 1
M 58 TR e o7z,

Z D12, BANEBMEITEIERFRICEB VT, 180 u g DF G L HBE T & Ll L7=23, AFlO
FehEE LT 180 g I 2BRICIE, BEOF ., HBV-DNA &, EERZIE. BEHO
FRESZEE LN OEEBEIZRET HILENRD D,

7.5 EEORWEMORERZY; T2, AFIFREGFBEHIER T~ S BARAEMEIC O W TR L,

7.6

7.7

TP EREL. MV D 1T BN SUXEANOBRRERIC I T A L L TRES -
BEMECTHD, ~EZ/ 0 BOEECOWTIHIZED bR TN o272, ESNGRA
LEICHESEHE LT, AR OEEGZBAT 202, LT IMEMRAZ I L, i PEREk, i
IR, ~EZ R ECEOWTILNOEREREDS, FiLER 1,500/ u L A&, 90,000/ p L &
fii, 10g/dL A DIGFAITIEL, ARANC L DIRFITFG L 72nw2 &y

HEORWER ORI A, < 72, % 5-BRIART O MK A DR 5 . BE O EREL . MM,
NEZ B EVEOWT I RGO EEEIOEWVEF O, HEICE G TR & B TERR
FELTWRNRE, BRI 27 O WEBRZEIZHOW TR ST L5247 5
VN D,
EZOUH CETIE, HEFMEOZ%E L L TROBEMIZOWVTOEELEHIN TV,

M7 V7 F=>  E5 ERED 1.5 5K

FURIRA AL (TSH), A a%i v (T :

EFES 5 WDIEH RIS RE S EIc 2 > he— L& Tnd Z L,

MFHRERE. /R, ~EZ u B BORMICIHOWTIE, ARIERR P TREICR S XL

Wi, EEORIERICE 2 BENRD B, B R ERREC & > TR R 2R L
)RS AT 5 BB 5 1= ICHE e, FPEREL. L/ MBIc >V T, [E B

12



Bl AHE, PIEEEATH L, ~EZ om0l T, ENICBWTRHRES
NTWehotzZ &b, ESNGRASCEICBIT 2AFIL U Y OO IR L S
B\ LT,

A TIEUNEY D EDHRABEIZONWTIEAZE STV,

5. BRERAUR

(1)

(2)

(3)

BRIKT—2 /Ny r—o
[C BUEMERTFRIZIIT D 0 A )V AMAE DS 13 2009 4 3 HLURTOKR TH H72Di% 8 L7
Y,

B RUEMEEBEATRICE T D VA NV AMIEDSGE | DWIKT — /3y r— GHIE R

A4 s g 55k wh5 | &5
(348 No. AT 1 5885 | s
HEIEH1L PEG-IFN : 90, 180ug

” e | AATEER 8 1 T 24 3
W%g\/]glot?lﬁ';'?m% ESien] AvB=7z0v Th77 (NAMALWA) : | Xi% | 268

=ty 6MIU 48 ¥

W 3 [BIR &5
BRERZEEREAER ¥

AR A B A 36 BT A v H—Txn T)T77 -2a (L% PEG-IFN) 90, 180 & UX 270
pg ZEERE12 4o, HEIR TG Lo METEE L. WO L5545 70 KR
THEEIZE L, Z0%, RO —MEOHKZR Uiz, R (te) OVREIZENE
HU 40 FERE], 33 HFE, 43 B CTH - 72, Cmaxe AUC [THEEICHAI LTI L, PEG-IFN #J[H]
B HREORNENRE TN 2 n 3 2 L VRIB S T2,

TEMEIZBWTIE, BEALEAEFZIIVWTN LA OA v ¥ —T7 cu VAT TRHISND B
DOTHY AEFROBIFEIIHBRAANIEN U7, ERAFFRITIE, U BRI,
SER. MO, Buk, PR, %, CRP L&, R ThoTm, £, BHERA
EHGL LT, 270u g DO 1HNZRBWT T U REioER . TV R EORA] 1282 ARt
M OIEE DGR =, FRTIREO M T2 < BalBl 2 THAR L=,

FRRIN-AERVAZF CREMEFRXICBNTEIE180us 2B 1 BRTHSTHDS, F£1-. BRIEHWE
FEFRICEVTIX 1@ O0ug 8 1 BETHRS. F#r, HBV-DNA EFICIHLCT, 1 180ug £FH &M
TE %

RAERGIFERHR?
A B —7 U RIGHED CRUEVERT IS A 240 6 2t R ISR BR N 2 S -, ik - R
PEG-IFN 90ug (59 f5) F721%180ug (122 %1) O T#5 (118 48 #[H) L& .
ﬁ%ﬁ&bfﬂmmx%%@Muﬂwﬁn@mmm&5<ﬂeﬁz [ [#] % D% 3 1] 22 JH[#])
RE STz,
ﬁ@@mowfﬁﬁ%T%24@%@?4»;%%@%(uT¢4wx$%%%>%ﬁﬁbtﬁ
B, 180 u g BEOB IR 36.1% (44/122) TH Y, 90u g #ET 27.1% (16/59), rIFN o -2a #f
T 20.3% (12/59) &, 180u g #E& 90 u g FECHEMRIFRNENTO b, o, ARANX
EUA N AR (2100 KIU/mL) OEFNZEWIENRRDO B, Y=/ XA 7 1b z’JVJm 7 A I
A BOIEGNZ KT D 7 A VAR IX, rIFN o« -2a BT 5.9% (2/34) THo7=DITRL, 90
g BECTIX 12.6% (4/32), 180u g HETIX 15.5% (11/71) THY, V= /) XA T 2 D@ A )V
AEBEOIEFNZRLTH, 180 1 g BEIX 76.2% (16/21) & rIFN o -2a BED 28.6% (4/14) 2L
RO AL SR &)Eﬂto — AR A N ABOEFIZH L TIE, Y= XA Tl LTS
FER CH 2 RSy WAL e
EYENE 7 /5 7:ntz/i*ﬁ§ 180ug BE. 90 g BEM N rIFN o -2a BECENEN 7.4%.
3.8% M N 24 5% DFEIKThH -7z,
HEFEL IR BRAMRE OB RIL PEGIFN B L rIFN o -2a BHEWF OB 5 S 100%
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THY, 1FEAEOFEFRIIRNEBBENEETERVEEH TH -7, 180 u g BEIZR W TIX
AR DL EORIVE] DI 49.6% & rIFN o -2a BED 94.6% DRI TH »7-, ERFEH
R, FBE R, AR, HPEREAD . B 7R ETH Y | rIFN o 2a BECHRBLL- D
DL TH Tz, Flo, rIFN a-2a BEIZHL L, 5B, EE JARK R EDA 7 v v FEk
JEIR DR B RIIAFNH GHE TR . ARG W TCIEER 2 EOREJEIERD rIFN o -2a
RECEE LZ < 3R BTz, IR RAE R TIX Y BRI | /MR EaED | AR BRI 28 rIFN
a-2a FEIZHE LAKIBR GRECE RO LN, EERAESESEZEI LOTEHZRL, WIihd
FehGrp ik 203K TEIEIE L,

PLEORHEN S . ABIOERNIZEB T D A8 O 2MEN R S, AK) 180 1 g IZENIZEH W T
BEhoRZEIEHTEIHEEB 2 DL,

CCREMRRICEVTEARSN-RAZRVAZZ1E180ug 28 1 AIRTRS5TH S,

(4) HREERIEAER
1) BIHAREIEAER
<B EMSMFRENEFRBEICH T HEESY

HBe HURMEN Ot B RUEMTE BT B 2 xt5 & U CENE I1/IFE B R 5U5R 2 52

L7z,

HBe HUF B D B AUEMEISEIETF R BE I L TEA v & —T7 za . 77 7 (NAMALWA)

6MIU i 3 [a] 24 ## # 5% xR FEfE L, PEG-IFN 901 g X% 180 1 g Z3 1 [1] 24 MR XX

48 MG Lz,

HBe fUEFEM O B BB MR EIPET R BE I L CTIX PEGIFN 901 g XX 180 u g %3 1 [7] 48

A LT,

HBe HURBGMERBEICB T 5 G8MEICHOWNT, B TH% 24 HEFFO HBe tu a3 X—T g

HBV-DNA 5.0Log copies/mL Ajii DR OY ALT 40IU/L LA T OFERLOE A FHEA 23015,

PEG-IFN24 [ #5-0ARE (90 1 g 24 MK 58E+180 1 g 24 WM 5-8F) . PEG-IFN48 i# [#]

H5OFERE (90u g 48 M5 RE+180 u g 48 W GHE) KA v F—T 0y TALT 7
(NAMALWA) # 58T, £ 21 7.3% (6/82)., 18.3% (15/82) &Y 7.0% (8/43) Th -7z,

PEG-IFN48 H& AL A v 2 —T7 x2uy T 7 7 (NAMALWA) #58E L 0% (95%

EEIXH) 13 11.3% (0.0 - 22.6) TH Y, TRAK 0.0 [ZTIEHVERIED-7.0 = E[EID | FEHME

DIREE S 7z,

S HIZ PEG-IFN 90 g, 1801 g @ 24 HH#5- & O PEG-IFN 901 g, 180 u g @ 48 i [H x5

B A EATARIRIL. FREFN 4.9% (2/41), 9.8% (4/41) KX 17.1% (7/41). 19.5%
(8/41) TH o7z,

F 72, HBe HUREMERE I 2 G830 DV T, HBV-DNA 4.3Log copies/mL A D BEAK 2

KON ALT 40IU/L BL R0 ERRIL, PEG-IFN 90 g # 1 [] 48 M 5- 21T > -4 Tix., <

NZEI 37.5% (12/32) 1) 68.8% (22/32) TH Y, PEGIFN 180 g # 1 [A] 48 iR 5%

ITo5E8TIE, TN 37.9% (11/29) K1165.5% (19/29) THh-o7-,

HBe HURBGMERFICIB T 22OV T, BWERIZ BN HEL L | B0 PEG-IFN 180

ug 48 B GHE, 90 1 g 48 M ERE, 180 g 24 HHRGHEKL 90 1 g 24 HHRGEE T, TR

645 114 (41 f511) . 51514 (41 #1), 503 £ (41 ) KU 386 1 (41 ) ThH -7,

F7-. HBe HUFEMERF T T D LRI HOWT, BIEAIZAENCHRKEL L, BT PEG-

IFN 180 1 g 48 HF AL N 90 1 g 48 B HRET, T 461 1F (2961 KO 412 1 (32

) THot,

AR ERIZE T 2 PEGIFN #5012 X 5 F2RWERIE, #2161 1F (71.6%) . B 147 14
(65.3%) . AR 142 1 (63.1%) FTho7-, BHEH & L COBKMAEMOREFIL, Fh

BRI 191 1 (84.9%) . AIMERE 149 14 (66.2%) . ALT (GPT) #i0 115 #4 (51.1%) 4T

BHolz, BWERBIFEBBEE OFEZ WL, VI— 8. BIEA <&M >THHBIEIERRH

) OEEZROZ &,
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<BE>

2)

(5)

KEFLD C EISHRTIES & %l:iﬁé%mffﬁﬁﬁrﬁf%ﬁ Y
AU H—T za RIEREO CAUBMEIFIEE RS (C AUBMIHFR K OMUEMEITEZ 2 E5Tr) Zxf
12, PEG-IFN 1351 g 00180 g i 1 [BIfZ T 5 £ 7213 rIFN o -2a 3MIU # 3 [E15 T &5
& DI EMIEIEAAL 48 53BN FEhE S iz,
HIIMEIZIB N TIX, 180ug B, 185 g BEAOY rIFN a-2a BED 7 A IV AERRIZE NI
27.6% (58/210), 28.4% (61/215) KN 10.7% (23/214) TH V., AAEEREITIWIT NS rIFN
a-2a BRI LA E (p=0.001:ftisx & )& & L7z CMH #E) ([ZENTW, Fiz, Y=/ %A
BN JERIFRMT 24T S T AE R, 180 n g B, 135 u g BFIL, =/ # A 7 1b DIEFNIK LZRE N
19.2% (10/52). 17.5% (10/57) OH#hHE%Z <L, rIFN «-2a £ED 12.8% (6/47) (2t L\ ah
RER LT, REBEGEIZBWTIE, 1835ug #EL 180u g HET U A VA FHINRIZFRIETH -
T2 D3, RHARRAAOZD 1T, 180 1 g BTl 58.1% (93/160) . 135 u g BE Tl 48.0% (82/171)) . rIFN
a-2a BETIE 44.9% (66/147) OFNFETHY | KA 180u g #EDOH rIFN o -2a I LA E
(p=0.017Jifig% # J& & L7z CMH #E) IZ@mWahiRa R Lz, £, A v % —7 = v UHURIE
180 u g ., 135 u g BEAX OV rIFN o -2a #ECTEINLEIL 1.4%, 3.9% KL DN 16.2%DFELETH -7,
ZEVEIZRB W T, AEFFRIC X D FIERIIARFE 58 L rIFN « -2a SMIU BTV H 10%
LR CTH T, T, AFEGHETHRI L-AEFLOMEIL rIFN o 2a FECHRI LT H D
LRI T o o 7o, GFHERECD B OV IR A X AR A B HERIZ 2 < FR O HavTo s, Wik, JlE Dl
WEhwInsmEigE Lz,

REMFRICBEVTEARSN-RAZERVAEZ1E180ug 28 1 AIRTHRETH S,
itﬂsiﬁ‘c@ CEREEFEEICDOVTIERBINATLVAL,

B il C BMEMERFIEE B E (3 5 5 MAARGERERER ©
A E—=Tzu URIGEO CRYEBMEITEREBRE (C BUEBMEIFR K OB AL 2 & Te) 2%t
B2, HEREELFEIERER2 ., PEG-IFN 180 1 g i 1 ] 48 MM F#% 5 £ 7213 rIFN «
-2a 6MIU # 3 [6] 12 #[F 7 T 54 3MIU @ 3 [5] /7 F#5- 36 HMIC Xk 0 3206 S iz,
AHRIMEIZIB W T, AH 180 u g #E. rIFN «-2a D 7 A )L 2RI BIZF N Fh 38.6%
(103/267), 18.9% (50/264) TH V. AA| 180 u g FEIX rIFN o -2a FEIZHE LAE (p=0.001 :
Mgk Z 8 L Lz CMH BE) ICEN T\, 72, Y= /) XA THNCERIBEHNT 21T - 1245 F. A
#1180 u g ¥\ HHEIX, Y=/ XA 7 1b OIEFNTKT L 29.5% (26/88) DAERN=H %~ L. rIFN «-
2a F£D 10.3% (8/78) IZth LimW R AR LTz fiA v & —7 = v U HURIIAFI 5-H T 1.5%.
rIFN o -2a £ T 17.3% DFRBRTH -7,
ZEVEIZB W T, AFFRICE DT IERT, AFEGHET 7%, rIFNa-2a BT 10% ThH Y K
B GHENORM D o 72, F7o, AKI 180 u g HETHIL L 72 FFLOMMEIL rIFN « -2a #£ T
FHLE-bOL H&%f B oiz, BRI K O NSO I ARFN P 5-BEIZ 2 < D D ALTZ A3,
ik, HEOLEIZI D W T L EE LT,
L Eooygs g AR Euur“ii%ﬁﬁifam% AHK 180 1 g i 1 [E4% 5. C RUBVERF 2 IZxHd 2 A 2h
DR E A, rIFN o -2a 3~6MIU i 3 [l 5- L RO 2R S T,

- AT, CEREEFEEICDOVTIHAE STV,

R
BB L

B - BENHR
AR L
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(6) AENMER
1) FRABERE (—RERARERE. B EERBRERE. FABBLERRAE). HERTEET—4
R—ZAE. WERFTERERABORNE
CEISMERRICHBITEVAM L AMENRE
Off H AR A
<CENSHHFRBEICHIT DHE>
[CRUBMETAR ) 2t SUER] & LC, HHERE T COREFRLORAEINN., IBFEDREOMGR, &
MR ORI B E 5 2 2N AR TS 2 L2 HAE LT, 2003 4 12 H ~2007 4F 12
HF T3 L7,

eyl

LARMERNT R SEE] 2251 BT D BIWEHZSBUERFIFIX 63.57% (1431 ) Th v | HBiff:
Bx 3296 - ThH -7,

FEEL LT EREIWER CGEELE 5% ) OfE L, T/ MBS ) 2% 21.90% (493 #i) . T4
HERERD | 23 15.42% (347 1) T EHMEREIRA | A% 9.24% (208 i) . TFEEL] A5 8.53% (192
B . NFABER] 28 8.44% (190 f3]) Th 7=,

HE :
AR RIRISIER] 1404 BB WNT, K T4 24 #HFFO HCV-RNA [21{t (sustained
virological response : UL F, SVR) #( 38.67% (418/1081 %), =D > btu s/ n—717T
mUA A (100KIU/mL LA E) B (Bw 1 &8 TiX 14.51% (65/448 %), & a1 |mRELL
L CIE 55.77% (853/633 f5]) Tl o7z, Fio, HTGHH& T4 24 D ALT [EHLZRIT 72.49%
(743/1025 ) TH -7z,

O TR % i PR 5B

<PEG-IFN 0 C BMEMF X EXE & LR MR REKEEKRAR >

C HUBMEATF RIS % PEG-IFN #5.0% 870 7 7 4 VO —E LT, HERICHER
MARA > FEFE L, PEGIFN 5 12 HiE £ TR (BMmEkE, Fheki. Vo Ssk¥k,
M/, ~EZa e, RERE. ~~ 27U v ME) ORFFHIEE 2B LT,

BT A s st i IS XD S sk A — 7 L iR
RGP - C AUBMET S B

HEEE RIS : 20 151

B - 12 3

PREREART : 2004 4F 4 A ~2004 4 11 A

I ER R DOREEEHIHERS
AFHERIZIBNT, &5 12 8ROMmERCR (BMmERE, ek, U o ERE L O M) @
e L, PEG-IFN 5 BHAAE %2 585 1 F £ TOMEKRDOLEFIZ LT, &5 1
R LA 5 12 8B E TOLRIMEIT NS o7z, — ., ZHETICrIFN o, /X IFNS
IZBWT, MmERR (AImERE, FhEkE. U > SBREL OV IR B ORRIFHERS 2 8152 L 7=
BT, GV B ICEEEN R D H Y . WBICEIEN/ NS RDBEAPEO LTS, &
57T, PEG-IFN & rIFNa. IFN BT L % MEKZOZEEEA & 5 E L, PEG-IFN 055
rIFN o, IFNB LG U CELS D Z ENRB I, b, koA 2 —7cm 2k
WT 1 HCRBETAMERZOEH)T., PEG-IFN TIX 1 BETRET S Z L REBENT-,
Fo. ENE I HEERRER (JV15724) OFERCIXmekR (Hmek, Ghek, Vo gk
R O IR B D EFRBAE R 512>\ T, PEG-IFN & rIFN o -2a % il L7234, rIFN
a -2a OFFFBAE R T ORI A &S 1~4 BLINICK LT, PEGIFN Tix#5 1
~12 LA & ERAR R A S 5 O P RPE LR 23 < 72 DM 23580 LTz,
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HEHEGOIRKY,
;“fé‘riﬁ’ﬁﬁia‘%zﬁm 22 BllzB I HpEEFRSG (AMMREAER) OFBLIEZ, 100.0% (22 fi)
. BEFS (BAREERELSE) T 100.0% (22 4]) Th-olz,
ﬁi%% (BEMRAER) O 56, BEBEEOE - 725G (30%LL EOFRB) 1, 1T AR
(77.3%) . 587 (63.6%) . HEN (59.1%) | U (45.5%) . & 5 FEIE (45.56%) . A~ HEJ“ (36.4%)\
Bt (31.8%) Th o7z, /o, AFFSL (MARRAEERFELS) 056, BEMEOS)
STFG (B0%LL EOFEL) 1%, 4FPERBOE) (100%) . B IMEREDRD (90.9%) . U >/ gk
b (86.4%) . I/MREGED (86.4%), ~~ ~27 U ME (31.8%) Tho7T-,

OFE R IT R B PR SR
V=5 (6) —2) A&RSME LT TEDONAEXITFENM L7ziid - B OEHSM

B RUMBMEEEIMERIFRICE T D04 ILAMEDHE

O E i FH iR A

<Biwﬁéﬁﬁﬁﬁ%%(ﬂ¢émﬁ>

FERERE TICR T 2 RIEH OF AR L ONRIRD R ORI NS M AT A 2 I B 2
b2 2R AR 5 2 & & HWIZ, HBe SR UL HBe $u/sfatt < IB AU MR BT &
IBTDUANVAMIEDSGE] OTDARFNORG 25T 5BF ARG LE LT, BOMERICBT
DRI LD, 2011 4F 11 A ~2015 43 A £ Tl &2 530 L 7=,

RN
2 RNEFRRNT R SAER] 536 B2 31T 2 BIVER B BUERI 2RI 47.76% (256/536 f41]) . FEMAHI
565 kT -7, TEARRWEAIL., HFHEREIE) 13.62% (73/536 #1) . I/ ML 12.13%
(65/536 f51]) . F#EN9.51% (51/536 1)), HMEREIEL 9.33% (50/536 f5]) TH 7=,

AE
FIERRAT KT SR 486 1D 5 B HBe HURIGMELEE 299 il T, HBe tm L —
a VRO FTREZAERI., & 548 T T 240 ], 58 T 24 BT 215 I TH - 7=,
HBe tr o /"—U g UL, H5ETET 20.00% (48/240 #) ., #BH#& T4 24 HEEFT
25.11% (54/215 f5l) ThH-o7-, F7=, #5771 HBV-DNA & 5.7log copies/mL LA E)of& 5.
Al ALT i 40 TU/L LA o> HBe HiURBEMEEE I OW T, KIS 1T 254 T# 24 O
HBe ¥ 23— 9 3T 28.76% (42/146 ) T 7=, ARWMEMIHT I SIER] 486 41D
9 5 HBe HiE M 299 Bl BV C . HBe ¥ 12 2 X — g USROG 2N Al REZRJER 1
B G T C 240 B e 544 T4 24 KT 215 41 CThH o7  HBe T a0 R — g R T,
?&’%ﬂTﬁ#f 20.00% (48/240 i), BeH#& T 24 FEFT 25.11% (54/215f3)) TH o7, F
= . %58 HBV-DNA £ 5.7 log copies/mL LA b7 ># 5.5 ALT & 40 TU/L UL o HBe $t
JEF%%%%&:%\T\ AREICB T 2 HFE54&T% 24 #HEFO HBe tr I \—U 3 T
28.76% (42/146 f5]) TH -7z,

2) RBEHELELTERFENDABRIEIEREL-AE - HBOME

ARH A FEORIERFE AR (2003 4 10 H) (SR OERSLMENF STz,

[C AUBMERF 2% 2 AR O EWNIZ BT 5 BERAIA 2h R OO E 7 2 b2 i L
LT, EANT %@Jfoemﬁﬁ?&ﬁm?uﬁﬁ%m\ FERERETDHZ L,

Z DFKBGTFED & LU IR RIS IR e 1% i PR kB 23 FEhE < 7z,

RAVARTEDREEMRER (TGenotypelb MDOE DA IILAE] LIS IFN BEAEX (X IFN K58
BOD CRSHIFRERRE LI-—RERRER)
IFN KB D [Genotypelb 72w A L A& (100 KIU/mL LA ) | LIgkhod> C BUBMETAR BA
xtgl LT, EWNE I AHEERRER CHeRd S 4u72 PEG-IFN 180 n g, # 110], 48 M # 51T
X2 EMER O et 2R L, WONCEWNE I FHRBRICE N T\ - 7= IFN BEAERD
[Genotypelb 2>D& 7 A /L A& (100 KIU/mL LL 1) | DSk C BUEH TR BE 23T 5 PEG-
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IFN 180 wg. # 1 [B], 48 WG OHINER L 2L MG LTz, £72. IFN RIGED
[Genotypelb 7> 7 A /L A (100 KIU/mL LA 1) | LIS C BB MERT SR EH 255 & LT,
PEG-IFN 180 u g #5- 1 K1 HCV-RNA 232 b L7 B ok 2 i 581 (48 #f#, 24
W) DR 2 PRRINE N L7, 7eds. #&GHIM] (48 W], 24 H[H) 1% 48 H[H I 24 TH[H

AR IZHEN D 1T 7,

AT A v PR eI L D s R A — 7 R R

xR [Genotype 1b 2> 1fijEH HCV-RNA #7° 100 KIU/mL LA | Ligko C BUEMERT
e

HARGEGIEL - 5F 95 FILL I (IFN BEVR#EHE 25 BILL . IFN RIGHEE 70 1)

BGWIR - 48 0 GEBMHIR 24 38) & L <IZH&GHIM 24 18 GEBMII 24 )

FHEHMER : 5 TH 24 KO U A L ZFRIEE (HCV-RNA [2E(k)

ARBRHIH 2005 4F 10 H ~2010 42 7 H

Ak
B3 %@ﬁﬂﬁ X, BRIERENT XIS 105 5] (IFN BE/AIE 48 i ¢ 5-8F 26 i, IFN AKiRE 48
P ERE 68 f, IFN AR{R¥ 24 B 5/ 11 #1) TiT-o7=,
FEFMER TH D HGHKTH 24 HEO U A NV AZHNFE (HCV-RNA BEMEEER) | 1T
IFN RiG% 48 W GHET 64.7% (44/68 1)) TH Vv . EWNE I FHEFKRER D Genotypelb 7>
OE A NABUNDBETOREE 64.7% (33/51 #i) LIRS THH-7=, Fi=. IFN BEAE
48 WP HREOREME(LERIT 65.4% (17/26 f5l) TH V| IFN KIFHE 48 W GRE L AL TH -
7=
IFN RIREEEON, #5451l HCV-RNA 23 rm L 48 BHFH5RECEI 0 AT b B
Tl M bR 81.8% (9/11 #i) . 24 B EREZE 0 A1) Ezmt%%f +100.0% (11/11
) THY, #5 1HKFZ HCV-RNA etk LU“@J WZEWTIE, 24 %5 T 48 FH i
G- L REROFIMEZ R LTz, TFN RIGHE TG 1 HEFEZ HCV-RNA 232 b U 48 e 58
ZEID T SN BEOWN, BEH T % 24 BIED D A VAR RN B TH > 72 2 Bilidv
FTHb RG] TH o7z,

Zaek
LARVEOMNTIL, ZRVEMAT RN 105 ] (IFN BEGH# 48 H B 5-8% 26 5], IFN KIA%E 48
T G768 1], IFN RiGE 24 M HEE 11 6)) TIT-72,
HEREGORBRE LR EEGENEE T RWEERZORERET, IFN BRI 48 HES
. IFN RIGH 48 B HRE, IFN KI5 24 B GO WTNOREE 100.0% TH -7,

(7) 0t
ERPR N R
<CEISHERFRIZE T4 LR MIEDHE>
E R T F5ER
C BB RBRE I TAA v 2 —T Yy T T 7-2a GELETFHEEZ) 9OMIU ¥ 6 [0 2 ¥
MLIZE 3 [El 22 WM& G 2 xR L U2 ENE THEBERRBRICS T, S5 THR 24 #EO
HCV-RNA [ttt (7 A L 220080 5%) 12, PEG-IFN 180 1 g # 1 [7] 48 A E#% 5 Ti% 36.1%
(44/122) ThH -7,
BIVEFA ORBBEE L, PEG-IFN 180 u g #5-8£T 98.3% (119/121 #1) ., PEG-IFN 90 u g #5-
BT 96.5% (55/57 ) Tholz, V= /) HZATROTAINAERD DA )L AFHZNR K O F 7R
BIVEA « ERARMRAE R R BLR 2 5 'R RITR LT 2,
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C RUBMERFABA I B 7 A N REHIH R

e A VA PEG-IFN 180z g*!) |PEG-IFN 90 g2+ %)
1 =100KIU/mL 15.5% (11/71) 12.5% (4/32)
<100KIU/mL 57.1% (4/7) 50.0% (3/6)
- =100KIU/mL 76.2% (16/21) 27.3% (3/11)
? <100KIU/mL 61.5% (8/13) 85.7% (6/7)
Z DD 50.0% (5/10) 0% (0/3)
BEr 36.1% (44/122) 27.1% (16/59)

{£1) PEG-IFN 180 1 g i 1 [n] X 48 j[H]
{£2) PEG-TFN 90 u g i 1 [1] X 48 #[H]
E3) CHRUBMERFRICBW KB ENTAELROHRIT 1B 180 n g 2 1 BRI TH5TH 5,
E4) LG ANABRPRMEDRER], V= /) F A4 THRH, BEBRYEHZ ST

C BUBMERFA B I 5 ERRIE - MPRR AR O R RED)

BITER] - BRRMR A S

PEG-IFN 180 g ™"’

(12141)

PEG-IFN 90 g 2 ®
(5741)

JiE
BRI

o R
R
e

gk

A

O
TESHBALAT BE

65%
56%
61%
37%
37%
24%
24%
26%
26%
27%
23%
10%

49%
54%
53%
30%
25%
26%
18%
21%
21%
11%
21%
23%

B P ER D
LIIRAN7E~ el 2
A i BRE

BT TR B

PRI BRE s

U o SERER D
M7V T A4 KER
ALT (GPT) Et5&H
AST (GOT) k&
~EZ B E U
~v b7 Uy MEid

79%
78%
73%
56%
22%
21%
20%
24%
23%
26%

68%
56%
47%
40%
14%
25%
25%
16%
16%
16%

#5) PEG-IFN 90 g BT 180 u g FEDO W TRILERD 20% LA O BIVEH K& O K A E 525w %

FE L7,

<B HEMFENERRICE T DV 1 LRI DRE>

EANEE I/ MEER

HBe Hus MR OF2MED B RUSVEIRBMEITF R B 2 xf5 & L CEWNE TR R RER 4 920
L7, HBe HURBGED B BUEMEIEEIEIFREZ IS L CIA v —T =y TAT 7

(NAMALWA) 6MIU ¥ 3 [a] 24 JH[F$ 5 -2 % IZFEh L, PEG-IFN 90u g X% 180 g Z#i#
1[8] 24 B XIT 48 B SG Uiz, B5H T 1% 24 O HBe ¥ 2 23— 5 > HBV-DNA
5.0Log copies/mL i Dk M Y ALT 40IU/L LLF DR OEATHIA L. PEG-IFN 24
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WM G-H-ERE (90 1 g 24 B 5-EE+180 1 g 24 W[F % 5-7) . PEG-IFN 48 A [E#% 5o
(90 u g 48 FHE P GHE+180 u g 48 W H-AE) L OA v #—T7 =u >y T 7 7 (NAMALWA)
BERET, TNEN 7.3% (6/82). 18.3% (15/82) KX 7.0% (3/43) ToH 7=, PEG-IFN 48
HEREEERHEAA 2 —T7zary T 77 (NAMALWA) 58 L D% (95%FFE X [H])
1% 11.3% (0.0-22.6) TH Y., TIRME 0.0 1ZIFHMERFMED —7.0 2 LIV | IELTERREE S
776
F7-. PEG-IFN 90u g, 180u g ® 24 HE 5 &K T PEG-IFN 90 g, 1801 g ® 48 #[H x5
B AT ARIRIZ. FhFN 4.9% (2/41), 9.8% (4/41) KX 17.1% (7/41). 19.5%
(8/41) TH o729,
HBe $its 5t B BUBMEISEIMEAT R B 12T 2 EIEH O3S BUBEE 1%, 24 [ © PEG-IFN 90
g BEERE (41 61) KOV 180 g e G-HE (41 1), 48 [ PEG-IFN 90 u g #% 5-8f (41 )
BN 180ug 58 (41 ), A% —7x=my TA77 (NAMALWA) #5658 (43 ffil) T
100% Coh -7z, ERREIEAIX. PEGIFN #5823 T ER-EgE> ¢, 24 #HfH O PEG-
IFN 90 u g B 5-HE M N 180 1 g G- HETENZE I 68.3% (28/41 fiil) KT 95.1% (39/41 f) , 48
O PEG-IFN 90 u g 5NN 180 1 g HGHETENEI 92.7% (38/41 i) KT 87.8%
(36/4145), A v X —7=m > 777 (NAMALWA) #5823V TIXRE 93.0% (40/43
) THotm,

HBe JURGIEBA ISR 1T 2 A0k

Nug 180ug Nug 180ug
24 A [E 5 24 A E 5 48 A [R5 48 JAE & 5-
. . 4.9% 9.8% 17.1% 19.5%
(= PANEA A Fsh sz
BaFA (2/41) (4/41) (7/41) (8/41)
o : 7.3% 17.1% 24.4% 24.4%
N N )

HBe T m = 2/i—a v (3/41) (7/41) (10/41) (10/41)
HBV-DNA <5.0Log copies/mL 4.9% 17.1% 31.7% 26.8%
FEALR (2/41) (7/141) (18/41) (11/41)

- 22.0% 39.0% 36.6% 36.6%
< =

ALT = 401U/ i (9/41) (16/41) (15/41) (15/41)

1) HBe HURDIHEL A HBe HUlA D HB =R

HBe HuJs M0 B BUSMEIGEIMEAT I B3 123881 5 HBV-DNA 4.3Log copies/mL A DAL,
N OV ALT 40IU/L BLF o3z 1%,. PEG-IFN 90 1 g i 1 [A] 48 % 5- %17 » 72384 Tl
ZTNEN 37.56% (12/32 f51]) KN 68.8% (22/32%1) TH Y. PEG-IFN 180 . g i 1 [1] 48
W5 217> - HETIE, TN 37.9% (11/29 1) KX 65.5% (19/29 f5]) T -7= 3,
HBe HiJsipatto B BUE MR BT R BE IS T D EIER ORBEE L, PEGIFN 90 1 g #
HEE (32 4)) KON180u g #wEGEE (29 ) T 100% CThH -7z, TREIWERIL. &P ERE A
T, PEG-IFN 90 11 g & 5-Ff 78.1% (25/32 f5) . 180 11 g ¥ 5-7f 86.2% (25/29 f5l) Toh -7z,

HBe HUSRIERA ICB T A 01

90 11 g 48 W5 180 1 g 48 HEI# 5
HBV-DNA < 4.3Log copies/mL jEhZ R 37.5% (12/32) 37.9% (11/29)
ALT =40IU/L kR 68.8% (22/32) 65.5% (19/29)

20



VI. E3hFEE(ICEH T SIEH

1. EEZHICEHEHLLEYMITLEDE
Ay B—Tzuy TAT7, AV A—Txay _"—F (L F—Tzuy Hr~v,
AV E—=Txzay TNTyar-1l, XA =Ty 777 -2b
EE : BEOH DIEEMOMNESUIZNRFEIL, OB LSRRI TEFEEZSRT L L,

2. EBEEH

(1) 1EREML - 1EFRHRF
in vitro CA VX —7 v v aRKREREE L 6, DNA #EAMEOIRER TEEIK (stat XA~
—. ISGF3 BA&1R) DL A v X —Txay TV 7 FEMEO8iE T RIAFE - ™
9)

(2) EhEEMFTLHHABRBAE
1) 412 —7xuraxFK (IFNAR) #E&1EM (in vitro) ©
PEG-IFN O A v % —7 =1 v a Z 5K (IFNAR) ~OfEEEERFTT 5720, N—F% v h U v
N JEH K Daudi #lfid DR R IZ 1251 42255, IFN « -2a (10ng/mL) O3AF TIZ, rIFN«-2a KT
PEG-IFN #fix OEERML-E Z 4, PEG-IFN X Daudi fiii® IFNAR (&% L. rIFN «-
2a EHEE T A ENMER SN, DL X, PEGIFN O#FMIE rIFN o -2a (2T L

50%fE & B 13549 1,000ng/mL TH - 7=,

100 — B FNa-2a(n=3)
~ g0 —{1— PEG-IFN(n=3)
$
W - T+ BERE
% 60 | n
S T
©
A 40 1 1
S 4
& T
= 20
& N -
0 T |I T 1
1 10 100 1,000 10,000

SEAREIFNIRE (ng/mL)
Daudififg Z B E~ DX MRS S 14

2) Bt A VALER
D2',5'-0AS EHEDOFEE (Y1) 10
AU H =T DOPTAINAEMEORIE L /251G 2,541 27 5 =L — kG kSR
(2',5'-0AS) 1EMEZME 7=, MEMEY 11T rIFN o -2a & O PEG-IFN Z H[B[f T 5.4, #Ri%
AN IIEH 2,5'-0AS {EMH: 2 HIE L fE R, mAER G OO MBS oo 7bd
D, WTHNOEGETEH 2,50AS IEMEIZ LR L, 5% 144 FrREILL B2 72 0 £ L 7=,
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-=-0F-- rIFNa-2a 2.25 mg/kg(n=3)
—8— PEG-IFN 0.3 mg/kg(n=3)
—&— PEG-IFN 2.25 mg/kg (n=3)

2'5-0AS
A
(pM/hr)

%5 % (hr)
HILIZHE T HMED 2',5-0AS FEEDHRE

QNS A VA (VSV) 1ZkT 22058 (in vitro) 1V

v g bR sk MDBK #if 2 f&RE L, flix OJEE O PEGIFN & 5\ % rIFN o -2a f77E F
TVSV & & bIZ3TCTHRE L, K1 HoR#ER, Milnz s ) A2 A F Ly FTYEL
T CPE (ifaZstEzhil) @122 L. CPE ZxtfEED 50% E CTHflT 2 WAL OWiE % in
vitro it 7 A )V AIEED Jifli & L7z,

WHO rIFN « -2a HEHEWEICHE L7z PEG-IFN @ in vitro TOHL T A )V ATEMIT 1.4 X
10"U/mg 7-AHE TH->7-, —J7. rIFNa-2a O Jifiix 2X108U/mg A HE THY . mg 7=
AEEY T TS D & PEGIFEN OHLY A L ATEMIT rIFN o -2a DIETEDR 7% TH - 77,

Jifi (U/mgi- A BE)
PEG-IFN 1.4 X107
rIFN « -2a 2X108

@B R 7 A /LA (HBV) IZkT 520K (PXB~7 &) 12
HBV &%t PXB ~ 7 212 PEG-IFN (30 %" 90 u glkg) F7-13ABAERAZE 2 0], 2 MM E
THE L, &REFMICIEY HBV-DNA J2 5 2 HIE L7,
FOfER, miET HBV-DNA #/E1X PEG-IFN O &I U TREFFICIE T L, 156 A Bz
TIERHRRE L B L, 30 1 glkg $ 5-FETI3A 1.6Log. 90 1 glkg ¥ 5-HETld 2Log LA E DK T 0358
O bT,

PEG-IFN i HBV /R

1.0E+10

1.0E+09

3% HBV DNAjE B (copies/mL)

1.0E+08

-O-- 1B (£ ERIER)
—& 27 (PEG-IFN a-2a 30 pg/kg)
—— 33 (PEG-IFN a-2a 90 ug/kg)

1.0E+07

1 3 5 7 9 1 13 15
Day

BRA D IS HIDEDHRFEHLZEREETRT .
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3) EFEME (v T R) 13
BDF1 ~ 7 AIZ rIFN a.-2a (75 1 g/kg) . rIFN a -2a EEEEIA* (75 1 g/lkg) K% O PEG-IFN (1065
pglkg) Z#5 H, 4 HEFEE Lk, &E5&TH 19 A BIZEHM L, rIFN «-2a (237 D60k

fiztatLiz& 24, PEG-IFN /X rIFN o -2a & FRBER UHTRf 9@ aME B 2 s L, Saig s
X rIFN ¢ -2a K DKW Z L3RS 7=,

e RGN
=0 R i
rIFN « -2a 120 11~427
rIFN o -2afEdE (R * 2,133 400~38,400
PEG-IFN 0 0~57

*rIFN o -2a B : rIFN @ -2a % 12 5 AU EEE, EX2 LORETRELEZLOTH Y, GERENE
WZ ERmBNTWD,

(3) EARIREFMAE - FibEE
LR L
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VI. EWE

Lk,
BE
N

(B9 5IEHB

1. MAPEEDHR
(1) AELEDLGLDEE
AER R L

(2)

1) HiEl#sE v
e A B 1 36 4412 PEG-IFN 90, 180 & (270 g A4 B 58 12 43>, Hilalf T+ L
B OIME I L, WPTNOREL B E%K 70 BERE CREEICE L, T 0%, 02—k
DM KRER U, W (te) OFEHMEIZZNZT 40 FERH], 33 FEfH], 43 FEfEICH - 72,
Cmax. AUCinf (T8 5- 8T LCHIM L, WIRIE G-REOENENBIIHRIBIEZ 7R3 2 L AVRE S

i,

2) AEES
C BUEMATZ B 90 511 PEG-IFN 90 u g (33 ) X% 180ug (57 i) % 1 [m] 24 JH[H £
B U72BR, MiETREOEERIT, I 2~3{FTHY ., 4~8 WM TEFKREICEELL 19, 72
. BRUSVMIEEIEAT R EH OFYEEIL, CTREHTFREZ DO LD LK TH o719,

(3) Hh&EHE

FRIREAER THERR S IRE

30

20

M35 FPEG-TFNILEE (ng/mL)

——90ug (n=11)
—m—180ug (n=11)
—&—270 g (n=12)

100 150 200 250 300 350 400

g (hr)

HRE THREROMBERRERE (T RERES)

HENRE T A —H

BhE (ug)

90 180 270%

n=112 n=112 n=12
Tmax (hr) 72.0+17.8 70.9+36.6 73.0+41.1
Cmax (ng/mL) 6.56+3.0 10.7+4.27 20.4+8.68
tiz (hr) 40.2+16.2b 32.5+31.2 42.8+27.7
AUCint (ng* 1,000+455P 1,530+1,110 | 3,100+1,500
hr/mL)
CL/F (mL/hr) 126+102b 212+197 110+64.0
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(2) 1854 —5 EHER
AR L

4. RN
M LN

5. 5%
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<

(4)
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<
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P (RGN ZETe) DA TR TH Y, ME—h 2B A 2 R 2R L,

mEEAKAR
BN

6.
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<
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<
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7 v MZ[UCIPEG-IFN % # RN XL T # 5 L 7B i & DR H ORI DD TR
77 FRIRN KOV T#G-L 1. 0-6 BEBJR T 53~T75%., FALLIBED IR T 64~80%137- A H'EH
KTHY, HHEHZE 1 AUBRTEOESIIFRKR TH o7, 512, 0-6 RRIRDT- A HE H kK
BEREZ AT LT & & A R HEI U RED 5 B O— T RZEL DO [4CIPEG-IFN TH % Z LA
R I N, Fio, BARNEG% 0.5 R R OV T & 5-1% 24 FER O MG T HEED 2 B, Zh
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M3 M R ORHC SN THET L2 & Z 4, PEG-IFN (37 v MLEFICB W Tiddb < &
t, 7 B OREFRG I 28 L CTREKR L UTHEE L, RIPICIZ PEG 45+ & RZEGIKRD
PEt SN 5 Z EavREniz, i PEG IZfigHicmt g, il IFN [T Hic R
Hlzb R S e n oz,

R#I-EET IEEE CYPE) OHFHE. 5%
M ER e L

B >22)
F ~ 27 a2 P-450 (CYP) 45 FRE~DEEICHOWT, BEREMEO BIf e wkBiE 2 %t4:12. CYP
R0 RFRAICRE S5 Dapsone (CYP3A4). Debrisoquine (CYP2D6). Mephenytoin
(CYP2C19). Theophylline (CYP1A2). Tolbutamide (CYP2C9) D¥W@EhiE% . PEG-IFN
180 u g & 1 [A] 4 W 53 D1 & % 5-1% Tl L7z, Theophylline ® Cmax {Z PEG-IFN @
TR D N o 7o 3 AU Cing (X AE 57T & FEAK 25% 80N L 72, & > T PEG-IFN (&,
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T2 IREA~OPEIEITE G P H D HRD HIL, 1 HH72 D OHEY 7% %2825 2 L id7eh o 7223,
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ST,
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BIVER 2N < s S, EELRBEWEASCE G P IE 29 2 BITER OB RN I3 5 6
MRB DIz, o, ~EZ v BV ORBRIIRGAMEORES H 523, (KEO#RN
BTk, L0 BATAHHEANEO LN, b0 b, KED 50kg Al D H
FIx L CAR 2B GT 5858120F, ~F 7 1 v e/ MO 2 o BIER IR
NV TH D,

EWEEEERE

9.2 BEHEEEERE
HEODEKEREOLLBEETCIILVEEREEIIEDZ DD, [7.6, 8.4, 11.1.4,
11.1.16, 16.6.1 &#]

SRR

AFIJZ MDA 2 —7 xra URANZBWT, BEEEEORENH 5, BilEREEL AL
TWAHHEE T, AFOFKGICL Y, X EEREEICEL REENS 5720, EP 4L
HIREZITV, BEORELZBIE LN OEEICRGTHIZ NN ETHS (THRARIEM]
DIEZM),

FFeefE=E B E

9.3 FriapEfEERE
HEOHTHEREOH IEFTIILVEELREFEICELZ LB H D, [7.6, 84, 11155
iy

<PERD

KA MDA > 2 —7 = v VRFNZIBN T, FMERERES OMENH 5, IFEERE 2z & 0F L
TWLEETHE, AAOKRLGICEY | LV BEEREFICEDS RN H 5720, BB A
A ZITV, BEOREBLZBIZE L RPN OERICKRG T2 LBRETHD (THERZENEM]
DIEZM),

KNEREE AT HE
BREIN TR

15

9.5 3EF

BEh X ATAENR L TN D ATREBE D & 5 e tEIi, 169 LG RIS ERRME A Llal 5 & S i
LGB OBEZEGTHZ L, EIRT DA SH L. BRIRBIIA S I T TA v 2 —
7zl 77 7-2a100, 500, 2,500 5 IU/kg/H Z$e5- Uiz & = A HEEFEEO R EE T
TEFRMWA LI TN D,

<>

T FEROFERN G, AFNTREFBIEN 2 G T 5 LR s -0 LT,
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ZOARAF (O rIFN «-2a) OFESHIEIEMAIL. BEOIM PR T RBE~DORBIC L D
HOTHY | IfHMERLE RE R OHRE O R IXEEEOENTH - 7o, HIROHERRC
TFEA DOV A M IA L KOFLEUDBEBLTEBY, A ¥ —T vy aNEDOEMRF Y b
T—ZIZEDLITEHELTWAENIARTHD, LiL, AFIOWEFEIER#FD 1 oL
LT, MEAREY, FRICHIRMERFICEER2EEIZ R L TWD 7 e 7 A7 v v O pEA S 23
BRI,

(6) ZELI%

9.6 R34
EAH AT SELZ L, [25, 9.7.1, 16.5.2 BH]
<fiigait>
B ER (7> F) CTHLH~OBITHAED G205 L,
Syietk T~9 H B ORI v MC[UCIPEG-TFN 6.5mgfkg % HA[IR T #5: L =B o REBh ) M

W ONZ A R REZHIE L, B U723 EhAE N T A — X i~ 7o, FLiH A L O i H ik
BEEEIIWLT N L RE% 48 B TREmiRE (153 g eqlg 1V 40.4 1 g eq.lg) 1 ZiELT-14.
IR HER CTHAE Lo, L2 LAy b, FLiHHUHRE & iy i se > AUC % bk U 7= #%
Fe. IR OB REILIIE H O 1/25 Thotz, £z, tH R OMIE A EED 5 6 70.8~
97.3% K ) 80.6~99.8% 13- A FHEHKD LD TH-oT-, Z DX HIT I &N 7-[14CIPEG-IFN
X, FE L ChABEERS E LTRHICBITLIEN, DETH- T2,

(7) MR
9.7 /INR
9. 7.1 {RH/EREE, BrAER, LR, 3mARMOSHIICITRE Lz &, AAllcEEh Ty
LRV T IV a— L OIRREINEGE CBE LB E R, LR ERHE ST D, [2.5,
9.6 2]
9.7.2 3L LDy « /NRE RIS & UT- B RBR T L TV 7220,
9.7.3 5~17 %D C RUBVEF R EE x5 L Ui/ R RBRIC BV T, (A A Ic R E
HMOEN L O EOMODENNRBD LN EORENRH D,
<>
9.7.1 AANI. 134 T/LHIZ 10mg DR UT v a—Lazfime LTERLTWDH, X
CNT V3= VRN SRS EI, BEORBIMET O F— A RERIE, K
JE, M/ MGBAME, MIGE Y ve s B BAS, ETHEORIR, OmE RSO FL N
HH LT ORENRH D, ZHOIERIE, KED 2,500g LLTFOFHAER TR U7 v
a—/L D 1 A58 99~234mg/kg THILL THY | KT, 1,500 g Klifi D FpENL TH
FHZRRIER DS BBL LTz, Lo, RHAKRER, #rAR, fLIR, 3eRmosh iz
ol L (15 omEzR),

9.7.2 AFNI/NEET T DA, ZEME 2T IRARRBRII SN L T, LIzi-> T,
INREEIZHRT DA, LRV L T,

9.7.3 5k~17 %D CHRUBMEAT R BE x5 & Lo R RER I BV (RERINOEN KX
DHEEOMOOEBNICET AMERH L 0D, HEMEDT-OFDOELZITH LT,

(8) &EkE
9.8 kA
BEOREZ FICBIE LN G, HEICKRET 52 &, ENANTHE S 7o AR IS
BT, RO 2R RIVEH OB 23 & < 72 2 M58 0 b T b,
<>
2 X 2 I ENRE ~ D S BERAER (EISMER R EER) (238 TL 60 sl B & 60 Akl AUC I,
ZNE1 1,663+£962ng-hr/mL, 1,295+872ng-hr/mL & FHHRZEIIRD SN2 7-, L
L. &l CIXBEESOABBAENMET L TV Z ENZ WD, &L E N1 5
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BEWRH DL, £io. ERNNOERRBRICIN T, 65 MLl EOE#E#F CIk, HRL, M i,
iR, FEEN, IRESIEAEORIERIRC. IFREESR S /MR, ~~ ~ 7 U v b, ~E71
B &V o T ERIR IR AR N S HE S AL ISR OB R IR G- 1k 2
2 BIVER OFEBRN R4 DA 80 b /o 72 Ft# L7z,

7. 'HE{ER
(1) BtRAZEREZTDER

10.1 FREE (BFRALBWLC L)
A

BEAER - FEIE T ik P - fEbRIA T

NGRS

(Y LT GE XA 7T
YNGR R T A 3T
NG 2 A )

(2.1 Z ]

P IX AR TH D08, [V M
K DOFEEFNT T/ NEETE: & D
GERBIAZL N,

IEMEM R S BbnDd Z L
VAR SRR

SR>
A B —7 xnr o BEI L NEERG & ORI X D BVEMEIR OWMENH D . LEVEDOBLED
OO E s Uis (T84 k5, TEXREIER] OEZBH),
A H—T7xznm s a-2a WANILBEOTHTH D,
HEAEEER GUEESEEERENR) B
HEAEBEER GUEAESBEERALR) | EX

Bo 5O

BIEME R No.125, 1994 £
BIEFAE S No.118, 1993 4E

(2) fRAFEEZDER
10.2 FREE (BIRISEEYT S L)

HA 4 % ERARIENR « HEiE 1R K - falRR 1
KEROEFOIMPIRRENEE | FFF N7 7 A P450 (CYP1A2)
HZENRFEINTND, OIEM:Z ] L g C o &
FFT74 Y TATZ7 4D AUC B | IEES OB 2G5 &5
TUoFREY WNMWEIM LIz EDHEND | 26N TWD,

[16.7 ] b, TAT 4V oM
EXHlEL, 7474000
HEZHEGTH L,

BhiEsE (B - BB (2 | B S35 OS2
B D0 MHEFIEONRN | BESnb EBZ2HNTND,
B/EHZENRH D,

SR IR L

N
A H—=T7xna-2aWANCHBOTLHTH S,
RIS AR S e i (BRI IR MR 2 xR 3R 64 %5 (199245 6 A 8 Af)

(74710 ]

fRRERR AN 2 R RIC, T N7 1 L P-450 (CYP) 23 7R * ~DIHMEIT RT3 2 ARA| O 2 A Rt LT-
FEFR, T 7 4 U ATBNTOIR, Coax ITIFAFIOZEITZEO b2 o 7203, AUC IIREH
HHi & K 25% B L=, AANE. CYP1A2 I L » TR SN2 Y o P2 ER S8
HAREMEN D DT ORE L2, L= ->T, CYPIA2 OB THAHT A7 4 Vv, ToFEY
EDOPFHFRCIE, IO ORI MAPREICERT DI EBLETH D,

* BKHL R 72 CYP 5 7FE
Dapsone,”CYP3A4, Debrisoquine,CYP2D6, Mephenytoin,”CYP2C19,
TF7 49 ,/CYPIA2, L7 4% 3 K,/CYP2C9
[7oFey ]
ToFEY vl rIFNa-2a OHFHICEY . T FEV D7 U T T A0 5~4T%RAD Liz &
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8.

(1) EXBEER & PHEK

DEENRD D 29,

(e snifilieis]

A H =7 zn VAN T, BHEEIZB T 5 R IsilRIE DR ANEE Liz & OME D
b DT LT, BBMR, SeEmblFREZ TV BRBEENLE L TWIZEBE T, 1B
BIVEIFRDFEI L, A X —T = n UEEE T2 & 2 A, FFEREITUCE L 72 23 BRI EHL
RO LITIEGIA G S TR Y . RNITERIR I AREAE DIES] & & 2 3039,

El{ER

1. Bl¥ERA

RORWERRH DML Z L3 H DD T, Bz T7IATV, BEDFO B EITITR
Gk 4 %72 CEU R AEZIT O 2 L,

1.1 EXGEMER (T~ CTHERH)
11.1.1 FEMME. W28, FikE

BN R, R R RS DR RIEIR 2 B L. BE RO ONGA T, I
WX BEORELZ I L., KOG ZHIEL, BIEERERVECFIORG5EOREY) 72
BEiTH>Z &, [1.. 2.2, 8.10 ]
11.1.2 52k, BESTE. BREE. BKE. XREMNTH

oo, BERENAH LN Z ERND D, £z, BRRE, BCRMOITEIN S Db, hET
BIZEDZ MDD, NIR, A, Bl BE W%, SHEER S b5
BEARIET 273, BEMGEORGICOWTHEEICHRFT L2 L, 2. 250K
DROOLNTHEITIT, BEETHROBIELZMGET 2 ENEELY, [1., 86, 9.1.5 %
fE ]
11.1.3 SRMEBKE . MEFRERAE. BMBREA (2,000/ L Ki&) . /R4 (50,000/ 1L &
). B, FRFBRE

[7.7. 8.1, 8.2, 9.1.6 ]
1.1, 4 mAgEm/NMREDEEBR (TTP), AMEREEEIREE (HUS)

M/, g, BARer2 FE#ME$25 TTP, HUS2Abh bbb Z Endh b, [7.7. 8.3,
9.2 ]
11.1.5 FRDEE, IFHaeEE

HIHPE LW R T AT 2 —F EH [ALT=5001U/L] % ££ 5 iFREREE & bbb -5
AlTECH IS 2RI L, @mYRAEERITH 2 &, [8.4, 8.14, 9.3 &#H]
11.1.6 HERERZ

HOAERGIC L D & B o5k - e [, Wit i, s M MRIBUME, 1795
MERIGZE, BV v~F, SLE, &%, 74+—727 b « /AW - NG, 40 H CHUR O
{BE] R"bobhbdZ edH 5, (2.3, 9.1.8 &
11.1.7 DEEE. DAE. FDE. AR (ODEMERE). DHEE, DRER

[9.1.2 &[]
11.1.8 BmfE

GGeE L 720 | BUiE, WAAS b Z ERnH D, [8.2 5]
11.1.9 fHm

[9.1.3 &/]
11.1.10 INFEZE, MERE
.11 BEEE. B2, CANARKE. REBES. BE. AR, #Bil. 18, RHMERK
fER EFIZEEE)

[9.1.4 ]
11.1.12 #ERE (1 2RV 2 8]

BB IRIET A 2 L3 b 0 . BIECELZ L5, [8.11. 9.1.7 ]

36



11.1.13 BIRREAERE
AR RS RE TUE SR T AMEE I RIET 2 Z & D 5, FURIEREOEHNEE L WIS
W%, EOHRIEEZETHZ L, 7o, HURIREEEE R F % CAFIP ILE b 72 B ALE Ok
e LB L LTERIRHRE S Tnb, [8.12 &]

11.1.14 REHIZIBFEIRE (Stevens—Johnson JEIEEE). hEMRKIEFERMARSE (Toxic
Epidermal Necrolysis : TEN). ZR4IBE

11.1.15 5283

WESIRIET D Z ERD D, [8.13 ]
11.1.16 SHEESE. *70—CEEH

(8.4, 9.2 &/]
11.1.17 JEdeEdm (Fh., mEF). JHEES. EmEXER
11.1.18 3 w4
11.1.19 HIEE

AENE I SO R M BE OB I C R 5 2 &, [8.8, 8.11, 9.1.7 &/ ]

(2) ZftbdE|ER

11.2 Z0MoOEIER="

5%LL 1%Lk I 5% A0 1% AT B AN
[} e HE
Y. %iéﬂﬁﬁ%ﬁ v, R 77
Z TV e (14.5%) . B
WAL TN o
AR, FRT-4K | IRE. B, 0N | 0B, wmlHm, | L (Em. 72
(£ KO OFENIEE | R, Bwm. | 7—F LA, U3
Sy ok, AR, | B, OEL, W | —BLEH)
R, MEE, BR[| AR, HA%K,
B WES, EmR, H
INERZEE, WE TR
WETE. - BRS | AERSTR. IR, | R
—— BRI, DU 3G B,
B, Bk, B
A B
MEIRREE (RIRE) | O F WV R HEGR, | HIR, KoX®), | B
SRErE, BER | B K T ARE,
i K==z —m X
" T—, LBk,
ﬁjﬁ; SR
I R E, =, )’
B e, HRER,
AP, PEARI
B, ER
WEBAE, Z D EEiE. | {95, ALBE. ZERR | RJEME, 29T,
395 23 FZ & 9% K2 T HA
F2 g i, g RZME
%, h k2,
EIT. e EE
o/ BB s A | A, U ooREk#k | PTT R
(28.6%) . fFHEK | BEAN, AFEREREIY
o g (28.0%) . I
i Y
(21.1%), U X
BB, ~E T
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= - 7 AN
cZ7 U > M,
IR i ER B )
e EjfEs EEE\%%\ﬁ
ALT E5- AST E | yv'GTP & LDH | JgifF. Al-P k| B %
ik s B . vUnrerk
=
B HIRBG M MRS, BER .
S Mk PEIRFESE BUN k
=
BAL N WEMEBESR . S« WA | WEE, WHEEALEE,
R AR, M. s | < Lo, &R
i, MEEEAS PR kg, WE
MM, M | IRFERE . FEIRTE | AR
i P MVEBR D | i, AR R E K,
IRORIE Gl | IRZ O FEiE, ARWZ
%), IR N = )
TESERAL B8 NV ZUETA K| B, BEE Ts
& BYYE G| BH- B, Ts k
HeHE AN | H -, B,
RE) DFEE XL | ERHRR, IR B,
AT FEARE R | MNP, Mg
(s, U | EASN- R,
VEE) B, (R | TSH /. i 7
Z o A, TSH EH. | A7 v, U
VPR - JERE. CRP | o/ fifiE. AR
EHETT, WG | WL T L —E
il e = a5, NEK, F
. Hm. HEE,
R, HEINE,
e 2, 18
PEHRAR S, Yov
aAf R—T A
H 1) ENEERRBR K ORGSR % HAS (BERMETRA, Fref A podiid, fOEIGEZ R 1cBiT
LHEEEH L,
W 2) MY, MRER - SRIARRE, Y 7 RRiEY ., FLBRE, SR T, S REEEZMES Z &R
HDHDT, ZOXIRIEIRND LN -G E T 2 L& 2175 2 &,
H3) HEHHALICARIE, RREL, M, RS, RIBL. . O RE. MRS, IR, RS A AL 0D
%,
SRR

[ PN B o R e OV i 78 14 RS 28 (ff F A i A, e (o A ki i A . R R se 14 B R 5l BR)
BT HEEEZRE L, 2B, 10%L BRI L ZEWERAIC O W T, dbETHME LR LTV
60

<BZEE®R>
IH BRIV RIREE
B AU PETG B AT % C AUBIEIT 2%
TR R R A TR iR e % A
2011 4 11 A

2011 4E 11 A ~20154£ 3 A 2003 4F 10 A
FATE B E 225 536 279 2382
BN O3 BUE B4 225 256 278 1560
BIVEHSE DI B 2925 565 4682 6262
RIEH S O FE BUE R 100. 00 47.76 99. 64 65. 49
VRS OFf R RIVERS OFBRIFEBUES] (B = (%)
RGBS K OV B HUE 73 (32.44) [ 3 (0. 56) [ 130 (46.59) [ 100 (4.20)

R S | |1 (0.36) [
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B AU MERR B AT % C RUBHERT %
TR By RO TR Rl oot R A
2011 4 11 A
2011 4E 11 /] ~20154£ 3 A 2003 4F 10 /
SERPEZ 3 (1.33) 1 (0. 36)
haEg 1 (0. 44)
1 (0. 36)
1 (0. 36) 1 (0. 04)
1 (0. 44) 1 (0. 36) 6 (0. 25)
KSR 1 (0. 44)
WeHLJ% 1 (0. 04)
18 B AT 1 (0. 44)
TBPERISPE S 2 (0. 08)
e 3 (1.33) 9 (3.23) 3 (0. 13)
s 2 (0. 89) 4 (1.43) 8 (0. 34)
SRS 1 (0. 04)
e 1 (0. 44)
it =X 1 (0. 44)
S PEALEE 1 (0. 36)
EER 2 (0. 89) 4 (0. 17)
¢ 1 (0. 04)
1 (0. 36)
1 (0. 44) 1 (0. 04)
2 (0. 89) 3 (1. 08) 1 (0. 04)
1 (0. 04)
3 (1.33) 7 (2.51) 3 (0.13)
HLAf~ L2 4 (1. 43) 1 (0. 04)
ANIVRA TG A I ARG 1 (0. 04)
HIRAEZ 2 (0.72) 4 (0. 17)
FERIE 7 (3.11) 4 (1.43) 4 0. 17)
EYLPER I 2% 1 (0. 36)
A 7N 1 (0. 44)
ERIHEE 5 35 (15. 56) 56 (20.07) 35 (1.47)
JVEL R E 3 (1. 08) 1 (0. 04)
FER v 2 A 1 (0. 04)
S H 5% 4 (1.78) 3 (1. 08) 1 (0. 04)
H % 2 (0. 89) 4 (1.43)
T AR 1 (0. 36)
NG 1 (0. 36) 1 (0. 04)
FEZE NS 1 (0. 36)
oL R % 3 (1.33) 1 (0. 04)
oA 5% 1 (0. 44) 9 (3.23) 1 (0. 04)
ek PRI 1 (0. 44)
WASE 2 4 (1.78) 8 (2.87) 6 (0. 25)
Jiti2 1 (0.19) 6 (0. 25)
RS 1 (0. 36)
T ¢ 1 (0.19)
e LR S 1 (0. 36)
PP 5 (2.22) 3 (1.08) 2 (0. 08)
FRLAE 1 (0. 04)
WfErE S = > 2 1 (0. 04)
il G ipE g 2 (0. 89) 3 (0. 13)
W 11 2 0.72)
S IR 3 (1.08)
FRikZe 4 (1.78) 3 (1.08) 3 (0. 13)
HEREME I 2%
ARG R 10 (4. 44) 25 (8.96)
IR Bk G 3 (1. 08)
A L AN BB Y 1 (0. 44)
LSRRV O 1 (0. 04)
=3 1 (0. 04)
WA BE RIS 1 (0. 44) 1 (0. 04)
1 (0.04)
1 (0. 36)
1 (0. 04)
1 (0. 44) 1 (0. 04)
3 (1. 08) 2 (0. 08)
1 (0. 36)
1 (0. 36)
43 3 (1.08)
i eI 2R 2 (0.72)
AV AVER R R 1 (0. 04)
A MR 26 1 (0. 36)
AW U /3 1 (0.19)
AP R Pk 2% 1 (0. 04)
e~ L~ 2 (0. 89) 4 (1.43) 7 (0. 29)
A PR IR 2% 1 (0. 04)
TR YA B I 1 (0. 44)

VXY 1 (0.04)
B, B 2 (0. 89) 4 (1. 43) 4 (0. 17)
VR Y =7 & Et)

o 1 (0. 04)
B 1 (0. 04)
NEIRPES (CAE 3 (1.08) 1 (0. 04)
B LR 1 (0. 44)
FE R IE 1 (0. 44)
AL R T IS 1 (0. 36)
JFH 1 (0. 04)
JEF A 1 (0. 04)
ik L O > SRkEE 10 (4. 44) 24 (4. 48) 14 (5.02) 127 (5.33)
R ERAE i (0. 36)
1. 1 (0. 44) 15 (2. 80) 8 (2.87) 56 (2. 35)
W BRI E 2 (0.08)
LA 1. 1 (0. 04)
B2 MR 1 (0. 44) 1 (0.19) 1 (0. 04)
1 1. BR R i 2 (0.37) 8 (0. 34)
U v Eie 1 (0. 44) 2 (0.72) 3 (0. 13)
U 3l i 2 (0.72) 1 (0. 04)
U L oREiE 8 (3.56) 1 (0. 36) 5 0.21)
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B AU MERR B AT % C RUBHERT %
TR R R A TR Rl oot R A
2011 4 11 A
2011 4E 11 /] ~20154£ 3 A 2003 4F 10 A

/NERVER I 1 (0. 04)
HAERHINAE 1 (0.19)
D pRIE D e 3 (0. 56) 26 (1.09)
YL BRI iE 2 (0. 08)
JHLE 4 (0.17)
/MR SE 7 (1.31) 24 (1.01)
A L N SR B 1 (0. 04)
FE a7 5 K] 1 (0. 04)
HREERE R4 1 (0. 36)
Sy M i B P SR B 1 (0. 36)

G R BEE 1 (0. 44) 1 (0. 19) 3 (1. 08)
TF7 47 x—R 1 (0.19)
Yo R—v A 1 (0. 36)
FHET L X — 1 (0. 44) 2 0.72)

o UARRE T 6 (2.67) 8 (1. 49) 10 (3.58) 41 (1.72)
A Ko 1 (0. 44) 3 (0. 13)
Rl B AE U 1 (0. 04)
R IR e TOESE 2 (0. 89) 4 (0. 75) 3 (1. 08) 11 (0. 46)
FRCR A B BB AR T 2 (0. 89) 4 (0.75) 5 (1.79) 24 (1.01)
SR FEPE IR I RE A T E 1 (0. 36)

FRUIR RS2 1 (0. 44)

R 2 1 (0.19)

PR FLR IR 2% 1 (0. 44) 1 (0. 36) 1 (0. 04)
TR PEFIR IR 1 (0. 04)
H Sy PR R RS 1 (0.04)

Rt L Ol 47 (20. 89) 4 (0.75) 92 (32.97) 118 (4. 95)
BRI 3 (1.08) 13 (0. 55)
9 JEL 1 (0. 36)

BT V=T MR 1 (0. 36)

i I 5 (0.21)
Bk 2 (0. 89)

18 DRI ML AE 1 (0. 04)
K77 2 v ifiE 1 (0. 04)
1 i B E 1 (0. 44) 1 (0. 04)
BT 1 (0. 04)
KT 1 (0. 44)

ARG 43 (19. 11) 4 (0.75) 88 (31.54) 96 (4. 03)
&0 g e 2 (0. 08)
/N 1 (0. 44) 1 (0. 04)

P 38 (16. 89) 23 (4.29) 102 (36. 56) 170 (7.14)
K 1 (0. 04)
Rz 2 (0. 89) 4 (1.43) 5 (0.21)

i 1 (0. 36)
= 1 (0. 04)
95 >R 5 3 (1.33) 1 (0.19) 4 (1.43) 1 (0. 04)
9 O¥F 5 (2.22) 13 (2.43) 10 (3.58) 48 (2.02)
NS 1 (0. 44) 1 (0. 36) 1 (0. 04)
BRmEE 1 (0. 44)
TIvvanyy 1 (0. 04)
L% 1 (0. 04)
{32 1 (0. 04)
S 2 (0.72) 1 (0. 04)
FVAARIRAE 3 (1.33) 1 (0. 36)
RRIE 33 (14.67) 9 (1. 68) 76 (27. 24) 94 (3.95)
Gy 3 (1.33) 20 (7.17) 13 (0. 55)
Ut R—iEik 1 (0. 04)
KINETF 3 (1. 08) 5 (0. 21)
B 1 (0. 04)
PR IRE 1 (0. 44)
K[ ZEAL 1 (0.19) 12 (0. 50)
KOy 1 (0. 36) 2 (0. 08)
AR 1 (0. 04)
AR 1 (0. 44)
=y o fEE 1 (0. 04)
BHEEDRES 1 (0. 44) 2 (0.72) 1 (0. 04)
o Rk E 1 (0. 04)
e ez 5 1 (0. 36) 2 (0. 08)
ARV A 1 (0. 44)
%A 1 (0. 04)
RS 1 (0. 04)
DB 1 (0. 19)
15 DREIR 2 (0. 89) 5 (1.79) 6 (0. 25)
NS R E 1 (0. 04)
LS 2 (0. 08)
T B 1 (0. 36)
birpilin 1 (0. 04)
HEATE) 1 (0. 04)
IR AR JEMERE 2 (0. 08)

R R 161 (71. 56) 24 (4. 48) 191 (68. 46) 255 (10. 71)
ERTEME I B ¢ 1 (0. 04)
USTRIEES 1 (0. 36)

AR IR e 2 (0.37) 1 (0. 04)

= 1 (0. 36) 1 (0. 04)
FAREAEMERE 1 (0. 36)

b4 1 1. 1 (0. 36) 4 (0. 17)

R IbEE 1 (0. 44) 6 (2.15) 5 (0. 21)

FFIED E 20 (8.89) 31 (11.11) 61 (2. 56)

FEMED FE W 1 (0. 04)

RAED E 9 (4. 00) 11 (3.94) 11 (0. 46)

R S 1 (0. 44) 12 (4. 30) 26 (1. 09)

T 1 (0. 04)

N L —JEERE 1 (0. 04)

147 (65. 33) 22 (4.10) 171 (61.29) 155 (6.51)

1 (0. 44) 2 (0.72) 1 (0. 04)
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e RIS 11 (4.89) 28 (10. 04) 24 (1.01)
USTRL $1id 1 (0. 44)

55 3 AR PR 1 (0. 04)

1 (0. 36)

i 1 (0. 36) 1 (0. 04)
AelEkEE 3 (0. 13)
FpfRE e RS 1 (0. 36)

i 1 (0. 44) 1 (0. 36) 2 (0. 08)
AhRIE 2 (0.72) 4 (0.17)
KA = 2 —m R F— 5 (0. 21)
SEIRH. 1 (0. 44) 4 (1.43) 9 (0. 38)
RS 1 (0. 44)
ReF V=R N 1 (0. 04)
MELFE SRR 1 (0. 36) 3 (0. 13)
=2 —nNF— 1 (0. 04)
ALE AR 1 (0. 36)
R A 1 (0.19)
EARAE 1 (0. 04)
IRTEREE 1 (0. 36) 1 (0. 04)
fBTHR 5 (2.22) 12 (4.30) 15 (0. 63)
< BECF i 2 (0. 08)
ESil 1 (0. 04)
BRORMEEER 1 (0. 36)
— M o A 1 (0. 36) 1 (0. 04)
PRHk 1 (0. 36)
= XA 1 (0. 19)
HLEF KR 1 (0. 36)
Vb 3N 1 (0. 36)
IR 4 (0.17)
55T PR PR 1 (0. 44) 1 (0. 04)
LI 1 (0. 04)
AR H i 1 (0. 04)
f b E 1 (0. 36)
i e 1 (0. 36)
MEAR OB T 2 (0. 08)
I A 2 (0. 08)
HRBE 57 (25. 33) 3 (0. 56) 79 (28. 32) 121 (5. 08)
MR o> 5275 I 2 (0. 89) 5 (1.79) 6 (0. 25)
ARk 57 4 (1.78) 12 (4.30) 12 (0. 50)
HL 1 (0. 36)
HR Mg 2 2 (0. 89) 1 (0. 36) 1 (0. 04)
Bl 1 (0. 44) 2 (0. 08)
RN 2 (0.72) 2 (0. 08)
it I e 1 (0. 04)
Ft L 1 (0. 44) 3 (1.08) 1 (0. 04)
T UL F— P g 4 (1.78) 7 (2.51) 2 (0. 08)
ERIRAERSAE 1 (0. 36) 1 (0. 04)
A 1 (0. 36)
AR AL 3 (1.33) 4 (0. 17)
MR g 195 1 (0. 04)
RS 1 (0. 44)
AR AL ET 1 (0. 44) 1 (0. 04)
ARAE 2 (0. 89) 2 (0.72) 3 (0. 13)
AR HH i, 1 (0. 36)
57 6 (2.67) 11 (3.94) 16 (0. 67)
AR AR 1 (0. 44) 1 (0. 04)
AR A7 i 3 (1.33) 1 (0.19) 3 (1.08) 1 (0. 04)
MR T 1 (0. 36)
HR e BB 2 (0.72)
[AREDN 1 (0. 36)
AT 1 (0. 44) 2 (0.72)
VRN 1 (0. 44) 2 (0. 08)
MR 7 i 2 (0. 89) 5 (1.79) 9 (0.38)
Ao LB 1 1fL 1 (0. 04)
A e ok LA ffa V] 1 (0. 04)
= 2 (0. 08)
JEHUE 2 (0.72) 1 (0. 04)
W 2Bt 1 (0. 36)
FARFESE 2 (0. 89) 1 (0. 36)
B IR P 2E 1 (0. 04)
AN P 3 (1.33) 1 (0. 04)
A ) 6 (2.67) 8 (2.87) 17 (0.71)
AR i 15 (6.67) 1 (0.19) 14 (5.02) 45 (1.89)
AR 2 (0. 89) 2 (0.72) 1 (0. 04)
AR i A e 1 (0. 04)
AR P 2E 1 (0. 04)
HANOE 1 (0. 44) 1 (0.19) 5 (1.79) 10 (0. 42)
PRI 5 1 (0. 44)
7 R 1 (0. 04)
589 RAR 1 (0. 44) 1 (0. 36)
FH 3 (1.33) 6 (0. 25)
BHET 1 (0. 44) 4 (1.43) 3 (0. 13)
vl 1 (0. 36) 6 (0. 25)
il T A 2 (0.08)
il TR0 2 (0. 89) 2 (0.72) 10 (0. 42)
[ ER i 1 (0. 04)
IR 1 (0. 04)
AR ER R ARAE 1 (0. 44) 2 (0.72) 1 (0. 04)
RIS M. 1 (0. 36)
IR Sk 1 (0. 44) 4 (0. 17)
IS 2 (0. 89) 3 (1. 08) 3 (0. 13)
ARAR 2 5 FRAE 1 (0. 44) 3 (0. 13)
AR 5 FERE 4 (1.78) 4 (1.43) 8 (0. 34)
AR A PR 1 (0. 44) 4 (1.43)
R 1 (0. 44)
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HRIEON S A 1 (0. 44)
TR AL EHENE 1 (0. 44)
I A I 2% 1 (0.04)
Hibs L Ok EE 11 (4.89) 1 (0. 19) 32 (11.47) 24 (1.01)
HokE 1 (0. 36)
i 1 (0. 36)
H 2 (0. 89) 6 (2.15) 2 (0. 08)
P 1 (0. 36)
T 1 (0. 36)
TR MR 1 (0. 36)
HiF 2 (0.72)
Hgy 3 (1.33) 7 (2.51) 9 (0. 38)
[EIHRE D FE U 2 (0. 89) 8 (2.87) 5 (0. 21)
BEANCVE R D F 1 (0.19) 1 (0. 36)
Ji B ERE 1 (0. 04)
BT 1 (0. 04)
HALE 5 (2.22) 6 (2.15) 5 (0. 21)
HZ 5 FEiE 2 (0. 08)
JEFENE R 5 (1.79) 1 (0. 04)
R 8 (3.56) 3 (0. 56) 21 (7.53) 29 (1.22)
e i (0. 36) 2 (0. 08)
MR 3 (1.33) 1 (0.19) 1 (0. 36) 4 (0. 17)
L) 1 (0. 36)
SERBET R Y 1 (0.19)
AR 1 (0. 04)
DA 1 (0. 36) 1 (0. 04)
5 o P4 1 (0. 04)
TR 2 (0. 08)
£ 5 (2.22) 1 (0.19) 15 (5. 38) 14 (0. 59)
TN YA B ARE 1 (0. 36)
S MM 1 (0. 04)
SRR 1 (0. 44) 2 (0.72) 1 (0. 04)
L MM 1 (0. 36) 1 (0. 04)
LEE PR 1 (0. 04)
i 2 B 4 (1.78) 24 (8. 60) 25 (1. 05)
WAL 3 (1.08) 4 0. 17)
1 fi 1 (0. 36)
B 1L 2 (0. 89) 6 (2.15) 6 (0. 25)
STV L 2 (0.72)
FaaE| 1 (0. 36)
AR I 5 (1.79) 7 (0. 29)
RS E T 73 2 (0. 08)
fiidii 1 (0. 36) 1 (0. 04)
Hitin. 1 (0. 04)
1ETH 2 (0. 89) 12 (4.30) 6 (0. 25)
PP MAERES K OV 96 (42.67) 8 (1. 49) 142 (50. 90) 137 (5. 75)
S8 1 (0. 36) 2 (0. 08)
BHEEE VK 2 (0.89) 5 (1.79) 2 (0. 08)
LA 49 (21.78) 5 (0.93) 74 (26. 52) 53 (2.23)
MR e i A 1 (0. 36) 4 (0. 17)
JE e 10 (3.58) 4 (0. 17)
RUENE 1 (0. 44) 10 (3.58) 11 (0. 46)
55 VEME PR IR 5 1 (0. 36)
L 1NN 10 (4. 44) 1 (0.19) 26 (9.32) 23 (0.97)
W 1fn. 2 (0.72) 1 (0. 04)
Loo< b 1 (0. 36)
I 1 (0. 36)
PR PR R 1 (0.19) 2 (0.72) 13 (0. 55)
A 3 (1.33) 9 (3.23) 6 (0. 25)
L rad 2 (0.72) 1 (0. 04)
WA H . 1 (0. 04)
sk 4 (0. 17)
Fapsise 1 (0. 04)
RAMEME AT 2% 1 (0.19)
TRHERZ K 17 (7.56) 17 (6. 09) 19 (0. 80)
IR e 1 (0. 04)
P A4 1 (0.19)
T LR PRk 1 (0. 44) 6 (2.15) 4 (0. 17)
P 35 (15. 56) 41 (14.70) 30 (1. 26)
< Lo 2 (0. 89) 9 (3.23) 7 (0. 29)
WG N 20 (7.17) 5 (0. 21)
TR 2 (0. 89) 1 (0. 04)
Ty 1 (0. 44)
|- 50E D SR IE 1 (0.19) 6 (0. 25)
Lt 1 (0. 36)
SRR 1 (0. 36)
NHEEALBE 9 (4. 00) 5 (1.79) 13 (0. 55)
2 1 (0. 44) 1 (0. 36) 5 (0. 21)
SRL R E 1 (0. 04)
I PR B AN gk 5 (2.22) 16 (5.73) 13 (0. 55)
I IPERH S 52 (23.11) 57 (20. 43) 43 (1.81)
T D PHIE 1 (0. 04)
B 133 (59. 11) 23 (4.29) 192 (68. 82) 203 (8.52)
[ 18 (8. 00) 1 (0.19) 42 (15. 05) 27 (1.13)
PR RS 5 (2.22) 11 (3.94) 12 (0. 50)
JER 17 (7.56) 3 (0. 56) 28 (10. 04) 20 (0. 84)
TR 4 (1.78) 6 (2.15) 4 (0. 17)
LR 22 (9.78) 2 (0.37) 37 (13. 26) 19 (0. 80)
JIEER I SR 2 (0.72) 1 (0. 04)
iy 1 (0. 04)
77 AN 2 (0. 89) 1 (0. 04)
JigE K 1 (0. 36) 1 (0. 04)
SEEDS 3 (1.33) 1 (0.19) 10 (3.58) 6 (0. 25)
B % 1 (0. 44) 2 (0.72) 1 (0. 04)
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RE R R %% 1 (0. 44) 1 (0. 04)
TEER MR 1 (0. 36)
{HE R 13 (5.78) 1 (0.19) 45 (16. 13) 24 (1.01)
e 4 (1.78) 2 (0.72) 3 (0.13)
T 47 (20. 89) 4 (0.75) 74 (26.52) 66 (2.77)
I PR 1 (0. 44) 2 (0.72)
+FEIER 1 (0. 04)
HERE 4 (1.78) 10 (3.58) 2 (0. 08)
W 1 (0. 44) 1 (0. 36) 1 (0. 04)
% 2 (0. 89) 1 (0.19) 1 (0. 36) 1 (0. 04)
BLW 1 (0. 36) 3 (0.13)
ol 1 (0. 44)
[ERERL 1 (0. 44)
JisEs 1 (0. 36)
HEGEEg 1 (0. 44)
S 2 (0. 08)
H % 3 (1.33) 1 (0.19) 8 (2.87) 4 (0. 17)
FEHEEE MR
OB AN % 1 (0. 36) 2 (0. 08)
A0 R A 1 (0. 44) 1 (0. 04)
W .
L2 1 (0. 36)
B P 1 5 (2.22) 12 (4. 30) 12 (0. 50)
PO 4 (1. 43) 1 (0. 04)
T POIEAR 1 (0. 04)
T PR 4 (1. 43) 2 (0. 08)
LR ES
ER 3 (1.08) 4 (0.17)
R 4 (1.43) 1 (0. 04)
i ifi. 1 (0. 44)
A 1 (0. 36)
a3 1 (0. 44) 5 (1.79) 4 (0. 17)
G~V =T
i P 28 1 (0. 04)
IR R 1 (0. 04)
1PN FIBESE
S A 1 (0. 04)
sk 1 (0. 36)
MR 1 (0. 04)
RS 1 (0.04)
AL 1 (0. 44) 1 (0. 36)
FVPEPN H 1. 2 (0.72) 2 (0. 08)
L 55 (24. 44) 7 (1.31) 54 (19. 35) 44 (1. 85)
I RPN A PR 1 (0. 44) 3 (1. 08) 2 (0. 08)
1P % - fi 2 (0.72) 1 (0. 04)
FPEPN G 2 (0. 89) 2 (0. 08)
RESIRZ 1 (0. 36)
H TR 1 (0. 44)
VR S 1 (0. 36) 1 (0. 04)
FN% 23 (10. 22) 4 (0.75) 27 (9.68) 47 (1.97)
L) 1 (0. 36) 1 (0. 04)
W 2 (0.72)
i 2 (0. 89)
B 3 (1.33) 15 (5. 38) 5 (0. 21)
gt 16 (7.11) 1 (0.19) 28 (10. 04) 21 (0. 88)
SR B 1 (0. 04)
ABOOEIR 3 (0. 13)
B PV 1 (0. 04)
KGR —7 1 (0. 04)
AEOH A 1 (0. 04)
DB 2 (0. 89) 1 (0.19) 3 (1. 08) 7 (0. 29)
FE 2 (0.72) 1 (0. 04)
R il 1 (0. 36) 1 (0. 04)
1 DEEETE 2 (0. 89) 3 (1.08) 3 (0. 13)
L 1 (0. 44)
I PERGISTHLEE 2 (0. 89) 1 (0. 04)
BT 1 (0. 36) 1 (0. 04)
L2 5 S 1 (0. 36)
I FH L A e 1 (0. 36)
25 AR 1 (0. 44)
HRAE 6 (2.67)

ST AR R b 5 (2.22) 16 (2.99) 3 (1. 08) 72 (3.02)
7 v a— TR R 1 (0. 04)
g 3 (0. 13)
FFHERE 1 (0. 44) 11 (2.05) 47 (1.97)
NENIF 3 (1.33) 2 (0.72) 16 (0. 67)
JIF% 2 (0. 08)
JIThE 5 (0.93) 1 (0. 36) 5 (0. 21)
foFERY —7 2 (0.89)

BERGE K OV T MLRkRRE 125 (55. 56) 50 (9.33) 182 (65. 23) 395 (16.58)

5 2 (0. 89) i (0. 36) i (0. 04)
BESE 65 (28.89) 19 (3.54) 104 (37.28) 132 (5. 54)
FEEESE 1 (0. 44) 4 (1.43) 4 (0. 17)
HETTE 1 (0. 04)
wir 1 (0. 36) 1 (0. 04)
BHERUIES 1 (0. 36) 1 (0. 04)
B & TR 2 (0. 89)
FERG R 3 (1. 08) 8 (0. 34)
SRR R 1 (0. 04)
T VR —PERRG R 1 (0. 36) 1 (0. 04)
7R E % 1 (0. 44) 2 (0. 08)
B ER g % 2 (0. 89) 2 (0.72) 2 (0. 08)
P2y 4 (1.78) 1 (0.19) 3 (1.08) 7 (0. 29)
B Rzt 11 (4.89) 9 (3.23) 8 (0. 34)
BT IS 1 (0. 44)
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1% 13 (5.78) 3 (0. 56) 24 (8.60) 48 (2.02)
IR R Z VRIS 2 (0. 89) 3 (1. 08) 6 (0. 25)
1§ IR 1 (0. 44) 1 (0. 36) 3 (0. 13)
FLBE 8 (3.56) 2 (0.37) 11 (3.94) 34 (1.43)
ZIALEE 2 (0. 08)
R PEATBE 1 (0. 44)
BT Hidn. 2 (0. 89) 6 (2.15) 2 (0. 08)
BENEE 1 (0. 36)
EZMRIH 1 (0. 44) 1 (0.19) 6 (2.15) 20 (0. 84)
BEREE 3 (1.08)
ruA NEEE 1 (0. 04)
B 5 (0.21)
s 1 (0. 36) 1 (0. 04)
JNZE €, 1 (0. 36)
JROkEE 3 (1.08) 2 (0. 08)
BT 4 (1.43) 3 (0. 13)
B2 &R 2 (0. 89) 1 (0. 36)
WA BIE 1 (0. 04)
ST O 1 (0. 44)
5 1 (0. 44) 1 (0. 36)
SR L 1 (0. 36) 1 (0. 04)
SEARBBE RS 3 (0. 13)
RIEMG BFRILE L 1 (0. 36)
FE% 1 (0. 44) 1 (0.19) 3 (0. 13)
Z D PHE 37 (16. 44) 19 (3.54) 58 (20.79) 121 (5.08)
AR 7 (0. 29)
SEBE 4 (1.43) 3 (0.13)
5 21 (9.33) 10 (1.87) 47 (16. 85) 96 (4.03)
ALEE: B2 95 2 (0. 89) 1 (0. 36)
E-duiazs 1 (0. 36) 12 (0. 50)
Z MRS 1 (0. 44) 3 (0. 13)
I B2 1 (0. 04)
NI 1 (0. 04)
NEIRPER & % 3 (1.08) 1 (0. 04)
B2 & R 2 (0.72) 3 (0. 13)
RO A 1 (0. 36)
B2 RGFIE 1 (0. 44) 2 0.72) 2 (0. 08)
B Rzl 1 (0. 36)
B &I 1 (0. 36)
B AR 1 (0. 44) 2 (0. 08)
E 93 3 (1.33) 2 (0.37) 12 (4. 30) 15 (0.63)
RIS 1 (0. 36)
HLRIE 1 (0.19)
VSR 1 (0. 44)
RHFLBE 2 (0.72) 3 (0.13)
(a2 AR 1 (0. 36)
BEVET D FEIE 13 (5.78) 24 (8. 60) 42 (1.76)
B R 1 (0. 44)
itk RS 5 (2.22) 2 (0.72) 2 (0. 08)
BRI ZE 1 (0. 44)
BRILEEE 1 (0. 04)
B Ji i B 1 (0.04)
g Hs R ds L O A kil & 110 (48. 89) 11 (2.05) 168 (60. 22) 191 (8.02)
B 64 (28. 44) 6 (1.12) 87 (31.18) 108 (4.53)
B g% 1 (0. 36)
ki 29 (12.89) 1 (0.19) 74 (26. 52) 59 (2. 48)
Bl 1 (0. 36)
B 1 (0. 36) 3 (0. 13)
ARG R 2 (0.89)
FAPEHDIE 1 (0. 04)
PRI 1 (0. 36)
PR 1 (0. 04)
HLEAEI ¢ 1 (0. 36)
7 Il 1 (0. 44) 1 (0. 36)
e 1 (0. 44) 1 (0.19) 10 (3.58) 10 (0. 42)
A 1 (0. 36)
WHET 1 (0.19) 6 (2.15) 6 (0. 25)
hE kI 5 (2.22) 13 (4. 66) 10 (0. 42)
7 P e 44 (19. 56) 3 (0. 56) 61 (21. 86) 59 (2. 48)
HHL e 7 (3.11) 7 (2.51) 9 (0. 38)
A EERIEE 1 (0. 36) 2 (0. 08)
(Egiikond 1 (0.19)
VY e 8 (3.56) 22 (7.89) 12 (0. 50)
it 1 (0. 44) 2 (0.72)
P36 R ¢ 2 (0. 08)
P Y v~ F 1 (0. 36) 4 (0.17)
¥ — 7 L SRR 1 (0. 04)
BGEATHEE 1 (0. 36)
TRIRENE 1 (0. 36) 1 (0. 04)
[idipS 2 (0.72)
ISR 1 (0. 36) 1 (0. 04)
HHR R 1 (0. 36)
5 PO 7 1 (0. 36)
HERIHZE 1 (0. 36) 1 (0. 04)
AR e 1 (0. 44) 3 (1.08) 1 (0. 04)
A A 9 (4. 00) 24 (8. 60) 14 (0. 59)
R AR R 4 (1.43) 2 (0. 08)
V0 AR R 3 (1. 08)
HERTAR AR 1 (0. 36)
HERT AR 1 (0. 44)
s K OR b 8 (3.56) 19 (6.81) 18 (0. 76)
o AR R 1 (0. 44)
RAEREAT 1 (0. 04)
IR R 1 (0. 44) 4 (1.43) 1 (0. 04)
MR 1 (0. 44)
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T KU ATE 2 (0. 08)
T A 3 (1. 08) 2 (0. 08)
IHBEIR 1 (0. 44) 1 (0. 36) 2 (0. 08)
BER 5 (2.22) 9 (3.23) 1 (0. 04)
EAR 1 (0. 36) 5 (0.21)
B hEE 1 (0. 04)
JRAEE 1 (0. 44)

2 (0. 89) 2 (0.72) 3 (0. 13)
1 (0. 04)
1 (0. 04)
1 (0. 36)
b 1 (0. 04)
BENR Mm IS UJFJ PEMI DR 2 (0. 08)
TERR i 2 (0.08)
iR d L OILERE 11 (4.89) 1 0.19) 9 (3.23) 8 (0. 34)

FHEES R R 1 (0. 36)

AT T 1 (0. 44)

BVERTT IRIERIE 1 (0. 36)

TEHHOD A 1 (0. 44)

AR IR 3 (1.33) 1 (0. 36)

MAEIRAE 1 (0. 44)

ARk 2 (0. 89) 1 (0. 36)

H #%EAE 1 (0. 44)

RERAA #% 2 (0. 89) 2 (0.72) 3 (0. 13)
ARIEFE i 2 (0. 89)

BTG 1 (0. 36)

[INATS 1 (0. 04)
PR i 1 (0. 36) 2 (0. 08)
AL 1 (0. 44) 1 (0.19) 1 (0. 36) 2 (0. 08)

— % - RHEES X O G OREE 205 (91.11) 66 (12.31) 243 (87.10) 511 (21. 45)
30 AR ALAL BE 1 (0. 04)
3t AL 5 PR 1 (0. 04)

1) )9 4 (1.78) 1 (0. 36) 1 (0. 04)
JEB AL 2 (0. 89) 12 (4.30) 4 (0. 17)
Job) 5 (2.22) 12 (4.30) 10 (0. 42)
FESE 20 (8.89) 21 (7.53) 30 (1. 26)
TR T 1 (0. 04)

PR 1 (0. 44) 1 (0. 36) 6 (0. 25)
3 (1. 08) 6 (0. 25)

2 (0. 08)

2 (0. 89) 1 (0.19) 20 (7.17) 18 (0. 76)

2 (0. 89) 1 (0. 19) 10 (3.58) 7 (0. 29)

4 (1.78) 10 (3.58) 15 (0. 63)

22 9.78) 15 (5. 38) 29 (1.22)

1 (0. 04)

: 1 (0. 44) 2 (0. 08)

fEfhiR 1 (0. 36)

TR B 1 (0. 04)
PN T3 2 (0. 08)
VESFHEBALP 1L 6 (2.67) 2 (0. 08)
TESRHAAL R G & 1 (0.19) 1 (0. 36)

/*%J FRATALEE 53 (23. 56) 53 (19. 00) 49 (2. 06)

AL 1 (0. 04)
6 (2.15) 3 (0.13)
3 (1. 08) 2 (0. 08)
1 (0. 36)
% 9 (4.00) 8 (2.87) 4 (0. 17)

/*%J nu% 5 PR 48 (21.33) 37 (13. 26) 36 (1.51)
/*%J nu%r 5 (2.22) 4 (1.43) 7 (0. 29)

2 (0.37) 7 (2.51) 1 (0. 04)
¥ 2 (0. 89) 10 (3.58) 4 (0.17)

erm& 1 (0. 44) 1 (0. 36)

Ak 142 (63.11) 26 (4. 85) 171 (61.29) 291 (12.22)
Ny 2 (0. 08)
R A 2 (0.72)

VIR 3 (1.08) 1 (0. 04)
ERiEREd 5 (2.22) 4 (1.43) 6 (0. 25)
YT 4 (1.43) 6 (0. 25)
FEEN 161 (71.56) 51 (9.51) 179 (64. 16) 294 (12.34)
N 2 (0.72) 2 (0. 08)
178 4 (1.78) 12 (4.30) 15 (0. 63)
gt 2 (0. 89) 2 (0. 08)
T8 AL AR: 4 (1. 43)

FAHIEAR 3 (1.33) 1 (0. 36) 1 (0. 04)
i L 95 1 (0. 04)
Y EHEREIR T 1 (0. 04)
ﬁ?ﬂ%m 1 (0. 44)

1 (0. 04)
1 (0. 36)

o 2 (0.72) 3 (0.13)
/*%J AL IEAR 5 (2.22) 11 (3.94) 4 0. 17)
LA ZRFERAL o 1 (0. 36)

FEFHE AL AR 1 (0. 44) 1 (0. 36)

g R B 1 (0. 44)

RY—7 3 (1.08)

B 1 (0. 36)

e 4 (1.78)

PF%J nmmz 2 (0. 89)

JAHBAL i 1 (0. 04)

u%n" R AR T 1 (0. 44) 1 (0. 36)

A BRI AL BE 1 (0.04)
Eﬁmﬁﬁ 213 (94.67) 155 (28.92) 264 (94. 62) 971 (40. 76)

TEVEALE ) ke v R T T AT CIRERGE R 1 (0. 44) 12 (4.30)

TEVEALER Y b 1 v AR T T AT R A 2 (0. 08)
TI=YT I N T AT =T —PHIN 115 (51.11) 22 (4.10) 61 (21. 86) 71 (2.98)
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TARGX BT I ) NTv AT =T — 100 (44, 14) 12 2.24) 66 (23.66) 65 2.73)
BHYN
ISR FEER B 3 (1.08) 23 (0.97)
A E UL e 6 (2.67)
M7 AT 3 R 8 (2.87) 7 (0. 29)
e YL e AN 4 (1.78) 2 (0.72) 3 (0. 13)
MHFIFEE E VL E U HN 2 (0. 89)
v L 4 (1.78) 5 (1.79) 21 (0. 88)
HH v SHIN 2 (0.72)
M = v 2T a— L 1 (0. 04)
1 H = L AT v — L 1 (0. 36) 3 0.13)
M7 V7 F 2R AR FF—EHIN 1 (0.19) 2 (0. 08)
M7 L7 F =N 1 (0. 04)
MH 7 Ko R 3 (1.33) 1 (0. 36)
M7 R o B 15 (5.38) 16 (0. 67)
M6y 7 v 7 U > GHIM 1 (0.19)
Mg o2 U RN 1 (0. 44)
1 ki 1 (0. 44)
1 P LRI K SR SR HE N 2 (0. 89) 1 (0.19) 19 (6.81) 19 (0. 80)
M7 U o L 1 (0. 04)
TS T 6 (0. 25)
T RS- 7 (3.11) 3 (1.08) 7 (0.29)
U 440 A T 1 (0. 36)
R IR AR L i 5 (2.22) 1 (0.19) 9 (3.23) 2 (0. 08)
R IR AR L AN 6 (2.67) 1 (0.19) 24 (8. 60) 28 (1.18)
ML Y 27U Y REN 21 (9.33) 59 (21.15) 52 (2.18)
RN 1 (0. 36) 3 (0. 13)
i PR RN 2 (0. 08)
C — SRR A 8 (3. 56) 32 (11.47) 9 (0. 38)
UFERBR AR 1 (0.19) 1 (0. 04)
UFERBREH N 2 (0. 89) 9 (3.23) 24 (1.01)
NREC AR AR L 1 (0. 04)
y—TNEINKTG AT =T — BN 65 (28.89) 1 (0.19) 49 (17. 56) 39 (1.64)
PRI R o R 5 (1.79) 3 (0. 13)
7Y a~Esu e BN 1 (0. 36) 1 (0. 04)
R ER QS 1 (0.19) 1 (0. 36) 4 (0. 17)
~v b7 Yy MR 25 (11.11) 2 (0.37) 86 (30. 82) 97 (4.07)
~~ b7 Uy NN 1 (0. 04)
PR F i B 1 (0. 44) 10 (3.58) 9 (0.38)
~ESu U 31 (13.78) 6 (1.12) 87 (31.18) 111 (4. 66)
AT u e N 1 (0. 04)
DB 2 (0. 08)
AN 3 (1.33) 1 (0. 36) 5 (0. 21)
CHUFR RN AWM 1 (0. 04)
NRJE L5 1 (0. 44)
A RERR AT R 1 (0.19) 1 (0. 04)
PIVAS: & 2 24 (10.67) 1 (0.19) 133 (47. 67) 105 (4. 41)
U 2 SEREUE N 1 (0.19) 6 (2.15) 33 (1. 39)
R B 1 (0. 36) 2 (0. 08)
HEREEE N 2 (0.37) 5 (1.79) 29 (1.22)
L ER B 191 (84. 89) 73 (13.62) 220 (78. 85) 473 (19. 86)
i R ERE N 3 (1.33) 1 (0. 36) 2 (0. 08)
RN e 101 (44. 89) 65 (12.13) 209 (74.91) 602 (25.27)
MR 5 (1.79) 6 (0. 25)
MR PN 5 (2.22) 2 (0. 08)
JRER 1 (0. 04)
AR N =R TR 1 (0. 44) 3 (1.08) 2 (0. 08)
7'a hoo e R 1 (0. 04)
FRIERE D 16 (7.11) 2 (0. 37) 84 (30. 11) 89 (3.74)
ARIEREHIN 2 (0.08)
FRLIR A e o A S 2 (0.37) 3 (0. 13)
JFAB R AR A T 1 (0. 44)
IRE A 7 (3.11) 1 (0.19) 29 (10. 39) 23 (0.97)
IRE RN 1 (0. 44)
BRI 149 (66. 22) 50 (9.33) 203 (72.76) 321 (13.48)
1 i BR A N 2 (0. 89) 5 (1.79) 2 (0. 08)
R HR A R R 1 (0. 44)
MY s 35 (15. 56) 31 (11.11) 17 (0.71)
Y Hn 1 (0. 44) 2 (0.72)
M RN 1 (0. 36)
[ SEE RSl 1 (0.19)
R E 4y RN 1 (0.19) 1 (0. 04)
JRHPER B 3 (1.33) 18 (6. 45) 13 (0. 55)
Jptk S b U AFIPRA T T REEN 1 (0. 44)
el Y 3 — KT = Hn 6 (2.67) 7 (2.51) 3 (0.13)
Wl R ) 33— FF =8 4 (1.78) 3 (1.08) 6 (0. 25)
rF v A7 I)—E L& 1 (0.19) 5 (0.21)
WD A 7 4 (1.78) 12 (4.30) 7 (0. 29)
WD A 7S BN 5 (2.22) 7 (2.51) 2 (0. 08)
7 LV X— R A 2 (0. 08)
ERESEAIREN 1 (0. 04)
M7 v Y RA 7 7 2 —EHn 1 (0.44) 7 (2.51) 11 (0. 46)
PR ELR A 1 (0. 36)
ST L5 1 (0. 04)
G 1. 1 (0. 36)
VU SERGRERE 2 (0. 89) 1 (0. 04)
AR ILERIF 18 T 2 (0. 08)
I 2 (0. 08)
A~ — 77 — 54 1 (0. 44) 1 (0. 04)
OB 1 (0.19)

B, PR X ORE S DHE 3 (1. 33) 1 (0. 19) 9 (3.23) 4 (0. 17)
VB 1 0.00)
2 TEERE 1 (0. 04)
%R 1 (0. 36)

ST 1 (0. 36)




B AU MERR B AT % C RUBHERT %
TR R R A TR Rl oot R A
2011 4 11 A
2011 4E 11 /] ~2015 4E 3 J 2003 4F 10 /
B it 1 (0. 36)
o aen 1 (0. 44)
U A g 1 (0. 36)
Blomn& 1 (0.19)
R 1. T 1 (0. 04)
BB 1 (0. 44) 1 (0. 36)
105 2 (0.72) 1 (0. 04)
Al 1 (0. 36)
Ha s 1 (0. 36)
layisEistes 1 (0. 36)
B g 1 (0. 44)
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B HEG21T) ZEPRETH D,
AFN O EINE TARERAR BRI 23\ TR SV EREML UG L TN rIFN o -2a 54 Ty
SNTEFHBALEOSIZ OWTREH L7ee 2O KD ZRIERD B B O I AL~ D Fe 513k
DL, Tl ZOEIRERER T2, Al OGO Y IR L O G1E3ATH 78
W2k,

12. Z0MhoxE
(1) BRERERIZED ER
15.1 BREREAIZE D < 1E%k
E NSRRI IW T, PRIFURDFE BN 4.1%I2H 5TV 5,
<>
AFNOENE TARERRBRICB T 294 v ¥ —7 =0 UHIRERERIL, 90ug H5HT 3.8%
(2/52 %), 180 u g BEHHET 7.4% (8/108 f5)) T o7z, Z Dtk L 7= [E PN EF MLAR AR R
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WCBITDHA v F—7 = v UHURRBLERIE, AAHEME 5T 2.1% (2/95 #il), “EHEKRED
T AT A*PEHEET 3.2% (3/93 f51]) . IEEMBED I ~H APFHEET 3.3% (3/90 f5) THhH 7=,
TS DEEREER OFE R A U - 2EOPA v Z—T7 o UHURREELER, 4.1% (18/438 i) %

ahdk L7,
* AR TIEUNEY VEDHBAREIZTOVWTIEHARBEINTLEL, aRAREHEFTEHIEFTH D,

(2) JERRRREABRICE D 1B
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X. JEEGPRERERICBA9 HIER

1.

ZIBEAER
(1) EMFEDAR
(VI BB HHE ) OES R
(2) REMFEBRE
HERIER EEYES (B (BIsUE) [B5RK 1858 (ugke) [FiE
—RERR VTR RIZTHE
—fRIEWR - 1TE  |Trwinik ~ A (8) KT 6., 60, 600 (i [w#E7rL
E1))
MATENEIZR v (MRS [RF 6. 750 (Hi[mA) SE (52-3H ; )
n=1) BATRE (B52-40 8
?)
Hov o (MERER KT 15, 187.5, 562.5 |7 L
n=3) QE2F, 4AFH)
v (MRS [T 15, 100, 600 (4 |600 u g/kg : PUAEL, 4%
n=5) TR B ) FEOBITI, WO, AT
b (5120, 140%)
TR ARICRIFT RS
H 5 E R i Opto-Varimex Mini |7 v b (8~10) | T 6, 60, 600 (H [HE/L
(2w [5])
JRERVE AF VSN EZ—L [T (8) KT 6., 60, 600 (i [wHEpL
FEEAR [7])
FEREE A NRUFLrT TV (=R (8) BT 6. 60, 600 (M [w#&72L
— /LI E1))
JWEAEH tail flick7% Fv bk (8 KT 6., 60, 600 (M [wHE7pL
E1))
TR R ~ A (8) BT 6. 60, 600 (M [w#&72L
[E1))
v (MRS [T 15, 187.5, 562.5 |/ L
n=3) QE2[F, 4AFH)
Hov o (MERES AN 15. 100, 600 (4 |7 L
n=5) i e )
HEARRRUVEEHICRIZTEE
N UL A RE TEFral) v |'ATy ME |nvitro  |0.081, 0.81, 8.1 &L
AL, ka b= | (4) u g/mL
VR OHEE N T A
IE - BIRESRICRIZTHE
R EEED IEFRER T OMERE  [~wv A (8) KT 6., 60, 600 (M [wHE7pL
E1))
FREE T DML BhiR [ L (4) FrRAN 6. 60, 600 (M [w#&72L
1o H 255+ pH A, k)
PEBR 25 HEFRRE T O OdaE- O [V (MEES R T 15, 187.5, 562.5 |/ L
X n=3) QE2[E], 4EH])
Hov o (MERES AN 15. 100, 600 (4 |7 L
n=5) i e )
BRI T 0L D [T (4) F RN 6. 60, 600 (M |6 ug/kg: DA%, Q-
B4 - U 7 - Do [\, i) THIREER (B 51%3047)
2 I -
EIEBRRIZRIFTHE
I % B RBENE vk (8) BT 6. 60, 600 (M [w#&72L
E1))
KERUEBHERMRIZTTHZE
JRE - JRPEM | AR Z vk (8 AN 6. 60, 600 (B [0-3M[H ; 64 g/kgbl E TR
' - pH E1)) 8%
RIRE L OVRE | IRBRELR O IgOR [V (MRS |KET 15, 187.5, 562.5 |/ L
AR AR A PR AR A n=3) (H2[R], 438[H)
v (MERES KT 15. 100, 600 (4 |72 L
n=5) A L )
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(3)

Z DO
BB L

2. HMEER

(1)

(2)

(3)

B E5EEHER P

T IAZEIUT B BT M OV AIRPN B (0] 45 5505k 2 S50t L 7=, BERS DO BOBE &I T 5T 6,750 1 g/kg
PLE, ¥RPANEET 300 glkg UL ETH -T2,

AR N ek Gl G- e/ i K& 6,750 u glkg Z#5- L7=23, SECHlIEe <, RE~D
WAL SN -T2, PEGIFN 850 U= 28 0iE, B, ATRE . ®BEOEIM,
HIMERE DWW 7z A HE DR & ONALT (GPT) fEOHINTH - 7o, IWEFARFEIOE (L &
U Cld, NREEORREE OGN FiEhE () & VRSN OE O P () <Th-oiz,

[ AR % 55888 T1d 300 1 glkg DB E TG L2y, ETHIER< . KE~OEEL K
HiL7eiroTz, PEG-IFN #5123 U 72 =028 biE, 300 u grkg #F (M) (23817 28D AST
(GOT) fEDHMTH -7~

REHRESMHEHER Y

FZEBIT A 2 [ XX 7 BIEEIC L D 4 R TG OV 2 BEGIZ2 L% 13 HHE
NGB A ki L7z, AT MUZZAHABEICHRTAERLTHY, EREMICE 5T
IFEME - ABBEICH D720, PRHUAEAIC L 0 RO BN EUNEEAL S AW ATREME DS
eI, F£72, 4 BEMEON 13 EERBROBGEN S b RFRPURD EA K ZIUSER T 5 %
PEDOWEI DR ST=, L2 » T, AEITBWTIE 13 8 248 2 5 E % 538 3 9206
LZ2ho 7,

I 2 [\ D 4 AR TR (0. 15, 187.5, 562.5 1 g/kg/lAl) (BT, ELEHNTED S
oz, 187.5u glkg/lalbl ERECRIZAE « Iy o A0HD (), AST (GOT) - ALT
(GPT) oI (), 562.5 1 glkg/lF% 5-RE T/ M - AIMEREK OB @RE) 23, £/,
562.5 1 glkg/[al ¥ 5-HE THNK - MIEEE OB ) NRO LN, L, EIEICEE#E L 7-
JRERRAR P L IT e B Te o T2, EFREREET PEG-IFN O7= A FE ) 2 MR B A
H 7z,

#7180 4 B TG (0. 15, 100, 600 u g/kg/[a]) (ZHBWT, FELHNTERD B0
S 72, 16 p glkg/[BILL_EREC /MRS - A i EREL - AR M EREL D APTT O, 100 u g/kg/
FICLERECT 0 7Y =2 7= VBB O, 600 u glkg/[A1#% 57 CHRIMEREL - M AFHE: -
MERBFE DWW, I T b JRBEROWWD N EICEE 2BEICALNT, 72, 6001 gkg/
Bl GREOME 1 FITiE, #5 12 B BIC—fRREOEL ((REKTE) BNAa o, EmZeiam
% T AST (GOT) - ALT (GPT) - LAP OH3/N% D23 T 5 AL T, FREHER AR A IC BV T
PRI B U 7= B T A b iie o tz, &EEREET PEG-IFN O7- A A3 2 M P Hiikss
Rt S A7z, 4 BB ORHEIIRKE TRAIZIE, P HUAD R S 72 AN TE R 13580 b
o T, ek —HRIRBED AL I 5 1072 600 1 glkg/[E % H-REDME 1 41 o ifn. T ##E& (AUC,
Cmax) 1Z. FUEEOMOBOM T EERE L IFITR L TH o7,

¥ 2 [\ 13 B T 5588k (0. 15, 50, 150 u g/kg/[E]) IZBWTIHTHNITERD HRd o
7eo 15 p glkg/IEILL ERECTHMEREL - 7oA BHVE « 77 X O, 50 p glkg/IEILL EEET i/
W DA, 747V =27 O8NN, 150 u glkg/lal#&GRETT 1 b oo v U oD, ALT
(GPT) OHMARA LN, LHrL, ZIHDOZ LI BET, 5 1 HA»L&E 4 A
FTORICA LIV, TNLKZITA LN T0, JREMHREORE BV, HIRICEE L=
BT B N2 DN 7=, 2R T PEG-IFN O 7= A BB ISk 2 kst Shr-, 4 8
O EHE IR TRICIE, P HUR R SN2 DAMII R T II58 O biven o7,

Z S RBR O R LR AL T A —F Db —@E Th o N E LT, Pk
PEAEICHE D AP BRBEREORD NE 2 b,

BEEMEHRR Y
B 2 W T8RS RE BB BR L O B Y U ER A W2 e (R B SRR 2 0 L 7223, s
Aoy A WA S/ER
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(4)

(5)

(6)

(7)

DA R ER *
ARIENIAA AT 7 7 v U—SHEES (CARERA]D) TH O | AEER LN ARV NS
DT > IR U CTAEMFRNEE 2 R S 3, (FoWERPAET VA Wz in vivo iR b i
P EiIBxond, o, BEEY Ch 5 EREMW) CRERMEZRT Z &0 b0 AR
FEhe Lo,

ETEF SRR

PEG-IFN OV /L OMEAR VT KT 28R (0, 100, 600 u g/kg/El, 1 3 [FIF T#
B) \2BWT, ECHIORERILR ) > 7-, PEGIFN BEThH O N FMAT L, BEH (43
HET) OFEBD, BEHERD, MEMOMLE, mHAERLVERE (Fesrxra 178
"TARNTUA—I) OO LN —7 HOBIESH HWVIIEKRTH -7z, T b D2 biXEIE M
DOELTH > 7=, PEGIFN @ 100 1 gikg/lalF 5REOEAbIX, LEKHEEETH D rIFN « -2a O
25X 1081U/kg/[al4% 57 G 7 [BIFHRNES) SIRIERBRE CH -7, 728, PEGIFN @ 13 #
M COREEGEERBRIZIBN T, MEREATEIRICAREOEEIIA LI TR,

BRI SR

W PR LA & 7] UL DOVE 2 W TR S 72 PEG-IFN &I CERi L7z, ARV L 4
W TN 13 ﬁﬁaﬁ&?&ﬁﬁﬂiﬁ GE 2 A3 7 [F#E) 2B\ T, PEG-IFN ICERKRT 5 L&
2 IS TR MEILERD iR o T,

ZTDMDEFHKE M

LR 39

PEG-IFN/ZrIFN 22l A ¥RV =F Lo 2 a— A 15 FER-ES LT DT,
HAEHY CHLEREMIC L > UIRFELAHE TH D, Lied-> T, FEROBERE THIR
PRI Z LI LT, BEROERELYV AF O N TOHUREMEL TR 5 2 & i3#ET
RNEBEZLNDZ LD, PURMERERITSEN L o7,

PEG-IFN OEEMEA rIFN o -2a &L THHWZ LR~ T A2 AW EBR THER STV
HZEMB, B MIBWTH rIFN o -2a #5- & i LT PEG-IFN (2% 3 5 HRIPUAPE A DK
AL ]IF S D,
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X. EEMNEIEICET HIEH

1.

MRH X5

BK| XA ARTFHE Oug
N VARTIE 1801 g

) EE—EMEOLTZEICI VT

AZhRIT

. A

A RN - 48 & H

. BERETORE

Brih . 2~8CIR1F

. BV EDEE

BE STV

. BEETEM

BEMEELTA R AV
<FVvoLEY AV

. B—HS - A
ERERD, A TEORERR,

. EFfSEEFAR

20017 A5 H (AARA)

R B —Txay TILT 7 -2a (Ein - z)

. BERTARRFEABRVARES, EMBELNHEFAB. RETMKFAR

BR554 HERFTARRERAR RBES EMEEISHKEAR BRSERHtRE A B
f\j’gng§7tﬂz 2003410 /1 16 A | 21500AMY00138 | 2003412 H 12 H | 2003 4 12 A 12 H
A”biggZ%;Fi£ 20034510 A 16 A | 21500AMY00137 | 20034512 H 12 A | 2003 4 12 A 12 H

. PDEEXIEREMN. AERVAEXEEENENFEABRVEZOAR

ZheE « ZhFIBMN : 2007451 H 26 H (XA AF FEO g, AV AR FiE 180 g)
UNRE Y EDOPFRICE DU TFOWT MO CRUBMIFRIZIIT 5 7 A L A MUE DS
(1) Barnr—71 (Y= /%471 (la) XiZO (1b) THCV-RNA &3 &EOEE
(2) A ¥ —7 o VEMPEETENIA X — 7 = o BMRIES R LT B

ZhRE » 2R, L - HIEB 20117 H 1 H (ST ARFE9I u g

(%6 « ZhF)

Unely Loz ks CRUYMENETEIZIZIR T 5 U A /L A MAEDSE

(Hi% - HE)
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fEHIC®H Tz > TiL, HCV-RNA Bt TH D Z L 2R L2 9 2 TIT 9,

Wi, RACIZRTA =Tz TAT7-2a CBIGTHBEZ) L LT1R90ug 2
[, BTG 5,

AHN OB GITE L TiE, BEOIREBEZEZE/ L, BE, PILF

e
g
(ZhRE - DR

B IUBHEIE B 4612550 B 7 A b A M O

(Wi - HE)

fENCH 72> Tix, HBV-DNA BOHIEHIZ LD 7 A L ADRFIZ R L7295 2 TIT 9,
WE. RANEIRTA v d—Tzay TAT7-2a (BIEFHBLZ) 1HOug (f ¥ —T =

oy 77 7-2a GEl L) L LT) 2B 1E, K TICEET S, ok, Hil, HBV-DNA
BEISLT, 1HOF5EE 180ug T2 LN TE S,
AHNOFEGICEE L Tld, BEORESZZE L, WE., PR

WO 7R AE 21T 5 T

< hR. RE - HESBIN 2011429 A 26 H (SRR THEIOpn g, ~H AL THE 1801

DEYIRILEZTTH Z &,

mw/x&T&4&wﬁ@M%m 201349 H 20 H

(Zhig - 2]

UoRe ) OO XD CRURMEMENTFIEZIC BT 5 U A VA MUE O

B FUBMEIGEMERT RIS D 7 A L A MUE Dk

(LEEDNRE - AT I8 1T D I8 HF4))
*:Aﬁ/z&T&%ugiﬂﬂﬁﬁ%

BhRe X TR, AER O EEE
u gl
U OO X DhHE TR, FIE L O &HIBR

(BhRE I3 %0 4)

C BUBMEATRIZEBIT 2 7 A VA MUIE D E

B BUEMIEEMERTFRIZE T D U A VA MUE O

(HENR O HE)

(C BUBMHATFRIZIST D 7 A )V A MAE DL E)

fEHIZ Elbtofi HCV-RNA Nt CThH L Z L 2R L1729 2 TIT 9,

W, RACIET S =Tz T T 7-2a GBI HEBZ) 10 180ug (f & —7
=y TNA77-2a (BEHEEEZ) L0 Z@E 1B, ZTFcEET 5,
AFNOFGAIZE L CTld, BEOREZEE L, BE. TIEEOBUYRNEEZITY Z &,

(B BUBMHIEEMEAT RIS B U A )V A MAE D i)

R HT- - T, HEHWAE®M*“ KO TANAOHGEZfER LT 9 2 TIT 9,
WHE, KRNI A2 —Tcny TAT77-2a (BIE7HEZ) 1890ug (f ¥ —Tx

oy 77 7-2a GEl L) L LT) 21, K TICEET S, ok, Hils, HBV-DNA
BN UT, 1HOBRE5EA 180ug ETHZENTEX 5,

AENOFEIZER L T, BEOWREZHBE L., BE, TILFEOMEURAELITS Z L,

(20214 HTH (RAVALTIEINOg, <A AR TFE 180

10. BEEHR. BIMBERAREAEBRUZTONE
TRLONEE « hFIC O | HEIEF 14 FKF 2HE 3 A NDNAET RRIESFEH) onThic
Bt LW E DOFEE-REEGT, (STVARTFEIOpg, ~H AR TE180u g)
wWEEH H ZhAE - ZhE
201349 H 26 H - CHUBMEIFRIZIS T D T A /L A MAE D E

TRLOBNEE « DhFIC o & | EHA, EFREIREOE, AR O S EOMERS T3 2 IS
14 KE2THE 3 5AMNOBAETONTIICHEY LNt OFEREERE2E-, (XTI AET
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Habug*, NHVARTEIOug, NH AR TFHE 1801 g)
HFENEA A DICERIEIES
201843 H 29 H - B RUBMEITENWERF RIS 1T D 0 A L A MUIE O
ko0 XAV AR TE 45 g 3R GRESHELE

1. BEEHME
- CHUBMEITRICH T D VAN AMIEDUE (ST AR TFEIOug, ~HAKTE 180 g)
20034~ 10 H 16 H~2011 410 A 15 3 (& T)

- B AUBMEIREIERF 2 D v A L A MUIE D
(N AR TFE45ug*, XA ALTEOug, NH A TE 1801 g)
2011429 H 26 H~20154£9 H 25 H (#7)
k0 B U AE T 45 p g IFRGRIRELA

12. RELFEHRICEE T S 1EHR
AANE, BGHIRIZERET D HIRIZED STy,

13. ®fEa—F
= EEFBHEEMEE | BRUEESI—F - o Lt 7 NEHENE
,EJJ_UL.% HX%EE%‘E’.::I—P (YJ:I—P) HOT (g*ﬂ') %"5 :/Z7_'.L\Fﬁ:|—|~
A ‘9/0?;)%:7:& 6399419A1022 6399419A1022 115716101 620000440
J\jji;gfngE 6399419A2029 6399419A2029 115717801 620000441

14, RIRIGH EDEE
RN
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4.1 Therapeutic indications

Chronic hepatitis B

Adult patients

Pegasys is indicated for the treatment of hepatitis B envelope antigen (HBeAg)-positive
or HBeAg-negative-chronic hepatitis B (CHB) in adult patients with compensated liver
disease and evidence of viral replication, increased alanine aminotransferase (ALT) and
histologically verified liver inflammation and/or fibrosis (see sections 4.4 and 5.1).

Paediatric patients 3 years of age and older

Pegasys is indicated for the treatment of HBeAg-positive CHB in non-cirrhotic children
and adolescents 3 years of age and older with evidence of viral replication and
persistently elevated serum ALT levels. With respect to the decision to initiate
treatment in paediatric patients see sections 4.2, 4.4 and 5.1.

Zhaa 7
2 H(%X;_ﬁ,gi){jj;% Chronic hgpatitis C
n Adult patients
#) Pegasys is indicated in combination with other medicinal products, for the treatment of
chronic hepatitis C (CHC) in patients with compensated liver disease (see sections 4.2,
4.4 and 5.1).

For hepatitis C virus (HCV) genotype specific activity, see sections 4.2 and 5.1.

Paediatric patients 5 years of age and older

Pegasys in combination with ribavirin is indicated for the treatment of CHC in
treatment-naive children and adolescents 5 years of age and older who are positive for
serum HCV-RNA.

When deciding to initiate treatment in childhood, it is important to consider growth
inhibition induced by combination therapy. The reversibility of growth inhibition is
uncertain. The decision to treat should be made on a case by case basis(see section 4.4).
. ... | 4-2Posology and method of administration
MEROHE | Posology
(R - K Chronic hepatitis B — adult patients

L) The recommended dosage and duration of Pegasys for both HBeAg-positive and HBeAg-

negative CHB is 180 micrograms once weekly for 48 weeks. For information on
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predictive values for ontreatment response, see section 5.1.

Chronic hepatitis C— adult patients
Treatment-naive adult patients

The recommended dose for Pegasys is 180 micrograms once weekly given in
combination with oral ribavirin or as monotherapy.

The dose of ribavirin to be used in combination with Pegasys is given in Table 1.
The ribavirin dose should be administered with food.

Table 1: Dosing recommendations for combination therapy for adult patients with

chronic hepatitis C

Genotype Pegasys dose Ribavirin dose Duration
Genotype 1 LVL 180 micrograms <75 kg = 1000 mg 24 weeks or
with RVR* >75 kg = 1200 mg 48 weeks
Genotype 1 HVL 180 micrograms <75 kg = 1000 mg 48 weeks
with RVR* >75 kg = 1200 mg

Genotype 4 with

180 micrograms

<75 kg = 1000 mg

24 weeks or

RVR* >75 kg = 1200 mg 48 weeks
Genotype 1 or 4 180 micrograms <75k g = 1000 mg 48 weeks
without RVR* >75 kg = 1200 mg

Genotype 2 or 3 180 micrograms 800 mg 24 weeks
without RVR**

Genotype 2 or 3 180 micrograms 800 mg® 16 weeks® or 24
LVL with RVR** weeks
Genotype 2 or 3 180 micrograms 800 mg 24 weeks

HVL with RVR**
*RVR = rapid viral response (HCV RNA undetectable) at week 4 and HCV RNA
undetectable at week 24;

**RVR = rapid viral response (HCV RNA negative) by week 4

LVL =< 800,000 IU/mL; HVL = > 800,000 IU/mL

@ Tt is presently not clear whether a higher dose of ribavirin (e.g.1000/1200 mg/day
based on body weight) results in higher SVR rates than does the 800 mg/day, when
treatment is shortened to 16 weeks.

The ultimate clinical impact of a shortened initial treatment of 16 weeks instead of 24
weeks is unknown, taking into account the need for re-treating non-responding and
relapsing patients.

The recommended duration of Pegasys monotherapy is 48 weeks.

Treatment-experienced adult patients

The recommended dose of Pegasys in combination with ribavirin is 180 micrograms
once weekly by subcutaneous administration. For patients <75 kg and >75 kg, 1000 mg
daily and 1200 mg daily of ribavirin, respectively, and regardless of genotype, should be
administered.

Patients who have detectable virus at week 12 should stop therapy. The recommended
total duration of therapy is 48 weeks. If patients infected with virus genotype 1, not
responding to prior treatment with peginterferon and ribavirin are considered for
treatment, the recommended total duration of therapy is 72 weeks (see section 5.1).

HIV-HCYV co-infected adult patients

The recommended dosage for Pegasys, alone or in combination with ribavirin, is 180
micrograms once weekly subcutaneously for 48 weeks. For patients infected with HCV
genotype 1 <75 kg and 275 kg, 1000 mg daily and 1200 mg daily of ribavirin,
respectively, should be administered. Patients infected with HCV genotypes other than
genotype 1 should receive 800 mg daily of ribavirin. A duration of therapy less than 48
weeks has not been adequately studied.

Duration of therapy when Pegasys is used in combination with other medicinal products
Refer also to the Summary of Product Characteristics of the medicinal products that

are used in combination with Pegasys.
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1.1 Chronic Hepatitis C (CHC)

Adult Patients: PEGASYS, as part of a combination regimen with other hepatitis C
virus (HCV) antiviral drugs, is indicated for the treatment of adults with CHC and
compensated liver disease. For information about the safe and effective use of other
HCV antiviral drugs to be used in combination with PEGASYS, refer to their
prescribing information. PEGASYS monotherapy is only indicated for the treatment of
patients with CHC and compensated liver disease if there are contraindications or
significant intolerance to other HCV antiviral drugs.

Pediatric Patients: PEGASYS in combination with ribavirin is indicated for the
treatment of pediatric patients 5 years of age and older with CHC and compensated
liver disease.

Limitations of Use:
® PEGASYS alone or in combination with ribavirin without additional HCV antiviral
drugs is not recommended for treatment of patients with CHC who previously
failed therapy with an interferon-alfa.
® PEGASYS is not recommended for treatment of patients with CHC who have had
solid organ transplantation /see Use in Specific Populations (8.8)].

1.2 Chronic Hepatitis B (CHB)

Adult Patients: PEGASYS is indicated for the treatment of adults with HBeAg-positive
and HBeAg-negative CHB infection who have compensated liver disease and evidence
of viral replication and liver inflammation.

Pediatric Patients: PEGASYS is indicated for the treatment of HBeAg-positive CHB in
non-cirrhotic pediatric patients 3 years of age and older with evidence of viral
replication and elevations in serum alanine aminotransferase (ALT).

IEK O &
(B9 - th

)

2.1 Dosage Overview
Administer PEGASYS by subcutaneous injection once weekly in the abdomen or thigh
for the treatment of:

® Adult patients with CHC without or with HIV coinfection /see Dosage and
Administration (2.2)}

® Pediatric patients with CHC /see Dosage and Administration (2.3)},

® Adult patients with CHB /[see Dosage and Administration (2.4) ]; and

® Pediatric patients with CHB /see Dosage and Administration (2.5)].

For treatment of CHC, use PEGASYS in combination with other HCV antiviral drugs.
For information about the recommended dosage and administration and the safe and
effective use of these other HCV antiviral drugs, refer to their prescribing information.
PEGASYS monotherapy is only indicated in the treatment of CHC if there are
contraindications to or significant intolerance to other HCV antiviral drugs.

For dosage modifications in patients with CHC or CHB:

® Due to neutropenia, thrombocytopenia, ALT elevation, and depression /see Dosage
and Administration (2.6)].

® In patients with severe renal impairment (creatinine clearance less than 30
mL/minute) and in patients with creatinine clearance between 30 and 50
mL/minute /see Dosage and Administration (2.6)].

For important administration instructions for all the PEGASYS injection presentations
(i.e., vial and prefilled syringe) /see Dosage and Administration (2.7)].

2.2 Recommended Dosage for Adults with CHC

Dosage in Adults with CHC without HIV Coinfection

Table 1 displays the recommended dosage and duration of PEGASYS and other HCV
antiviral drugs in adults with CHC (without HIV coinfection) based on HCV genotype.

For treatment of HCV genotype 1 with PEGASYS in combination with ribavirin or
alone, discontinuation of treatment is recommended if at least a 2 logio reduction from
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baseline in HCV RNA has not been demonstrated by 12 weeks of therapy or if
undetectable HCV RNA has not been achieved after 24 weeks of therapy /see Clinical
Studies (14)]. Refer to the prescribing information for specific HCV antiviral drugs used
in combination with PEGASYS for information on stopping therapy based on treatment
response.

Immediately discontinue PEGASYS for hepatic decompensation (Child-Pugh score
greater than 6 [class B and C]).

Table 1 Recommended Dosage for PEGASYS for Adults with CHC Infection®

gierll)lztz}t:esngtype PEGASYS Dosage PEGASYS Duration

Genotypes 1, 4* 180 mcg subcutaneous | Refer to the prescribing
- injection in thigh or | information of HCV antiviral

Genotypes 2, 3 abdomen once weekly drugs

Genotypes 5, 6 There are insufficient data for dosage recommendations

L If PEGASYS is used in combination with other antiviral drugs for CHC, refer to the
prescribing information of the other HCV antiviral drugs for the recommended dosage
of the other HCV antiviral drugs and duration of the entire treatment regimen.

* If PEGASYS and ribavirin are used without other HCV antiviral drugs the
recommended duration of therapy is 48 weeks.

** If PEGASYS and ribavirin are used without other HCV antiviral drugs the
recommended duration of therapy is 24 weeks.

If PEGASYS monotherapy is used for treatment of CHC, the recommended PEGASYS
dosage is 180 mcg via subcutaneous injection in thigh or abdomen once weekly for 48
weeks.

Dosage in Adults with CHC with HIV Coinfection

The recommended PEGASYS dosage in adults with CHC and HIV coinfection is 180
meg subcutaneously once weekly in the thigh or abdomen. If PEGASYS is used in
combination with other antiviral drugs, refer to the prescribing information of the other
HCYV antiviral drugs for the recommended dosage of the other HCV antiviral drugs and
duration of the entire treatment regimen (including PEGASYS). If PEGASYS and
ribavirin are used without other HCV antiviral drugs, the recommended duration of
therapy is 48 weeks (regardless of HCV genotype).

2.3 Recommended Dosage for Pediatric Patients with CHC

PEGASYS is administered as 180 mcg/1.73 m2 x BSA subcutaneously once weekly, to a
maximum dose of 180 mcg, and should be given in combination with ribavirin. The
recommended treatment duration for pediatric patients with HCV genotype 2 or 3 is 24
weeks and for other HCV genotypes is 48 weeks. Patients who initiate treatment prior
to their 18th birthday should maintain the recommended pediatric dosage (not the adult
dosage) through the completion of therapy. Refer to the prescribing information of
ribavirin for the recommended dosage and duration.

2.4 Recommended Dosage for Adults with CHB
The recommended PEGASYS dosage in adults with CHB is 180 mcg subcutaneously
once weekly in the thigh or abdomen for 48 weeks.

2.5 Recommended Dosage for Pediatrics Patients with CHB

The recommended PEGASYS dosage in pediatric patients for HBeAg-positive CHB is
180 mcg/1.73 m2 x BSA subcutaneously once weekly to a maximum dose of 180 mcg.
The recommended duration of therapy is 48 weeks.

Maintain the recommended pediatric dosage through the entire duration of therapy in
patients who turn 18 years of age during therapy.
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8.1 Pregnancy

Pregnancy Exposure Registry — Use with Ribavirin

A Ribavirin Pregnancy Registry has been established to monitor maternal and fetal outcomes of pregnancies
of female patients and female partners of male patients exposed to ribavirin during pregnancy or who
become pregnant within 6 months following cessation of treatment with ribavirin. Healthcare providers and
patients are encouraged to report such cases by calling 1-800-593-2214.

Risk Summary
There are no adequate and well-controlled studies of PEGASYS in pregnant women to inform a drug-

associated risk. Based on animal reproduction studies, PEGASYS can cause fetal harm and should be
assumed to have abortifacient potential. Non-pegylated interferon alfa-2a treatment caused abortion when
given to pregnant rhesus monkeys (see Data). The background risk of major birth defects and miscarriage
in the indicated population is 3% and 4-22%, respectively. In the U.S. general population, the estimated
background risk for major birth defects and miscarriage in the clinically recognized pregnancies is 2-4% and
15-20%, respectively.

PEGASYS combination treatment with ribavirin is contraindicated in women who are pregnant and in the
male partners of women who are pregnant /see Contraindications (4), Warnings and Precautions (5.1), and
ribavirin labeling]/. Significant teratogenic and/or embryocidal effects have been demonstrated in all animal
species exposed to ribavirin [see ribavirin labeling].

Data

Animal Data — Groups of 8 or 9 pregnant rhesus monkeys were given non-pegylated interferon alfa-2a by
daily intramuscular injection over days 22 to 70 of gestation at doses of 1, 5 and 25 million IU/day. Two, 3
and 6 monkeys aborted in the low, mid and high dose groups compared with 1 in the control group. Maternal
toxicity, characterized by transient body weight loss, was seen at all dose levels. There were too few
remaining pregnancies to assess teratogenic potential but no developmental abnormalities were observed
in surviving fetuses.

8.2 Lactation

There is no information regarding the presence of peginterferon alfa-2a in human milk, the effects on the
breastfed infant, or the effects on milk production. Because of the potential for adverse reactions from the
drugs in nursing infants, a decision must be made whether to discontinue nursing or discontinue PEGASYS.
The developmental and health benefits of breastfeeding should be considered along with the mother’s
clinical need for PEGASYS and any potential adverse effects on the breastfed child from PEGASYS or from
the underlying maternal condition.

The Centers for Disease Control and Prevention recommends that HIV-infected mothers not breastfeed their
infants to avoid potential transmission of HIV; therefore, CHC- and CHB-infected mothers coinfected with
HIV should not breastfeed their infants.

8.3 Females and Males of Reproductive Potential

Pregnancy Testing
Females of reproductive potential must undergo pregnancy testing before initiation of treatment with

PEGASYS or with PEGASYS in combination with ribavirin or with other HCV drugs /see Warnings and
Precautions (5.17)].

Females of reproductive potential receiving PEGASYS in combination with ribavirin must have a routine
pregnancy test performed monthly during treatment and for at least 6 months following treatment. Female
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partners of male patients receiving PEGASYS in combination with ribavirin must have a routine pregnancy
test performed monthly during treatment and for at least 6 months posttherapy /[see Warnings and
Precautions (5.17), ribavirin prescribing information].

Contraception

Females

Because of the abortifacient potential of PEGASYS, females of reproductive potential should be advised to
use effective contraception during therapy /see Warnings and Precautions (5.17)]. However, when receiving
PEGASYS in combination with ribavirin, women of reproductive potential and their partners must use
effective contraception during treatment and for at least 6 months after the last dose /[see ribavirin
prescribing information/.

Infertility
Females

Based on its mechanism of action and studies in female monkeys, PEGASYS can cause disruption of the
menstrual cycle /see Nonclinical Toxicology (13.1)]. No female fertility study has been performed.

A—RXBFS)T7DH%E (Australian categorisation of risk of drug use in pregnancy) >
B3 (A=A FZ U TIRAE 202548 )
B3 : Drugs which have been taken by only a limited number of pregnant women and women
of childbearing age, without an increase in the frequency of malformation or other direct or
indirect harmful effects on the human fetus having been observed.
Studies in animals have shown evidence of an increased occurrence of fetal damage, the
significance of which is considered uncertain in humans.
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T A AISCE 5 WARNINGS AND PRECAUTIONS

(2023 412 H) 5.15 Impact on Growth in Pediatric Patients
Growth inhibition was observed in CHC pediatric subjects 5 to 17 years of age
during combination therapy for up to 48 weeks with PEGASYS plus ribavirin. At
the end of treatment, 43% of subjects were more than 15 percentiles below their
baseline weight curve, and 25% of subjects were more than 15 percentiles below
their baseline height curve. At the end of 2 years follow-up after treatment, most
subjects had returned to baseline normative curve percentiles for weight and
height; 16% of subjects were more than 15 percentiles below their baseline weight
curve and 11% were more than 15 percentiles below their baseline height curve.

The available longer-term data on subjects who were followed up to 6 years post-
treatment are too limited to determine the risk of reduced adult height in some
patients [see Clinical Trials Experience (6.1)].

Growth inhibition was also observed in CHB pediatric subjects 3 to 17 years of age
during therapy with PEGASYS lasting up to 48 weeks. At Week 48 of treatment
13% of subjects were more than 15 percentiles below their baseline weight curve
and 6% were more than 15 percentiles below their baseline height curve. At 24
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weeks after the end of treatment, 11% of subjects were more than 15 percentiles
below their baseline weight curve and 12% were more than 15 percentiles below
their baseline height curve.At 5 years post-treatment the percentage of subjects
with decrease of more than 15 percentiles from baseline was 29% for weight and
18% for height./see Clinical Trials Experience (6.1)].

8 USE IN SPECIFIC POPULATIONS

8.4 Pediatric Use

PEGASYS is indicated for the treatment of CHC in pediatric patients 5 to 17 years
of age and for the treatment of CHB in pediatric patients 3 to 17 years of age [see
Indications and Usage (1.1), (1.2), Dosage and Administration(2.3), (2.5), Clinical
Studies (14.1), (14.4)].

The use of PEGASYS for the treatment of pediatric patients 5 to 17 years of age
with CHC is based on one clinical trial in 114 previously untreated CHC subjects 5
to 17 years of age with compensated liver disease and detectable HCV RNA /see
Clinical Trials Experience (6.1), Clinical Studies (14.1)]. The safety and efficacy of
PEGASYS in pediatric patients with CHC below the age of 5 years have not been
established.

The use of PEGASYS for the treatment of pediatric patients 3 to 17 years of age
with CHB is based on one clinical trial in 161 previously untreated CHB subjects 3
to 17 years of age of whom 111 were assigned to treatment with PEGASYS /see
Clinical Trials Experience (6.1), Clinical Studies (14.4)] PEGASYS has not been
studied in pediatric CHB patients with liver cirrhosis and the safety and efficacy of
PEGASYS in pediatric patients with CHB below the age of 3 years have not been
established.

PEGASYS contains benzyl alcohol. In neonates and infants, benzyl alcohol has been
reported to be associated with an increased incidence of neurological and other
complications which are sometimes fatal in neonates and infants /[see
Contraindications (4)].

EU ® SPC
(2024 F 4 H)

4.3 Contraindications

® Neonates and young children up to 3 years old, because of the excipient benzyl
alcohol (see section 4.4 for benzyl alcohol)

® In paediatric patients, the presence of, or history of severe psychiatric condition,
particularly severe depression, suicidal ideation or suicidal attempt.

4.4 Special warnings and precautions for use

Growth and development (children and adolescents) :

During therapy with Pegasys +/— ribavirin lasting up to 48 weeks in patients
aged 3 to 17 years, weight loss and growth inhibition were common (see sections
4.8 and 5.1).

The expected benefit of treatment should be carefully weighed against the safety
findings observed for children and adolescents in the clinical trials on a case by
case basis (see sections 4.8 and 5.1). It is important to consider the treatment with
Pegasys +/ — ribavirin induced a growth inhibition during treatment, the
reversibility of which is uncertain.

The risk of growth inhibition should be weighed against the disease
characteristics of the child, such as evidence of disease progression (notably
fibrosis), co-morbidities that may negatively influence the disease progression
(such as HIV co-infection), as well as prognostic factors of response (for HBV-
infection mainly HBV genotype and ALT levels; for HCV-infection mainly HCV
genotype and HCV-RNA levels) (see section 5.1).

Whenever possible the child should be treated after the pubertal growth spurt, in
order to reduce the risk of growth inhibition. There are no data on long-term

effects on sexual maturation.
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