AR TS5 HTHEIL 100mg
ICBH 9 &R

REHICEHSNEFERICRLIEFIRVATOERL.
TYUR ML T4V —ZABKHAEHIZRETHLDTY,
LRIFBREzEERRUNOEF BHICFRAT S &I
TEFEHEA

TYR ML - A4 V—XH =4
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RERUVRE—F

W5 P H AR

ALT Alanine aminotransferase TI=UT I NT AT 2T —E

AST Aspartate aminotransferase TANRTGX BT I ) N T AT 2T —8

ASV Asunaprevir TAFTLEN

BMS Bristol-Myers Squibb TYVRA R~ —X 74T

DAA Direct acting antiviral agent EHAERRGTY A L 23K

DCV Daclatasvir XU T H AN

ETR End-of-Treatment Response -

GT Genotype V) EAT

HCV Hepatitis C virus CHIFR T A LA

IFN Interferon A =Tz

IFNo Interferon-alfa A HE =Tzl TIVT 5

IFNB Interferon-beta A B =Tz N—H

ISDR interferon sensitivity-determining region A B —T = R MR

NS3 Nonstructural protein 3 FHHEEER 3

peglEN Pegylated interferon T B =T

peglFNa Pegylated interferon alfa RIA v B—Tza T IVT 7

POC Proof-of-Concept -

RBV Ribavirin oy

RNA Ribonucleic acid -

RVR Rapid virologic response -

SVR Sustained virologic response -

SVR24 Sustained virologic response for 24 weeks after the —

last dose of study drug
TVR Telaprevir T 7L ENL
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1 BEERBATE D AR ..oooooooeeeeeeee e 6
Ll TR D TE B U e 6
L11 CHAUYEBPERFIR B O CIUARAEPEIFEEZE (.o 6

1.12  C BEBMHFR LD C BAREMEIFE T DIRIEL T v Ay AT 4 L
o R ettt ettt ettt ettt et ettt 7
1.2 I TFAENKOT AT T L EILDBAIE oo 9
T21 FEEAIRRIL ..oooooooeeeeeeeeeeeeeeeee e 9
122 BEIRBAFE 7 00 7T INOBETE oo 9
1221 FEPEEIRERBR oo 9
1222 HBOMEEIRFERER oo 11
1223 ARHFEICHWDEIIRT = 730 73 e 13
13 H 7T FAENKOT AT T LVEAFRRIEDO SR T ¢ E ROV 2T DG, 14
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FAF+FTLEIL

£
F1.1.2-1 EIN D TVR+peglFNa-2b/RBV JFHBEIEDFZINE oo 7
#1.22.1-1 Ky ZRAENTAFTTLVENLOENG 2 RO 3 FHFEER 11
#1.2.22-1 Ky FRAEN T AT T VEILOWBING 2 FHERER 12
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% 1.2.2.3-1 T AT T VENNDEERT —H 780 5= OBEEL e 13

< 1.3-1 T AT T L EILDBHFE DT oo 16
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1 HEFFEORR
11 HREOERRUVEZR
111 CEEMHF AR UCEKEMEE

TR T TR 1 5000 5 A CHIAFAR 7 A L2 (HCV) 1T L D, BAICHIT 5 HCV Yk
FHUTHT 150 HADS 200 HATH D EHEE STV D 2, 1990 FELIFTICIX. HAAD HCV
Yoo T2 KITH M (HCV PLik A 7 U —=2 7R, iAo & OO FF A Th -7z,
BUETIE, 2N DJRRIC & 287272 HCV YLD U 2 7 1 3IEF 1TH T b %, HCV YL B D 70%
~80%I LB L, 10~30 FA4 8T, FERITHFIROBIAEASHETT U CIHAEZE K OVH Rl frafes 2 e
15, HEREOEA. CBUBHENTI ) & OFFMIE I AR 10 FHT 12.4%Y, FFEL S OfF
SRR 6 A SR TP IR 9.2 £ T 53.9% & s S h T\ g Y,

AARIZ BT 2 I £ DT EEIL 2011 45 Tldf 32,000 A CTH 0 | FFREZEIC X D50 T#E (1
8,500 AN, 7 a— xR ER<) LEDE, ERK 4 TADPIHESUIFEZIC LV FET L TN D
O, DK 70%1E HCV e B DIIETIH D 2 LN SN TNG POM0 - gk Ao ¢ RigE
JF4¢ i 0 A SEMIT 60 3 LA_E D HE THERR S 210, C BB LT 4 B E 12 35 1 B T M E O
FEREAERRIE 60 ML EIC2 N2 &2 s D AARAD CHRUBMERT I BE AT U 2 7 @<
FHNEIR O LEVED R,

HCV (X, RNA FHIDFHIRIZEEDE, 6 DOFER Y = ) XA FIIHFEN, KBV = ) XA T
BEOYVT LA T THEREND, Vo /2471, 2 KO3 FHRFICHMLTWDOICH L Ck
EH, BINKOHARTIEY = ) XA TN REE), V= ) AT ARKRSITEZT 7 I BT, V= /
AAT6ITELLTVTICHMLTND, HATIE, V= /247 1 B3 xb %< HCV ERE DK
70%% 5D TEY (FTXAT bRV =/ ZAT 10 98%~9%% LHD), Y=/ XAT 20
#30%, TOMDOY = ) XA TOEGIER LI TN,

2005 41 F2hti S AT A TEE O BRANTR AR I L 2EFAE TIE P C BUB LT A B
1% 308,000 AL HEESIL, 209 B, £215,600 N (K 70%) BNY =/ X AT 1D C R
RIBEFLHESND, CRUBMHTFREFEICHT 2DV A NV AEFRIIRON TN D E, Z4
PE EDORREN G, EFREEEALZZZ LIEEDS L, A X —Txnr (IFN) WiEE= T EH
13K 20%DHTH o7z, HODBRED I H 46%IIIFIEHEEK (T Y@M N ) 77 —47> C 7
E) OEEEZZT, 34%IFAATH D, ZO/MEND, D &b ITHERORGEZZ T 2B X
% 99,200 A3V = /) ZA T 1 O IFN 1RGO RIEHE, AIHEM R IFN,/ U e Y > (RBV)
VLD non-responder & HEE D, MFEERZ BRI G952 L1 X0 | JHFEZE & OV Al
DIEFTHH S D ATHEMEIZ B B 28 DY KNS T A VA B PR T 5 Z LI TE R, LR
ST, UANAEHRL, HFRZIBE T2 Z L2 L » THFEACIFME ~OEITZ < Lo
TEDHTRIRRIEORBNRLETH S,
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112 CEEMFRARUVCEREMHELICHT HBBERVT VAV AT HALZ—X

IFN #AIT ¢ BUBPEFRORERE L L TR 20 FERIICBHRE S, £O%, IFN O/ (LA
(pegIFN) DBIFEIC L v iR AEIZIA E L, RBV £ DOFFHIC LY S Hick#H L=, PCRIZK DY
ANARHFEOHBUZ LD | IFN BRI K > TUA VA EBERRNNSHER T X 12356, FEZE K
OVFRIaSE DF DM T X 5 Z & WA Sz 2, PeglFNa/RBV BT X 2 ENE 3 41
ABRIZ T, BT 24 % D HCV RNA [k (SVR24) OELFIAIX, Y=/ XA 7 1 ORKIA

PRHEFIZBW T, 43% (peglFNo-2b/RBV fEHEHE) ') 10 59.4% (peglFNa-2a/RBV ) 17
ThH-oT,
AARIZEIT D CHBUBMENTF R ORI DAL, YO EZEERGTY AL 23K (DAA) THDLHT

Z 7L e (TVR) OB TH %, TVR IX peglFNo-2b/RBV & Off 1L L LT 2011 49 AT
BIN, VS EAT N o@m U AN AERD CRUEMFRIEFITHIT 55 —#IULHE & L THELE
ENTWS '™ TVR+peglFNa-2b/RBV JFHIIRIEDENE 3 FHABRD SVR24 FEREIAIEL. RIBK
BE T 73.0%, AEREE (U Z7 77 R) OFBEE T 88.1%, KON IFN/RBV 15/ D non-responder C
344% Th o7z (F 1.1.2-1), WHE 3 HRBRICIHIT 5 SVR24 EEIA X, RIGFEE T 75%

(ADVANCE ) ', pegIFNa/RBV @ non-responder T 41% (REALIZE #=Er) 0 CTh -7~
TVR+peglFNa-2b/RBV fF HIEEIZ L0 . RIGFEEBFITH T LRI RILELZ DD,
non-responder LXT?"ZD‘I‘/VCE/W?%}J% I/ LTV,

C BB MEIFREZE DVAH#E & LT, 2011 4F(Z peglFNa-2b/RBV #f f## 1% & O peglFNa-2a/RBV

RBENAEARENT -, V= ) AT 1 O@E T A NVARED CHRAEMEITFEZL BE 2B 5 SVR24
EEREIAIE. 21.7% (peglFNa-2b/RBV fEAHEHEE) ' 17.8% (peglFNa-2a/RBV ML) " Th
572, TVR+peglFNo-2b/RBV ff I EIX. B AT C BUEMEIFEZ I3 2 ARIFE S T
7200,
%= 1.1.2-1 E RN D TVR+peglFNa-2b/RBV# AEEZ DB
R Non-responder*"*? Kigpebs > I Ara S €
FEAT 2 H — TVR+peglFNa-2b/ | pegIFNa-2b/ TVR+peglFNa-2b/
TVR+peglFNo-26/RBV Of f ¢ RBV DA RBV fifiseiE | RBV e
Non-responder Partial Null
N =%2 responder | responder N=126 N=63 N=109
N=28 N=7
RVR 71.9% --% --- 84.0% 4.8% 87.2%
ETR 59.4% 87.5% 28.6% - - 94.5%
SVR24 34.4% 50.0% 0% 73.0% 49.2% 88.1%
VIR 40.6% - - 16.7% 22.2% 7.3%
TV A T A )— 18.8% -—- - 3.2% 1.6% 0.9%

Non-responder : EAFTIZ

CHUBME R DGR EZ T2 & Db 5 HF T 24 M % 2 5 IFN X peglFN i (RBV
EOPFHZET) 125D HCV RNA MNEMEICE Liah- 728

VI AR LIRNC C BUBMEATFR OIEEEZ T2 L O H 5 BHF T,
Eie) HIZ 1 EIZ HCV RNA REMICE L7 BE

IFN XX PeglFN 8% (RBV & OffH %
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peglFNa/RBV % & TIRIEIEIC K W IRERE O M ENA Sz, Eiko B0 20 RITEE
REMTHDDIZMA T, BEMEROEEENBE I TS, peglFNa/RBV Jf HIEIEIZ LD &
BHEE (50%H) ICRBLT HHR L LT, HE B, BERREoA 7z o FEER, 4F
HEREGED . /MR .~ 7 m B U e E O R ERO R A R BRAE, R IRIE K&
CFB e ERHRTND 'O, 2 6 ORIWERIXIBR PO FERFIK & 72 57217 T < | il
FROGIHEZ AT 2 BFITB T, 1BEBBAREEE 725 2 L2380, TVR+peglFNa-2b/RBV
O 5 Tl peglFNa-2b/RBV O EIWEFIZIN 2 C iR DA M., HAE D B IR e OB B Re 2L
DG STV D 2, EEIC, EREE 2% Lz C BUBIEITI B O 40%I2xF LT, BEDOE
iy (Fin) . IFRBREOER (AL, FHMigE o2 KOG IHELZBEm & LT, [EHfidS IFN
BIREHER L 22 o728 WO WiENH 5 P, /-, IFN BEE T - BEICBW T, IFN A%
DOEWERIZBEOAEEFEOE (QOL) K NBRDIMREZ X TS E5 Z LadnsShi ),

ERL 24 AR EIRAE S EE ISR K B C BUBIEIF R DI A RT4 2 DTk, Y=/ 547
1 »OE A/ AR (HCV RNA> 5 log 1o IU/mL) @ C BUEMAFRICKT 2 #EER E LT
TVR+pegIFNa-2b/RBV {f FIEIERHESRE KT\ D, — 5T, IFN OIRFERICEF 53 218 E/lo
K+ T 5 IL28B DBILF-ZRK T A NV AUDKF T DA v ¥ —7 = v L MEfEE (ISDR)
O Core FEI DA A EJE L 1BV EMEN & PRI D BHEICH LTE, witfigEE2 /o
ZELBREO 2L LTEIT LN TS, S HIZ, peglFNow/RBV FHELEEZ D7 &b 12 8
LA 320 L7228, HCV RNA B KB B3 2 log o A Td - 7 BH 1T LT H KR IR
EROZENEE LN EFREHMINTEY, F-RIpRENHIFIN TV D, AR, B AR
LlckvRrERENT, CERFRIBEAA FIA42 LI YT, =/ ZA4 T 1 TEIA L
ZBOBEIZBWNTIE, RIGK - BHRROB], Filin, S EREE 1L28B FOR0R MK -F
K OVRHERRE DA FA I U TR R & vz, @RS IE TVR+peglFNa-2b/RBV i & 14,
peglFNo/RBV ff F#IEIZIN 2 T, Bii&E# null responder <CRETE DIEHIE TIIZHENMEW & FHEI M
2B LT, WSRO FFEATEH S h T 5,

LMD A T, IFN BRITEE R OERIEFE OAENPRE VW, BFITIFNEEO7Z
DICEENRE U, EMTE ISR REMIC L mERE 2 EER BlZ2 L, IFN L O RBV OJlE &
O IEJEHE SR - 721598 21T O LENRH D, TVR+peglFNa/RBV JF RIETIZ., &SI, KER
P Ll LR EEEOT =4 7 A BRI Z R 9 5 7o o OB e iR A (B
HBRLARFIFOEIC 2 [B]) BARETH D,

PIERY | CHUBMENTREE D 5B, FFICBTEA N ZRIBRIED 72U IFN TR DO ARTEHR R
¥ /AN A & Of non-responder DVRED 78 | ZhRAI TRIVER 23D 7208 LW IEH - 1 IS
FTORERT VA Y AT A AN =—APFEET D, CHMREMEITHEZE TIL, S HITIREENR
LILTHEY, ZOWEDR B, Fio, B FECRWEREHOMEIC LY, IBEIZBIT S
BEROEREEEOABZER L, C MEBMHFREEDERELZTHTL2ILLEETH L,
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12 HUSFRELRUTRTTLEILORSK
121  HEZEHER

TYAI A= 2747 BMS) K7 U R bbev A v — XA SHT, CHIE
PR R DR Z HRYE LT, HCV NSSA #HEBESKILER TH L4 7 7 2 A e (LUF,
K7 X AL/, DCV ; BMS-790052) X TOYHCVNS3 7 a7 7 —BHEHKTHL T AT 7L EL
(ASV ; BMS-650032) @ 2 filED DAA Z#BH% LT\ 5,

X7 T8 AL HCV NSSA BRE S RISk LT @R 4 A 3 2 ST E Ry o5+
FREECH D, REITMIRZ AW HCV L7V a7 vyl Ty¥ =/ ¥4 7 1la KO 1b
IZxf L, ZNZEI 3~50 pM KN 1~9 pM @D 50%H 3% (ECs) Z/nL7z, £/, Y=/ ¥ A
7 2a, 3a, 4a, 5a LM 6a D NSSA ZHTHL 7Y a2 0Zx L TH pM~{K nM @ ECso fEEZ 7~ L,
JRFI7R Y = ) 2 A TR U CIHEEN 2 AT 5, & 2k b ok ol ik 2 FH VN C bR 204 4 1)
E LT R, ARFED 50%HMIEEHERE (CCs) (X 17~90 uM OFFHTH 0 | 1RELREIT 1900000
PLbEFHICENZ EDNRENT,

HCV NS3 757 —PHERTH LT ZAF 7 L L, ez EEEZ T in vitro BRI
WT, FER 6D HCV V= ) A T2 FT 5 9 DM RO NS3 7'e 7 7 —EiEM %
50%PHERE (ICs) 0.3~320nM THHE L7z, bBARMEFEMIY = 24 7 11BN TR
D HAL, 1Cso DIFEEMEITH 0.9nM ThoTo, —FH, Y=/ ¥ A7 2a 2b kN 3aD7 077 —%
DREZMEFIRLS  ICs X ZNZEIL 15, 78 KN 320nM Th o7z, TAT T LENMEIY = ) ¥ A
T 1la kR 1b OV 75 ) L HCV V7Y 22 DR % ECso il 1.2~4 nM THFE L7z, flix Dk b
AR I3 2 MR M 2 R L 7oAk SR, CCs X 11~38 uM DFIPHTH Y, =/ XA T 1 D
HCV L7V 2 CHIZ X7z ECs fEIC b LT 2750 15 LL L < . Z OIREREITEHICE W O
ThHol,

HCV V7Y a v 27 A HOWTFHRBRICB W T, ¥ 7 X4 AL T 2T 7 L EL L off
TS X0 FINSUIAI RN RGO HITZD . JL 7 A b ZIEHE O FEH-CHII M D 2507 722 7RI 358
oo Te, Flo, X7 THXAENET AT T LENEOMIZREMMED A LR - T,
P bEOfERIT, #2772 ANV KOT A+ 7 L EAGEREE (DCV+ASV FH#E ) 25 C AlgrE
R T D FHIERIEE D L 2R T 58D Th 5,

122 BREMEITOTSLOBME
1221 ERERRKRHR

HAAND CRUBMEAT R BE 2 55 L L7 DCV+ASV DEIRIED S 2 FIFBRBIAARIC e B, BA
NBEERWBRE 22 )t e & U728 1 HERYER 53 E e, 47 72 2L (Al444007 RER) KO
T AF T L EIL (AI447005 RER) DOFNFHICHOWTENE LIz, Al444007 RERTlX, #2774
A EJL 1~200 mg DHEERE ARG LD 1~100mg 1 H 1 BIOKERD#&S (14 BRE) X, BAA
TR T ICB W TN < . BEMEZIRAFTH D Z LRSI, Al447005 HERCIX, 7
AF 7 L EIL 200~1200 mg O HFFE (14 5% 01 200~600 mg 1 H 2 [BOKER O£ 5 (14 H )
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. BARMNERPERE ICB W TZEMERE L, ARMIRGTHD Z ERRENT,

ENTE L7247 77X ALV KROT A F T L ENLOF 2 RO 3 HikERE, £ 122.1-112
RLTee TAFZLENLORE - &L LT, E2HEBTIZT AT 7L ELEE200mg 1 H 2 [H]
Thol=N, FDH, TAFTFLELDIRY ARSI, AT ATV T R
(A1447024 3BR) OFT — XIS E, B3 MHRBR CTIXHH 721 100mg 1 H 2 [A1ZfH L7z,

ARHFEIZI T 5 DCV+ASY OB ED A NE R O AT, 5 3 FER (A1447026 76R) & OF
proof-of-concept (POC) kR & U TS L 7= Az 2 FHakER (A1447017 58) DRGEIZESWT
Pl L7z, 2 HORERIX, Y=/ XA 71 UL 1b O CHIBMFREFD S 6, BEFO IFN {5
PSR EEZR TN VR AR RE O RIBHRG] RMEB], & OBEFOIREE CTHo R R85 b e n
IFN/RBV fJf % 1£® non-responder (null responder X (% partial responder) % %5 & L7z,

Null responder Z Xt5 & L7z Al447017 iBROEATamR— R TlL, #2772 AL (60mgl H 1
[l) &7 A F 7L EL (600mg 1 H 2[E) OFFFIC TR 284 Lo, A 2 fHER (A1447016
RER) DLREMT —Z i LSRR, 7 AT 7L EAD 600 mg BEICBWTT =073/ k
T ATZ7 27— (ALT) L&, 7ARIXUBT I/ F 7oA77 —8 (AST) LHOEIE
FERORBREGRE@NoT2Z b, TNTOHFBRE BN THRS 12 #~20 BERICT 2 F 7L
EVOMEEZ 200 mg 1 B2 [ENIHEL, 24 Bt E TREZMkE LT, BIlaAR—kOTXTO
#%F (null responder K& TN IFN TR AN A% D RIBIE/ AHE DHERFE) (21X ¥ 7 7 X 2L 60 mg
1 H1EETZF T L E/VEE 200 mg 1 H 2 IO AL 4 24 HFAT > 72, DCV+ASV O IR E
EEWASMEZ R L, ARMEIBBUORARGF TH-o7, 2D Al447017 RERORAEIZ LS X |
Al447026 FERTIL, DCV60mg 1 H 1 [B+ASV #8777 &/ 100mg 1 H 2 BIOHE - H&E (R
#) T DCV+ASV fFRIEA 24 BT - 72,

ZHHENTHEM L 2 3BT, &35 265 BlO#ERE 12 DCV+ASY i IEZITV., 20955
TAFTLEN600mg 1 B 2 EOEEZ517 7 Al447017 RERO AT 2 AR — R D 10 il &2 Br< 255
BNZE 23 FHAE (DCV 60mg 1 H 1 [B+ASV #4721 100 mg 1 H 2 [BI3/E ASV §E 200 mg 1
H2R) &5 L7,

ZOMBAEETHORB E LT, RIBEOY = /) XA 7 1b O C AUBMFRBE 235 E LT
DCV+ASV fif 1€ & TVR+peglFNa-2b/RBV i I E A L3 2 ENE 3 fHalliR (A1447031 &R
B Mo, £72. DCV+ASV BFHEIERL O 3 R, U A L 2 PR RORHGMESE 2 T T 2 &
BB (A1444046 3RER) Z¥ES L E O TIT-o TV D, 2 HOHEITTHORBRO T — X [ZAH
FITIEE DR,

T2, XU T X AL E peglFNa-2b/RBV i peglFNa-2a/RBV O 51T, Y=/ XA 7
1 DRI} O peglFNo/RBV @ non-responder % x5 & L7-Bii%E 2 FHaAER 2 5Bk (A1444021
ARBR, Al444022 3ER) Z1To7-, T HORBRTIL, 87 BIOHKERFIZ DCV (10 mg X% 60 mg)
1 A 1[8+peglFNa/RBV #f %S L <137 7 &R +peglFNw/RBV FEHREE CRIBHEFIDO ) %
TV, 2D 5 B 36 #iliE DCV 60 mg + peglFNa/RBV fFiIEE % 1772 (£ 1.22.1-1), 25D
BRORLAEIL, DAA HAIL LTH 7 T2 AL L peglFNo/RBY Z KRG Lz & DXy T X A
ENOREEROHERANWRE BT L7 72X AELVORHERREZEZMSTHEOTH S,
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#*1.2.2.1-1 B9S2 RELN/"TRTTLEILOERNE 2 HRUE 3 HHRER

RERE S %23 HE*D DCV
RSt HBO C BUBMITABE | XiZASV O 542 1) -
(BB E 55150 ;
BBRER
DCV+ASV {f LR GT-1 ® pegIFNa/RBV {1
(55 2 FHBR) Al447017 (43) @ null responder & O IFN 7538 33
ARG O ARIBIBF] AT
DCV+ASV {f I ERER GT-1b ® pegIlFNa/RBV J#i£ X
(%% 3 fRFBR) X IFNB/RBV #f R ED
non-responder &z U} IFN {5 A~
ALAT026 222) | Sk oo erstetil /KT AS1, 4 222
JEBIDFI 10%0D C TIAAE M AT
FHAS R & Ee,
DCV +peglFNo-2a X% Al444021 (45) GT-1 ORIAFEF] e Y 19
2b/RBV 1R peglFNo/RBV ff LD
(55 2 FHERER) Al444022 (42) non-responder 17

a

XU THEAENL60mg 1 H1E, 7AFTLEALIKD AL 100 mg 1 H 2 [EIX(ZT AF7 L E/LEE 200 mg 1
H 2 [H]

1222  BHNVERRREER

AHFEICIE, RO ENRBRICINZ T, AR E LT, 7 AT 7L B0 KK & O
2 MRS END, KPEICEHEENDHMWINE 2 R A K 1.2.2.2-1 17T,

POC 5k & L T, DCV+ASV fJf FIRE D28 o OVF 20 2 51l L 72 BiTH1ER 2 AHENER (A1447011
ABR) Tl 122 #1O null responder 5 B 18 FlIZE 2/3 tHH&E (DCV 60 mg 1 H 1 [E+ASV §iE
200mg 1 [ 2 [\]) (2CTHEE Lz, ARBROAEIX, BARNICEIT 2 DCV+ASY Jf LD B &
kR Cd o7z, D%, DCVHASV {F FEIEIC K D MEsh e 3 MR (A1447028 3R) %, RIGHE
#l. peglFNa/RBV if 1% D null responder X |3 partial responder & L < % IFN {BEA T D ARG
WEB, AIHE B 2 x5 e UCRtA Lo, ARBRIIBUEETHF CTh D70, RRBROT — X TAH
REIZE DR,

Flo. XU T H AL )L E peglFNo-2a/RBV Z f H#% 5- L7225 2 FHEAER 3 3k (A1444014 30,
Al444010 75k & Y Al444011 3R8R) %, Al444014 K TN Al444010 RBRIZ Y = 7 Z 1 7 1 (A1444010
TV ) AT 4 L EDT) ORIGHEF], Al444011 3BRIZ Y = / #4147 1 © peglFNa/RBV I
5D non-responder  (null responder X (& partial responder) Z %Gt & L CiT-72, AEl 850 Bl
BBRFEIZ DCV (3 mg, 10 mg, 20 mg X% 60 mg) +peglFNa/RBV fFHEE, b LIX7 7R
+peglFNa/RBV fFHRIEZ 1TV, £ D 5 5 369 fillZ DCV 60 mg 1 H 1 [El+peglFNa-2a/RBV {Jf H %
EEiToTz, 2O ORBROMIEIL, DAA HAIE LTH 7 7% AL L peglFNow/RBV % i H#%
HULIERDH 7 T2 ACNDREERR NS 7 T X ALVOHERREEMTLILOTH S,

T AF T LIV & peglFNa-2a/RBV % ff ¢ 5- L 72 s i,/ 12 1155 2 FH 505k (A1447016 35R)
. RIBREG 2 X GITAT o To, GFt 285 BIOHKERF T, peglFNo-2a/RBV i HIHE L OHFHT 3
HEOT7TAF 71N 200mg1 H2E, 600mg1 H 1[HXiX600mgl H2[A) #5177, =
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D955 189 HilIZ ASV $E 200 mg 1 H 2 [Al+peglFNa-2a/RBV ffHIEELE 21T - 72, Z ORBRO AR 1T,
DAA HAIE LTT7 AT 7 L ELE peglFNo/RBV Z G- LT & & D7 AT 7 L ELO24eM
LT AT T VELORHERREZEMTHHDOTH D,

%+ 1.2.2.2-1 BYOSBRAEIN/TAFTTLEILDEBNE 2 HRER
ARE 5 % TR T2 % 2/3 fA & * ® DCV Xit ASV
GhBEahgy | N0 CREERREE |\ T e ek
X . GT-1 X X GT-1b O
DCV+ASV i FI e i3 BR ;
P AI447011 (122) peglFNo/RBV ff I ##i% 0 18
(5 2 AR null responder
AI444010 (383) GT-1 i GT-4 DRI 158
DCV+peglFNo-2a/RBV GT-1 O peglFNa/RBV {1}
Of LR BR Al444011 (419) JEIE D null responder X i 199
(%5 2 FHERER) partial responder
Al444014 (48) GT-1 DAV 12
ASV+peglFNa-2a/RBV
OFHEERER (RTEIZE 2| AI447016 (285) GT-1 XiZ GT-4 O RIGHEH] 189

/#2315 2 FHER)

a

H2[HE

A7 FHZAENL60mg 1 B 1E, 7AFFLELED F &L 100 mg 1 B 2 [EXIET AF 7 L EJLEE 200 mg |



FAFTTLEL 15 BEXIREROBBRUHRREORE Page 13

1223 AXHFEITAVWSERT 8/ \v7r—o
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AI447005 Al447001 (EEEKE)
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(HE#5/RERS) ® LRR Al447003 (RE#E)
FEWrE BB
I PR SR B A B BEORETRINT 285
¥Rl BB CORRE
FEFRERILE Al447016
Al447017 POC #RBR AI447011
AI447026 Kir Bk




FAFTTLEL 15 BEXIREROBBRUHRREORE Page 14

1.3 HUFFRELRUTRTILELBRBEDORRT 4 v bRV R OfEH

DCV+ASV fFREIEIX, BARD C RUEMETFR KO C BAMEMEITFHEZICB N T, RKOT A v
MATF 4N ==X fT 25 2 DOBELEH (IFN 1B R#EE O RIBFRG] NN E | & O
non-responder) (23T, HW SVR24 ERFIG A R LT, S HIZ, ZHE TIFNIREICE DA%
PEOFREF L HRENTEER—ZF 4 L ORF (FE#h, YR, FFEZ O, IL-28B #WiET
B AHER ORI IR —RA T A D HCV RNA #) ([ZRfR72 <. DCV+ASV JFAFEIEE W
SVR24 FEREIE 2R LTz, L= -> T, DCVHASV BFIRIEIL, BUEBERIED 2 W EBE I LT
TR 228 L, non-responder SB35 125k L C L VIR O A[REME D @WVEE A It 5 Z £ 3 C
&2,

DCV+ASV fFHRIEIL, N—A T A VTHHEE 2 A9 200G 0% o3 IFN GRS O Kb
fﬁ?%/ﬁﬁﬁﬁfﬁ' | &2 O¥ non-responder (23T, B2 OEEZETe 7 v A V&R LT, £

., MR N—2 T A 0 BMI KOIFEZEIZ K 2 BRE DR TOF 7 7 —FI2BN T,
*Ekaéﬁ&@@§ﬁ7ﬂ774Wﬁ%@BﬂtoMIiﬁ&UAﬂiﬁﬁm@%ﬂtﬂ
ZOWFE A ETHLICSE L, BRI CILETE OEREIC CASICHETE 5, Lizno
T. DCV+ASV O igiEH o ALT L KON AST L%, DCVHASV OFfRIEDZ M Eo U
7 LR DRI H D03, Z<ITEBRATRETH D | D TEv SVR ZEREIGIZZ DU 27 % LA
5HDTHDL, ZOXIIC, BEMHEOBIANS S DCVHASV JFHEIEIL, FR2, mlmECtho b
PHEZR EDT2 IFN IR Z 2T R Do T2 BE, BWEH O 7290 IFN 16 Z ikt TE 2200 7

BEICKHLTH, IREES LRIt cx 5 2 L RSN,

TVR+pegIlFNo/RBV # k72 & D IFN {RRICB W T, 4 RRIER ORI, IFN 0% 5 LT
MR A D 72 D O BB 72 @FE 2N B ORERY - R AIE L 2o Tnd, B0y | AROFHE
BogeE 7T 7 s A VIEFIEFICRETHY ., ROKEOHIZE D RIEHRIETIE
TVR+peglFNa/RBV fFIED & 5 IR =2 U > 7 D7 OB 2 kbie, HE & Mgk
EOEDORE 1 BOKBIAETH D, Lz -> T, DCVH+ASV G LI, BIVEACHEZ 28
Pric k2 BF 0L | EROKREL, FHEFROBELNEHOIZDDOEFRIEFEEOAHD, W
TN T HZENTEDHEEZS,

WU T, ROFIDOHD DCV+ASV JFHFIEIL C BUBMERFI & O C BURMETEITIEZ OI5HICE
JHORERERTHY, CHREBMIFREZEOREERL L THMOTHHATHL EZEXDND, Lo
WoT, LNICaAT#ne - 208 () ROHE - HE (82) C TAT T LELVORRPGHZ1T
H2Z kb LTz,
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LR EESTESD
e =71 (Y= Z A7 1) O CRUBMEFR L C RREMEFEEIZBIT 5 ROWTIn
D7 A IV A MGE Dk E
o A UF—T = UFRIENRER ORI D D WA OB
s AV F—TxuEETES L o BE
(R O ]
WL RACIE T AF 7L e E LTIE100mg 2 1 H 2 BEA#KST5,
KENTLZ 7 T2 ANV ERRE L OFH L, BEHIHIX 24 B &35,
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1 RfERZIA—E
% 11 EiER A —EX
— R TS TAF T L e FI 7L ENL
R4 AT 771 100 mg 7 7 B 7 §E 250 mg
e T A ML - = A Y= A 1) = ZE BN
RAEHH — Wk 23 429 H 26 H
T A R N .
FAR
BRI 5y BISR, W58 AR BA%E
R —-EMSOMFTEAC I VRIS Z L ﬂﬁﬁh[i”&
) FEE-EREOL AL VERTL L
b E R o A
\
0=\?
H:c. CHs H
\/NHO Yoo [
: H O Mo lu < 0
NG CH; N RN Y \m H
HyC N H || TONT Y AN N
% H < |— 1 _H Y 1 Y
0 o) o] H.‘.- (s} o H o Y.
H;C CH3 ;\ / !
CH; “CHs
]LCH3
Cl
CH;
KR - &/ | 1 A T'ATT 2T T L EL 100 mg 12T 7 7 L EJL 250 mg
e - AR | BEuoA—T 1 (V=X AT ) OCRENETAX | ErsA—T1 (Y= 2471 (1a) LT (1b) ) ©

IE C BIREMIFEZICB T 2ROWNT UMD T A )L

A MLSE D

(A > ¥ —7 = v v % LI RIEI R O RIEHE
B B VNIARMHE O B

QA v F—Tcu B EUIRRIETED E o7 A
#

C BUBMERFRIZI T DIRDNTILIND T A L A MAE D

e

(DA HCV RNA B23 Bl O R IRHR B

Q)1 v ¥ —7 xr CRBNOHMEE, LY A ey vk
OO FREE TS UTHR L 7o o B

Zhe X %h
Pyl oPuiten
LM Eo
HEE

(WARA ORI L TiL, HCVRNA B3tETH 5 :
LERMEERT D&, Fio, MERGE ST T EE.
IMREREE L0 FERAEMEITREZE T 2 &%%W
THZ L,

Q)T A IV APERTIR B OTEFZ A5 70 50l - 1B & F¢ o
E%mmﬁmﬁ®Wa%%ﬂbtha&5@ﬂﬁ
UMD Z &, ([ZothorE], TERMAE o
HBMR), 7B, AV F—7 =0l ZEGUIHRED
2B o7 T 7T —EHEANC X 2BEREREEIC
R DB HRRBRIE IR, D OBRFICK LTI
RGO, AR 2 SOsE, M2 o
Bk, BEOURMEELERTHZ &,

(WARAIOFEFIZEE L TIE, HCV RNA Bt ThHh 5 Z &
THER T L.

()L HCV RNA &5 S0 RIGHREFE I 256
1%, IfiiH HCV RNA £78 RT-PCR 4T 5.0 Log IU/mL
PRS2 L2 iERTH L.

(3)C AUBPERFRICIIT D U A L A SE D S~ D AH]
OFEHICHT=»>TiE, BO@EMFR, Tra—n
PERF RS OMMOBEFRB TRV &, FEEE
PESBHEIF R TRV & RO ARLZ2 Eblnwz &
R D, Eio, MG SUIAT TR, /R
FICEVIEMERRATHDL L EMHRTH L.

ik - A&

WE, AT AT 7 LeEA s LT I1E100 mg %
1 H2E@&O&EET 5,
KFNE L 7 F 2 A VIR & O L B 52T 24
&5,

WE, A, 777 eEA L LTI 750 mg % 1
A3 ER#kn&s L, B5HHIE 12 M E35.
KFNL, _TA =Tz 7T 72b GBETH
#z) ROUANEY AT H &,

k- ARl
B E 9 % 4
A LEonE

(D)BEG-BIRARE T AFI S ONK 7 T 4 A NEREYE % [F]
FZf G U B ERGRIIHEOEE RO EOH
Wiz Lpnwz &, 72720, BIERORIUC L v &5
DHEGE DR EEZRG AT AFI R NS 7 T 2 A )L
AR & [R5 2 &, e 5B ORI IZ D
W U AT ERXT ¢y BB L THEEICH
WrL., #52HT 25515, ARIROT 7 7522
VIR A R ISR 5 2 &,

QAFEIFG5-H%, 1M HCVRNA BE2HIET 5 2 &,
TANAFHT LA 7 A — (FEEFIT T HCV
RNA SN HRAKAED D 1 logio Z 48 2 THIIN) A3%E

(DWAFHNEA 3 5T DA e V2 MR L Tuhie
AN

QAANT 12 B ZBA TR LEBOFIMEROZ S
PEIXRENL L CuvZpvy, ( TEER A DIEER)

QVFFA, A F—=T=nr TILT 7 2b GhEfEF#
#az) KO ALY CEHFRTEAICE, 3AI0HE
B CIBREBG L, ARIRGKTHR, 5l&fisx~
TR —Txay TL77-2b GBRBTHEBZ)
EORYNEY N2 ED 2 FIPFRZERT 5. 2B
AFNEPHT T v —T=ay THAT77-2b
(BT Z) KU A Y 324 B E#BZ T
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— R4 R T AFTLEN TITLEN
R4 AT 771 100 mg 7 7 B 7 §E 250 mg

LISt RRIR Y 7 7 5 A E AR OB
ik EEET D L,

B h L7256 OFER VLTI L T
v (CTERIREGRE) DHESRY)

(DARHFN % ZZERHCIRA L2861, Ho 2 bR a5
LR, LT REZICIRHAT 2 L5 ICEFICH
WAL E, BEHEESEZRES TS, M
TONARLEEZ CTRFIRETE L. ([HEY
e OEBM)

DIRIEi R O BBICAKZ &G Licha, mlslito
BHRITHEG LSRN TP IR ME T 5
LORERD .

EEAR BRI B W TAFIOF R O EMEIT A%
T 8 IpfilfffR &R 5 CRETESh T\ 5.

Gy A v E =Tz TILT772b GElafHftz)
1E, WE, AL, 1A 15 pgkg A 1R T
5435,

OV SE Y E, WE, kAT, FRoME - HET
B35,

UEY Ok EE
BEDOKE 1A P P
e, ek 5 gtk
60 kg LA T 600 mg 200 mg 400 mg
—
E)Tkg EHZ 80 kel g0n o 400 mg 400 mg
80 kg itHx % 1,000 mg 400 mg 600 mg

UREY OGS L TIE, BEOREEZEEL, W
&7, PILFEOMURAEZIT O Z L. KT, BG5BT
D~T 71 B UREN 13 g/dL RiOBFITIE, U AYE
U Ofeh % 200 mg AL, Froo Mk - ARTR
A5 %.

BeBBILARTO~TE 7 a B BN 13 g/dL
BEDERE KIGOBED Y N O h &
1 QG W% 5 7%
60 kg LL T 400 mg 200 mg 200 mg
—
&0 lffg EHZ B0 kel o o 200 mg 400 mg
80 kg B X 5 800 mg 400 mg 400 mg

(AR ERT A B —Txrr TILT7 7 2bGlIETH
#iz) ROUANEY CEHHTHICHZ>TE, ~
FRECREN 12 gdL U LETHD Z EREEL
W T, BRI BV BREOK T RRY
LN EICIE, FiasBIc A L) v of&Es
FE, HDHVIEARA, TS =T zm TAT
7-2b (EEHEEZ) KON e Y rohzfik
THZ L. B, AU ORIEHEIE 200 mg/ H
FTETAH.

e VIS S =
’\%;;t/ yseyy v FaTe-obGEEl A
e TAEHLZ)
200 mg & :
12 g/dL A#i< | 1,000 mg/ £
kb DA
b GOS0 FRZT 7 L
mg
10 g/dL Rimiic o
b 200 mg J8
8.5 gldL K| . " Eitacs
b Pk Be bk -

EFROEHEIINZ T, ~EZ7 2 B REN 1 RMANIC 1 gdL
PLEWA L, 2DfEA 13 gdL RilioHa1E, Ve ) U a2 R
200 mg BT 5.

®VRFI RIS —Txmy TILT 7 -2b (5T
$az) ROUANE Y 2T ICHTZ->TE, A
MERELS 4,000/mm? LL_E A R ER—ES 1,500/mm? LA
b, i/ REEAS 100,000/mm’ BL ETH D Z ERNYEE L
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—MRHIA TR

TAFTLEN

TI7TLEN

i

AT 771 100 mg

7 7 B 7 §E 250 mg

V. FE T, BHHICAmEREL, A ERE U LMK
BOKTRRD LNT-HEICE, TRREBBIIRT
A B —Txzuay TILT7-2b (BT Z) O
AEEZHE, HDVIEEREK, /M ¥ =Tz
TNT 720 (EEHELz) KU ALY rofks
FHiET 5z L.

R =T
Pt Kl UNRE |z TAT7 5
A " Vo |-2b Gl TSR
Z)

AA

1,500/mm’

PREE | Kiscay

LR
5y

L

750/mm’ WA

BEEREL | oo | s L

80,000/mm’

PO et

1,000/mm’

FLIREL | o

500/mm® Eiiaca Eiiaca

Rl B e T T B S S

50,000/mm®

MR | b

(B BIEARTO~E 7 1 B U REN 14 g/dL KW,
Bk $% 2% 2,000/mm® R i &H B W E i s A B 3
120,000/mm’ A5 D B, @l & O & Tl s o
VHE—=Txzuar THAT7-2b GBEFMEEZ) KD
VB Y O EE BT HHEENE < 72 AR
HOENDHDT, HERES 2 BEILFAAR S &
HTZ &,

=i AFNEL T A VAV B DIRIIT 53 70k - TRER

ZRFOEMO S & T AR OG5 & Sh D
BEICHLTCOREET L L,

(OAANE, U AV AVEFRBOIRRIZ A7 72 55k - #%5R
ZROBEMO S & T, AR OREDEY) & A S
HBEIHLCORFEETLHZ L.

QFANZX, A v H =Tz TNT 7-2b (EET
L) RO ANEY DA EIZEY, TE
MES R EESERRSE (Toxic Epidermal Necrolysis: TEN),
FEREREIRARAE (%R (Stevens—Johnson JEMERE) , FKAIME
IBBUESEWERE (Drug-induced hypersensitivity syndrome:
DIHS) % DAHIER A 5 EE L RERE ST
LRENVRHDHZENPLROFERIIERETH I L.
ek, AENIRERE SEE L CERT 22 &, (TE
R RRNEE ), [ERAREWER] OESH)

DFEFE 72 W E IIAA R G- IR 5550
2\ DT, YR IR B E T3IATH 2 &

EERPIEREE, UL T ORER &4 5 FB 235 H
L7eGaciE, &5 2F 1327 Sy 2 0@ 217
k.
B, K, REFBE KOS A - {8, #EIK
REOIRZ, B-CUBEORE, U v HilFEg,
A R

NG HIEE HAERSEE LB T 5B 2N d 5
DTHREOREL +IBET L L.

o
il

(WAHN D F A (2t UIEUE OBEREIE D & % haF

(2Q)F L E (Child-Pugh 4338 B XX C) OJf#nekE
EIIAEMERTF R B D B 5 B [ARA O I P i
N EFRT5.] (TEpEhiE) OESMR)

GWRDFEFN M OBE - 7V — LV REEEA, 7
gy RApwA Ty, 2 ALy VLFTE
L, RIRIUERRIE, 2BV A Xy NEERT S
Blg HIV 7w 57 —BRLEHA,
VI77T7F v, Tx= b2, IR EEY 7
T )NV R = TR AL ey S
T 4 =, X T LAY RRWER GRS ILEA], A
v H KR, BEA I U4 XY VT (St John’s

DRV a <V N

(DARF DRI R UIBBUE OREERE D & 5 BE

QAFIORRAIC L Y BERKERESKI LI LD
boERE

B)z > b — L OREERRE (DHEE, LDAE, R
RS Db DHEE (i FIE TOEBEN B
L ENDHD.)

@RFE~EZ O EE (T8 7, SRRARMERMER M
%) 0fBF ELARETRE~E 7 7 EURENE
kT2 LnH5.]

G) Freo R AP0 BE (HAER) OESH)
DFURIEIREED 5 B YR D FHH
X =D UM KT, X7 ORI T,
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R4 AT 771 100 mg 7 7 B 7 §E 250 mg
Wort, T bk« Va3 —r X U—hK) EHEM. ¥ T LA = NEERHR, o7 =) UHEEEE, 73
IJaARY L T HA =R, Fax7x v (T4 R A= g i
HIEH I OESR) NEMTNIIEA R
TLIX I EAEEE, Ve Ronz IdF IRy
JUERKE, LA NY LA VR, ATFLT L
TARY =LA R
3)HMG-CoA = LR L EAID 5 H IR DA
aNRREZF v (ERNRER), Yo RZF, 7 b
SR AT v DK
4)PDES BAFEAID 5 HIR D FEA
PNOVTF T VIR KT, VAT T 4T
CERYE (WiE M EAE 2 G & A E), ¥4 T 74
S (i U EAE & ) & 9~ 535 8)
5)% Ot
EEIR, NITYILA TATYUr (ENFEK
), Turrrvyy, aieFr (FEUIEBREC
EHEOHLBFMEHT2H5E), V7rreEvy
i E o LEERES ROBHEICIIEEICERETEZL)

=

(WAAORAC LY BERERFR L LDbHLE
*

Qv E—7zr ALY ALY COBHICED, &
EORWER 5% PREBLLI-Z 02 EE UR
Fl AR G425 2 L L RIER R4 5 aThe
HrReH 5. )

Q)EHERED D S BE (FREREEOBLE KT L
BhbH. )

@EMED D D EF (EREEEORBLY 27 3@ 72
LBENDRHD. )

SWERIT D 3 2 B (BHRREMREORBLY 27 3@ e
LBENDRHD. )

(6) B H-BIIART DO~ 7 0 B UIREN 14 g/dL &5, 4
Bk A 2,000mm’ R H D L s iR 2k 8
120,000/mm’ il D BE e O Lot (Be 5P IEdH 50 i
BEZ BT LHENRL RHBEAARD ST
5. ]

(D) FFHE - FEFRRpIRIEE 37 OB O H 5 B (F
W - AR DB IR T 5 2 e 3 5. )

@) LRSI Z OB D & 2 B4 (1 L 0 DR
DY, FRARENRE B A UL AT 5 ATREME DS
H5H. WEHZREGICEY QT EENHESINTND.
( MHERS ) OHEBHR) ]

OV R 13E OREERED & 2 B35 U FRERE O 1528
WEERLTN5. )

(107 VX —RRDH 5 BH

(DFiEE ( TEEE~0& L] OHESH)

(12) P55 O ITFHERTE B (Cmax KOV AUC ME T
L ENEAEIRTVA. (SRR OEBR) )

BT A v F—Tzuy TILT772b (GElETHz)
HDHNNTYANEY SCBWCHEERERE LS THD
B

1. EELRERWEER

(OAFNT, #2752 A NEBE LRS- 0, &
7 T X AR O CEICRRE I TV D,
b Ao PR, EEAREARNIER, EXA
BIWEM%ED MMEf LORE) 20 THETLZ L,

QAFN R NZ 7 T 2 2 E AR & 0F 1 L7 [E AR
RAEBRICIB VT, I REREE R HE ShTnb, #
SRt 2B ETIIORSE L 20T L. ZRL
Meid 4 8 = L ITHHSRERAEE 21T 5 2 & e E
{E3FED BN HAITIE, LV HEENCRAEZITV,
BehEdIET 57 LU 0AE RO 2 &, (TEX

2. HEREARNER

WAEFNZ, _TA 2 —T=nr TLT7-2b (EET
M z) RO AR EPfT D70, T4
Z—Txzuy 77 7-2b GEIaFH#Hz) KOV
ANEY OB CEICEE STV EE, e,
%R, EERS, BEERLANER, EXARH
ER%O ER EOEE)] 207 MRETsZ L.

QAFIDOFE I H 7= - TiE, BE AR OF MR G
bt (AR O#EHIZ X 0 BB DA fEEDOH D5 EK
REIWER, ZofofERORBBESE) &5
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— R4 TR TAFTLEL FI 7L
R4 AT 771 100 mg 7 7 B 7 §E 250 mg
TRRIER ] OESH) G Z) FOUAEY L ORI X0 EsEE

W ERER A FBL L, & EICHEE R RERES I
T D0, IR OKAE, FEFEE, ks
HEDOOD A - 1B, HRIFZE, FBICBE L= 7
RERERE) ICEEL, TOXIRERIL DN
725AIE, EDICEMORELZZT D L) HET
HZ k.

G, T A v F—T =z 7T 7-2b (BIET
L z) RO AE Y EOPFHICK Y, FEtER
FZESER#RE (Toxic Epidermal Necrolysis: TEN), FZ
FEHEENRAE R, (Stevens—Johnson SEMERE) , HAME
BUESEMERE (Drug-induced hypersensitivity syndrome:
DIHS) DA H etk % > EE R EEENIEILY
DEENNHDZENDEET DL L. HEERKE
FEENTRD DNTGE, XX b OERB DR
et O, TEHEE HEOOGA - 8, R
RS, FBICBE L SR ORI,
AHl, I —Txar TLT7-2b (EET
M z) RO AR vofksEErEBICHIEL, KB
EREICZZ ST R WY MEEITH 2 L.

OHIREmED 50%% B2 2 EHMERDE, BB ICBE L
AR GREL, VU L ONEIEIESS) SRR LI
=85Ax, JRAlE L CRAlOFR G2 FIET 5 Lk
Bz, XA H—Txay TALT 72 (EET
ML Z) ROVUNE Y v ORE IS IRz o0
THMEEICRF T2 2 L. Frlo, EEREMREE~
OHEITEEE D HAITIX, KA, XU/ A% —Txn
vV TNT 7 -2b GEETHEEZ) ROYSEY V0
BHEEZEBICPIEL, KEREICZZEIE D EH
IRIMEEITH Z L. B, AROBEFHERIEL
FHAEITE, EEICRBBIEEITO L b, K&
BEZ2Z2SED R CHEURMEEZITY Z L.

G)~EZ v B URE, BMERE, G ERE R O MRk
DORAENE, BEHALOERS-8 12 B2 b
i, FotkiE 4 BEIC 1 EEETLZ &, £z,
Gy & 72 0, RYIE J OV O BT & 35 R
HZENHBHOT, AMERSE KO CRP EIZOWT
HIRRRICHIET 2 Z &

(6)BMEB AR 2% D EEE 7o B HEREE & OVEEE 7o AT HE
B D% BEGBME 1 EEUNIZEELL THhDH 0
T, BEERE (7 LT Ty, REEFE, KBS,
[P TE A e VB E SO E(LERE E, & 5Rth
%1 HEUNICD R &b 2 EEML, FICHEGH
ik 2 %O 4 BEZIC 1 E, Zo%IT4 BB
EETHZ L. £z, HIREERET 12 BRI
1 EEmTHZ L.

NMEMEZEZTREEMERH D Z LD, BEICR LA
WCBET D RIVER (D FEWVE) ORILOATHEMEIZ D
WTHMAT 5 2 &, £, EWRICHKERE Z
TH7 PREOREEZ HSITBIEL, BEPRDL
NG AT R B 21T H Z L.

&> o, BEERNbLLDLONDZE0nHD. £io, B
RiE, WROTENAD bbb, METAICESLZ L
N5, BEOREERKEICDICEEZL, FIR, R
72, fEi, BB, R, DRSS S D S bz
BAIEAAE G 2R IET 572 &, IRk O AT
WOWTHEBICRAT L. £/, ZhOOER
DRD HNTZEAITIE, SR TR OBEZ T
B ENEE L.

95>, AREKEZIIUD, BRIREE, BRATE, =
MR, 72, Bl BE, KR, GRS ok
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— R4 R T AFTLEN TITLEN
R4 AT 771 100 mg 7 7 B 7 §E 250 mg

PRI R B D W REMEIC DWW T, BE R REDOFK
WAL, 2 b OIERMR S b b HE 12X
RIS S R = N ds BN

(1)EFBEEERH SbND Z LR H DO T, BEEOE
HRZE, MR 2 0 O B OB I T 2 BRCITEE T
LR BEICTFICHAT L L.

2. HREMER

AHFNE, CYP3A, P HEmHE (P-gp). AT =41k
Z v AR—H — (OATP) 1B1 (X 2Bl DIEETH 5,
F7=. CYP2D6. OATPIBI, 1B3, 2Bl KT} P-gp Tt
TAHHEEM L CYP3IA4 OFEIEME2HT 5, (138

3. HHEEH

AHANIHEEHE T ~ 7 10— L P450 3A4/5 (CYP3A4/5)
IEEREZAETSZEND, CYP3A4/S IZE Vs
LHEAMEPFA LI & &, JFAFEAIOMFRELY R SH
HBRENNDD. AENT P-PIEAE, AT =4
¥ERYXFF K OATPIBl OHEEMAZETLZ LM
b, INOLOETHLIEF LA L & &, JFHZKHA
OMmMHPREL ER XT8N H 5.

F72, KA CYP3A4 ICL - THREEND Z Enb,
CYP3A4 ZFEE T 53K & O L7z & & ARF O i
FEPMET L, CYP3A4 ZHETHFA A L L &R

Tz ) RN EH —
V(T ) 8—))

FRF AL ST R
Yk (Fh ke
V)

EXT 4= (BT
S4 F =)

X7 L F YRR
A 3 PH A
7 yELUY (A
kv 27U Y)
ThIEVY (L
FLUR) L

NN AN IE 7]
(k727 V7)

A3 A K
Y 7 ( St. John’s
Wort, B> k-3
— R T—}F) A&
AL

WEhaE) OESR)
WBERER BERA LN L)
SHeHI 40 5 7R 7N L S
sk
TY = VRER | AFOMTER | b 0%HA
i ENERT D, | O iEH
rhafy—i (T3Emmie) | BED CYP3A
A FTaFy— | OEBER) D FEMERIC
(A R Y =) % | AFIgICBE L | ko REIDMR
sV 2n~wAY | RAEFESN | #AHREFEI N
v (7T VU R) HBLL, £-E | b,
Tz | fELTDEZE
(=Y 2 Y) nNndH 5,
CNTFTEL (L
Ny )
N T8I VR
(Vv F)
ARy N E
EHT LA (A&
UEILR)
HIVZe77—Fil | AAlomFR | b oA
A EN RIS, | ® CYP3A .
UrFen (V—t | FFICE®E L | OATPIBI KOt
7) % EHEERED | 2Bl OEEFEE
HNL, F/-E | HIck 0. KA
JEAL T D RZ | OHALE
s s, b,
V7yrrevy (V| RAloMmFE | Zh b oA
TyIV) FERMEFLOG | @72 X
V777 Fy (X2 | \RHREWE |7 B E o
7T 4 V) SHLHELN | CYPIA #FElE
PLT A A Nod, (I3 | FHizkv | &HA
TJx=hfr (FL | BEIOHES | OB AR
E7F) ) b,
NN (5
7L k=)L)

FOMPEEN EHTBETNNH 5.
WPERAEE (BFRALRWVWZ &)

(vesiray
)

/2= 3 ) B
<AV
(== A RY
v LA )
AFxd R
[N g 7

LRI DBE
nNrbH5.

(VRN R

7 hANRREF
VAN T AKX
Fndp D

(Ve b=,

[ive:

(AT 5%

NITY T A NG

(A UE) | AR S
it EE O B S0 I
e 57 1) 45 A% =
LBENRHD.

BNRRAZF AFI750mg 1 A 3

(EP ARG m% 6 HHRMA

SUNRREF th, 7 hILRAH

FrINT T A
AKF# 20 mg 1 H
1 EEHFHLEZE
X, 7 hnzxz
F 2@ AUC 7.9

BEARAEIR - B -

ki Bl SR T
FoUUREBE | ChoEAICK | KAlOF o
KFn# LEE R T E | —2 P450 T
iy =) | MmicfaMad XIiE | 2HEEMICL
RFZYVONVER | TLORFL (R | 0, Zhb0HHA
AT R, (iR, DR H B E S
(R a—)v) | MESEMGES) A5 | dui bk
TVIA=FEE | 2B | L, EHOMEM®
[:3:8 5. SCHIM 722 QT 4E
(ZvRa—) ExlEzd+bx
FanNT =) nnbs.
IREEIR
(F'm ) %)
7IFFn
iR
(Tvhmy)
=
(A —F v 7)
TNFEZIVE | O FEAOM | &Kl CYP3A4/S
A PR ER L, WXt 5 BLE R
(ZV73V) RAY MR, | Aicky, Zno
e Rerzad | HFEORERER N | OIEHAORBRN
FIVAVNVE | BAEGICERE | HEIRD.
K KIET XS5
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— R4 B T AT 7L e T 7L ENL
R4 A RTZ 7L 100 mg 7 7 B 7 §E 250 mg
YruARY Y (V| RFORFEA~ | 7w ARY TaxTy k) (RN R Byl
VF 42y DY AHD | %, OATPIBI b oEKD
WL, AAO | ZET S, o o A R
16 PR R 2 L, BmEERXIAE
FHIELEE T i B % o iE
nibH b, TEoheER
TLHIA =R (v | 2hb0EH | & # o K0 Tl AR E A B
Ra—n) O i E A | CYP2D6 [ 5 te I AR —4E)
Tunzesr (7| EHLRERR | ERICEY, Z NI DB ETh
) N ZBBE | LHOEHA (b BH5.
b, 3 AN TN Zh B EE A o M
CYP2D6 O HE (EINARAGR PIREN ER L
) ORHDBL RNUVTFFT 40 | KAk
EIhb, BRI K EREZTBZTN
QUAEE GHRAEERTS L) ;Z;';y) s nee
FAIA BpAER - T - fElRIA T 7T B
BT O 75 i FE S5 %
FE¥AIB AN | FTEAIrALN | KX A O G LT B EA)
N7y BAEK | v 7 7 oMt | CYP2D6 O (LNF o)
eI BERERET S, | EEMICLY, BEST 4N
(TEmBRE) D | TF X hr A Ol 7 1L JE 52 %
HZ M) VT 7D WIS & T D)
AFETHA L | RELAE S (7 FoAd)
2ARNLVTZ Ly | LD, TaFrkl oSty
=T 254 (2F+t) o i s AN F
i3 BFORE HU, VEfAHIMR
EHITBIEE L, TEBEARD
BEILHELTT %.
*XFUf:” I Fr SAEeFoom
Lo oHEE CHFIRSC 13 | o 5 1 50
HET DL, CHEOH LM | HBTARDS.
vAX Y vAFRrom | KHO P-gp O FAE T B B
FREN ERH T | HEMEHICEX 2)
S, (IEp@ie) | v, YVaF v (e F)
PHEBR) | DS AT VT EYYd |77 Evy | U7 7o Ev
vARV &G A7) T~ (777, U | 600mgl H1EZ | ® CYP3A4 lZxt
BT 2HEITHE, | AR T/ TrYy, U~ | 7 BB, K | T 5 HEEERIC
IR oM | R b k) #1750 mg 1 H 1| kb, AHOKRH
TREET =S S5, mAOERLEL | AMEEShs.
NS AUNE 25 13 X%, KHlO AUC
EHET L, 5 9% T L7z
NN SEYTAOM | KA DD A F D 5 T 23
PR E SR T Y | CYP3A4 D FF BT szBrAN
HOT, EET S | BERAICEY, EoYA)
L, (IEyE | IV 720
He) DI g s || QFFREE BFREETS L)
hs, e BRRAER - B -
HMG-CoA B7cl; | h oA O | & #Hl 1% HEHE fEREF
FPAEFH] i B AS B 5| OATPIB1 KO INNTBE ANR=BEY | b OEAD
B ANRAYF FTHOT, EET | 1B3 2L VI TFr 200mg 1 A 20117 | CYP3A4IZxIT 2D
T hANRRZTF | 5T, (HEyHE | b 0%H| A& AA 750 | FHEEHICEY,
v R DB W) D T fige ~ @ iy mgl H3E10H | AH MG

TIVNARF
VURABEF
EHRAL T
TTNABF

DA BE
ERE

TF =T Ak
TVH—IVER
B3

TF =)L R K
T A=
TAFA—=F (H
AR %

TF =T Ak
F A=K
VA= a0 S
gy [T A
FA— bk (EHAFR
) OTEEAGH
W] o i EE 3
KFT2a2B8Eh
N, (TFEYH)
e DIESR)

H2 R0

A Al O 55
CYP3A4 O
EAEMAIZLY .,
TF =) R
FZ YA =
O 1R 23 42 it
b,

J VT AT R
— hEDHA
1EH @ B 1
AHTH 5,

Mz Lz &
X, AAlDO Cmin
M 47%, AUC 73
32%(K N L7z,
A O 1
MMETF L, KAlD
R BWE T D
BENWDH 5.
Zh B oA O
i H R AY 5
TorBENNRDH
5.

DR EE
IZOWTIE, #F
LW R SRS 23
/ohd Lol
i PR = 2

HENn5.
AFH|D CYP3IA4/S
WZxE 4 % PLEAE
Hicky, Zhb
D HF) D
fHEXNS.
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— R4 TR TAF T L e FI 7L
R4 AT 771 100 mg 7 7 B 7 §E 250 mg
VYT ET D R
CFEETAHI L.
Tz )NV EHF | Tx=hA200 | 2D DA D

—FrI UL mgl H2[E17H | CYP3A4IZx¥ %
TJz=rfV [ & AAl 750 mg | FHEEAICLY,

1A3E10 A% | AA O RGE 232

L X, R | #Eshd.

Al @ Cmin 28

68%, AUC 7% 47%

KFL, 7==1F

A > ® AUC »

31% LA L7z,

AFH o> i R

BMETL, AFIO

RBWE T D

BENWAHS.

h b oA D

i o 8 5 Ak

TLHBENLN D

5.

YE LR K

JERFF B D K

S0 L R E

=&Y T EAT

IMEREETD

ZE.
TERYPAFS AFOMPIRE | TP AL
(2H#5) PMETL, A#lo | @ CYP3A4 (Zxt

PERBWH T D | TLHFEAEMIC

BXINARHD. X, AHORH

MEESHS.

AT UL E | AHOMAFRE | A3 04X
yyy MEFL, AFlO | VY v k3
(St.John's wort, RN T 5 | CYPIA4IZKIT D
kU hVa—r | BEARDD. A | FUEMICLY,
XeTU—h) BF | Al GRIZEA | ARA ORGP
B avF XYY | #EEnD

UERAEMNEE

BLAWwk Sk

Bioz k.
vaxyyd AFI750mg 1 A3 | AFIO P-PEEA

\lZ 11 ARRA | BHEERICX

%, vaxvr | 5.

0.5mgl A 1%

PEFHLIZEX, ¥

%> D AUC

7 85% A L7-.

AF &Y ITxv

CEUFHT DB

X, vaxv oo

S B b 8

SRAMA L, i

Ex=xY s

EATHMREEER

THZL.
A FaFy— | AHT0mg s | 26 OHEAD
V2 k= =L 400 | CYP3A4IZHT 5
Fhar—u? | mg ZHEIGFAL | BLEERICELY,
Ry — el &, KA | AKAH ONRH D
(FEINARAT AUC 78 62% b5 | E&ans.
779V Ar~<A L. D oA T

v

) An<Af T
Mg
TF)ans g
TRT N
TYIVArwA Y
Mg
fhevr7r i<
AT

AF o> i o e
EONZi b o3
il o> 1. v 3 S 23
LRI EBEN
Ndb.

AF L ZnbD
B O R )
L, QT fEE#
Bz hard

CYP3A4/5 T
ENHw, KA
LofFHIc kY
R PPLE S
5.
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—MRHIA TR TAFTLEL TITLEN
R4 AT 771 100 mg 7 7 B 7 §E 250 mg

(EPARAT 20T, BETD

&

RY 3 —

A O i EE
NERTHEBE
nndbsn. K=
F > — Lo i
W EE DS X
KT+ 26EN
Mo,

AKFERY 2+
V= EGFHE T
&, QT wER%
Tz nn
HDHOT, FET
HZ k.

Ry afFy—i
@ CYP3A4 (Z%f
T LM EEMIC
X0, REIORH
MHEIND.
RYafFy—v
1% CYP3A4/5 TR
WEhsnizw, K
Fl & off iz &
O AR AY PR X
ns.

TNTTI TR

AF750mg 1 H 3
B2 10 HEARA
%, TNTTVT
2 0.5mg 1
A1EZHE Lz
LE, TNTTY
7 5O AUC H
35% b5 Lk,

IV T A (BN
A ¥

AFI750 mg 1 A 3
[Flz 9 HRMRA
%, 34T A
0.5 mg FRARMN
HGEOFH LIz &
X, IXVT LD
AUC 73 240% b5
L7z,

it JEE O B S0 P
PIE KA Gl
LBENND D
DTHEETSZ
&

S R=vYryr
(&H#E5)

AFNVTVR=

VA=2%
(&2H#5)

B O IEA D
i o HE S E B
ToO2BENEH
5.

INFRS T
| =Rl Vg =S
FNVTFI=F

b o IEH O
i H R AY R
ToLIBEARD
5.

BB REAT R
A FAl & 28 &
HLEGE LR
BEOERNH D
bhvsBEhn
HD.

SruARRY 0
vl ARK
Tt ©

el AR
(EPARAT
xRel AR

A 750 mg 1 H 3
Bl 8 H AR,
v/mARY v
L E X,
vruAKRY v
? AUC

M 4.6 fHFIZ EHL
7.

AAI750 mg 1 H 3
5] 8 H HRHI,
27wl hNAK
w0 H L7
L, Frvnul A
A AUC A 70 1%
W2 EF Lz, (T3
mEE] OES
)
T 25 A
1%, MmPREOE

AHID CYP3A4/S
W2k 4 % PLEAE
Hickvy, Zhb
F SR /A
fRESND.




FAF+ILENL

—5%

—MRHIA TR

TAFTLEN

T 7L ENL

i

AT 771 100 mg

7 7 B 7 §E 250 mg

=2V T R
WV, BREIZRETT
TR A D AL E A
152 L.

T s 4 o Rl
AORBICER
THZ L.

U RhA vER
b}
(25#5)

U RDA O
RS B A
LHEBENND D
DT, MHHERED
B A
179 2 & 3
Ihb.

YINVTFFT 4

b DEAO

VeSS i H R BE A b5
(DEAL2EZEH | To2BZEIAND
HETLHHEE 5.

(AT T Z) b DFEAIZ
EETT 4V BI 5 fF E
(ErL2zH | RrERITB2
HET LA nnd B0 THE
(¥ 7V R) BEiszeL.
TArIEY | AKI750mg 1 A3
TNV Y m% 6 HHRM
PNFTELE | %, TLarVEY
i3 NV 5 mg
TzuIryr 1A 1 EZEGFH L
SHANVEUR | RlE, TAnY
3oy B » AUC 2%
=7V 179% 5 L7-.
=JTrr

NFTNRINVIER
IR

K&K
L/

RE vz ol
o N b
LBENND D
DTHEETHZ
L.

aeFr ()

[Tk

A e F oM
R RN RS
LBENND D
DT, P 5\
AR A 2 5 B
WMy 5 EEE
THZ L.

A RATa— L
E N 3

P AT =
O 1 H g EE A
HL, QT EE%
EZdsEan
HHOT, EET
HZL.

ST ABEA
i
b

A 750 mg 1 H 3
[\l% 10 AFARA
%, YILET LK
At Smg 1 A 1
Bl ZpFH Lz &
x, YILETF LD
AUC 7% 47%(KF
L7z,

AF RS

AH|750mg 1 A 3
ElE AH R 1H
30~130 mg % 7
AMRA L&
&, RFAVF
@ AUC 7 29%
KFLE.

TF =R K
FIA—n
JNVTFRAT

AH|750mg 1 A 3
Fl&oF=1=x
A NT A —

BT
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—MRHIA TR TAFTLEL TITLEN
R4 AT 771 100 mg 7 7 B 7 §E 250 mg

9 0.035 mg J U8/

NTTF AT nHr
0.5mgl A 1[H%
21 AFEPEA L7z
L&, = F=)x
A NT A=
D AUC 73 28%{%
TL7.

TRV ERTST
PN

A 750 mg 1 H 3
[\l 14 A& =2
vEuT TN 10
mg 1 A 1A% 7
AMPFAE Lz &
X, TRAYHA0S
7 5O AUC H

35%K F L7,
YRV | FT Y From | AKIO CYP3A4/S
i s B L, Rt 5 BLE R
L, W&, & | Aicky, F5
ERORMT D | Koo H
BENWRH 5. FEEND.
ONZ7 YV vH | ULT 7)o | FEDRE RS
DR/FN M REcE®E | oOMEREZDL
BH 25280 | NWADBEEFFARA.
»%. INR DE=
2V T EAITD
RSN
5.
U kFen? UhFEML 10 | VU FF EILD
mg & AHAI 750 mg | CYP3A4IZxf§ %
ZHEOFE L | BEEACLY,
L&, AKH D AUC | A H o 3 A B
N O100% EH L | HaShb.
7=
TEHFFELAR | 7V FEARM | 2hb0RAD
B/ ML | BEME/ Y R e | P RE R X
19 300/100 mg 1 A 1 | XK T2, AFH)
FAFEMY b | (E 20 AR EAH | o F 1 H R
Feat) 750mg 1 H3E10 | #~DB 5 3%

rKRAT7T VTV
ENVHTT A
KFn#/ Y b
'

2 ¥FEA/Y
Fen 0

A ZGFH L7
X, THAYFE
JL®D AUC 28 17%
EHL, KHD
AUC 728 20%f%
L7z,
e/ k
JF £ L 600/100
mgl H 2[E 20 H
fil & A&F 750 mg
1 H3ME10AM%
PFHLIcE &, &
LT e R OVAR
#lo AUC BEH
I 40%, 35%(K
TL.
RAT T L)
| I PRy AVN
KEn/ ) b e
JL700/100 mg 1 H
2 [a] 20 HE&EA
#1750 mg 1 A 3
Bl 10 H 2% OFH
Lizk&x, 7
T EMK
OHID AUC 73
FILEN 47%,
32%fE T L7z,

v EFen/y k
F E L 400/100
mg 1 A 2[F20 A

Z b BT
H.

Zhe oA L
OPERIC LY, K
7 o ARG 23 {2 i
I D BHEFAR
.
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— R4 R TAFTLEL TITLEN
R4 AT 771 100 mg 7 7 B 7 §E 250 mg

[i] & AAl 750 mg
1 A 3[E10 A%
BFRL &, K
FlD AUC 23 54%
KF L7

TT7yELUYY

7 7yEL Y
600 mg 1 H 1[H20

AW EARA 750 | & 2FE/EMIC
mgl H3E10H | XY, KEIORH
MaEpFHLEE | 2MEtET 5.

&, KR#Alo AUC
S 26%(KF L7,

Ty LYY
@ CYP3A4 Zxf

A= e

= hSEU Y ThFEY 200 | AH O i

ey v mgl H2[A11H B, = b
RI&AH 750 mg | VU > ORFIEY
1H3EN8 HiE | REtEEFR ~D M
LIz E, K | BrExbond
F> AUC 25 16% | 25SHEFAH.
KFLE. JLEEY D
UAEeyr 25 | o LRI
mg 1l A 111 A | & KEOIFHEY
W& AA 750 mg | fRHEESE ~ D
1H3EI8HME | N EFEx 6D
PDFALIZEX, Y DR B
LEEY YD
AUC 7% 78% b5
L.

TIHREALYY | KAIT50mg 1 H3 | #FARH

[l &7 KR E N

Vg A=Y
B 7~ VBR300
FNTTITEN mg 1 A 1A% 7
AMRA Lz E
&, 7K
E LD AUC
30% bES-L7-.

TNT T T E N
400 mg 1 H 2[A] 11
H [ & A A 750
mg 1 H 37 HH
AR LIz &%,
TNT T TN
@ AUC 7 31% E
AL

3. BHER

KEIRORE 7 552 2 eVt % 088 Uz BN R

HERIZI VT, 255 fil 158 Bl (62.0%)
RO BN, EREIERMIX

. ALT (

WZRIER A
GPT) 3/ 45

(17.6%) . AST (GOT) H4/mn 36 %1l (14.1%) . HEJF 33

B (12.9%) .
i)

FEEN 30 5] (11.8%) HETh o7, (KR

AFI R OF 7 52 A UEBEO P TRD b
BIERIZ. ATOEEBY TH D,

WEXZBIWEA

JFESREREE : ALT (GPT) #5/0 8.2%E", AST (GOT)

HEN 5.9%%Y,

mPEYAE I 0.8%E?

BHRMG 2 BEETEDRCEL 2B, ZREL
Beld 408 Z S ACHASRERE 21T 5 2

MR %ﬂf_}fu

(SN )

LTS PO R E AT O O
MNEEVEM LR 10 L EIC ER L25E12iE. BEbIC
BhHERIEL, ARG LaenZ L,
W) FEYEE IR S 58

W2) FEMEME ERR 2.5 5

QT DHORITEM

WO XS ZRIWERN S &bl

L, FFREDE(L
&5

TR ATV,
L, ALT (GPT)

TIE RIS

4. RBIER

AHFN L T A v H—Tzray TIT72b GEE TS
Z) ROUAEY AR LENERRBRIZBWVT,

AR 81 267 BRI
E2REWERE i) 243 61 (91.0%),

L.

3,903 D EIVEM H3ZR

M3

218 il (81.6%), EMmEREGEA ] 191 61 (71.5%), [ifL
IR | 176 B (65.9%), Tt RERHSN) 162 #
(60.7%), &S 15561 (58.1%), b7 /v o EE
g 135 B (50.6%), TEAKIEGER] 113 #il (423%), %
%1 103 45l (38.6%), [8E%E) 9561 (35.6%), [MLEAE]
93 % (34.8%), [RERE] 81 f1 (30.3%), Mfir L7
F= ) 80 5 (30.0%) & THoT. UKFEEF)

WMEXRZBWER

KFN L R_RTA v R—Txray THLT72b GRIET
FAEZ) ROV ALY COPFH TR b EKAR
BIERIZLL T L0 TH 5.

D EERFZEEBARIE (Toxic Epidermal Necrolysis:
TEN) (BHEARH]), BFEFIRIREEMEH (Stevens—
Johnson JSEMERE) (1%AK7H), ZTWABE (1%KH)
HEEPER RS RMIRAE, R IEIRE R, ZIEAL
BRH LD Z N DDT, BEEZHDITY,
FEEN, A, REZHEE, AEOUDS A - 115, IR
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— R4 R T AFTLEN TITLEN
R4 AT 771 100 mg 7 7 B 7 §E 250 mg

THPZRLEZITO 2 &,

B (14.1%)

BHEE | o) s
— 5%LL L 5% A3
B ? ZHPEIE, LB
o IFERERMEANE | i/ MR E, & i
S (8.3%)
2B E | EE (11.8%) | B, iy, Mo
b
Fatdh-tb | R (12.9%) | RIRAE
R
TH (6.7%) | B BEIEE, B
. AP, (R, EREES
Ji. HPNZE. RIS
g
ALT (GPT) M e YL e B,
b | y-GTP ¥4/, 1.+ ALP
JH i (17.6%) . | ¥
AST (GOT)

i I

|2
& 0

BB, A5 A

PR

SO BE %
(5.1%)

H IR SR

T Df

U s—EBHn,
NT WD

FEHBEEIT, AFIN S T Z 2 2 NI 2 0 L

T ENERRRER O R S HH Lz,

BEND Lo ZGEIE, 5200, ®@YR
WEZITH Z &

2)EANMERBUESEAE (Drug—induced hypersensitivity
syndrome: DIHS) (1%A) : FIHIER & L T2,
FENH AL, HICHFREREREE, U o SHilEE, A
MERSEN, AffeEki 2, SAY Vo RERHEBE AL D
EREOEEZMEIER DR D LD ERH LD
T, BEETSIATY, oL RER™H b
T2BAITRE AL, WURALEERITO Z L.
B, B hAARATA LA 6 (HHV-6) SO T A
WADFIEMALEED Z N2 L, BEPIEZ LR
%, FE, FFHSRERES ORI ER S D WO ITE LT
T2 ERnBbHOTEETDHZ L.

NAMBALE GHER) : AR 2SO EE B
FERERD LMD Z ENRH D DT, T B
REREZITV, BEIRD ONEHEICEES 2T
T 2572L, #MERLERITH Z L.

(TEERIEARNERE] OHEBHR)

AEM (1%~5%A) , ~F 7 1 B EER)
EMRN MR A 21T O 72 B A 04T, A
WHORENZE L WA IR 2P IEL, @Y
EEITHZ L.

SIBUMAE (1%ATH) « SIEYMEE 72 0, BYYE K& UK
YIE DI 2353 LIUMIEICE D Z E N HDH DT,
ERRAENR (REASE) R OVEHIN 70 A ek 531, CRP
R E S+ B 21TV, BEO2HIREE +5
IZBIE L, RERROONIGAIITERSGEFIEL,
WE 7R E AT D Z L.

o) MEEE (LMmERBD (1%, BERBRIE, &
RS, /MR, BmERRD (BEEARED)) -
i 7 MERID AR ATV B DT, EWIHIICES
R (RS 2179708, BEoREL+
BT L. BEOBRENE LA ICITE
HadikL, #WURREEsTo 2 L.

DIFEARIE, MARERIE (1%A0) « ZERE NS
INTWELDT, BEE o7, BUlh, ),
T OFESE, BEENTD bRHEE, 5%
HiET 57 U R AEEITH Z L.

KA, HAE (1%KWH), BMRHA (HEEAR) : #
LhFSIATY, BERD L ONIEEITE, AA
12 X DB DRI OWTHETT 5 2 &, JEk
DL WIEEITII S AR L, @R 0@ %217 5
&

QBRIREE (1%A), MH> (WEAW) : BlEx 14
ATV, RER, R, B, SilMrERe bbn
TG A IS 2T 570, WU ALEZTT D
&

10)FPR REE (HEARH) - Bl 31247, BE ok
FERE LWEA TG 2 H I L, #U)70E &7
PR

IDREBSE (BEEARP) - BEER S b s 2 end D
DT, MM, WM BE R OV R 93 IR o g 2
WCHEEL, EHRICIRERAE 21T 72 S8l %2 14
27V, BESBO N GA I E S 2T IET S
R, WYIRMEEITY Z L. Fe, HAKT, #
B ORE RSB L7258 1T T BRI DR L %
AL BEERETLH L.

12)E CAZEHL (HEEARH)  AomiBlRicks LA
DIDRER - il (FARIRESRERT, HRRE, &
M f, &Y v~=F%) B"HobhdZEnb
HOT, EMIICHRAEZAT O 72 EBEE 51TV,
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— R4 R TAFTLEL TITLEN
R4 AT 771 100 mg T E“‘/ 7 §E 250 mg

/\l'ﬂjlllhy)%h/f_
TRAVEEFTH Z L.
)ERNE (1%AR5H) : EW&ﬁ%%bﬂé LB D
DT, BEE ST, RERDH Db AEIC
WEARFNC £ D IRFEMBEO AR OV TRETT 5 2
L EROBENE LWEA IR EE P 57

L, WMURMEERITO Z L.

IOFERIR BEIE AT - BRI E N IRIET 5 Z &
ﬁ%é@f EMIN A (Rl JRIES) %217
VY, BENED bNZEAICIEY R LE AT 2
L.

15)EE MR REREE (L AH]) - EEIFHREREN
HHbhDZENHHDOT, EWHIITHEEMA %
179 72 EBIE 2 51T 0, %F%%Lwh?yx
7 F—E D L7 EE S I ERER H bbb

S E I D Y, HERMEEITO 2k
Ué%&%$%&aj@%8%)

16)REACERRARAE (B RBH) « BB RLRAE 7S & B b
LT ERHBHOT, B, A, CK (CPK) k
HFEICHEEL, ZOX 9 RERN S b bhicHa1c
52kt 5 Y, WMUARNLERITS Z L.

IRVERERTSR GBEEEAET) - ik, I IR 25 oD Rl 2
ﬁ%%%@ F72, BEE X MR FEEND Db

TG EPIEL, BIBRERLVEH OGS
@@w&kﬁ%ﬁv_t F, WKWK, PR IR
N HONIZHAIITE BICHERKT 5 L 5 Bk
Brhzpz b,

1&ﬁmmmm(Tm mAEZ) (HEERH), HEER
B EEARH) : B2 +0ity, BERbobh
T=5EIZ i&ff%;*EPJtl, WY R AE AT Z &

Q)T DHORITEM
BITEH RO b 5E
HYREZAT ) 2 L.

WZIT G A2 P IRT 57 L idEY)

i, &Gkt ol

ﬁfr sveld k- svckil S R
BeE i ﬁ%, B gz,
(38.6%) , ZIUALEE, HEEtE
Jhi B AE &% RS, K
(34.8%), fERZMERIZ, K
B, 29 JEHNEL, B35,
FEAE, RLBE | HOiE, SUE, RIS
PERRG 2%, BEAR
BIkES, MRl
ReE g, DRETHUEE
%, 7 ke
G55, HEfkR g
K, FITHEE, AL
wits, AR,
RNG R ZAE, (M
ENE, Ak, R
JERPRE, SRR
Befg g%, PR
BE, Yt R 5
fE, Bk, Wi
%, BT AL
I;%, ek TR,
LR IN/TEZ
f")*‘”#LJJﬂHE
ik 3 Hif FPER M, A
(91.0%) , BRIRE, (LR
BRI | BE, AFEEEREL
P (11.5%), | B, ~EZ e
I IR Y, AR IEREL
b (65.9%), | WA, ~~h7 U
WFPEREGR | v N, RERAR
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— R TR T AFTLEN FI 7L ENL
R4 AT 771 100 mg 7 7 B 7 §E 250 mg
S M ERECR A, MR

FRILERFCEM, Y
REREEA, 4
L ERH O, B
Bgn, U >R
BREgn, Ak
g, Ak
i H, APTT %1
i, Voo SHE

EHER | BB Pl AR, A
(81.6%), PhEVRIE, SR,
sy Gy, B
(58.1%), fiE, I, T,

A7z | B, Kb,
CPRRER | B, EAERIK
IS, R, R,

VENE
R M| BW Reg, RheE,
BR (35.6%) , KHLEHEEDORE,
ARBRAE G ARE, A
(30.3%), B, bR,
BT R 2%, 1D i

FEED F ®, JIET, &
W, RRGERL |, BARIEA, R
J#k RSy, RN
FU, IR,
Bk, SRR,
JoRREMERE, RN,
AR, T

S, MRTESERR,
FEREE, RRME=
a—aNF—, 1
BAREE, Bk
%x, THVOT

bl Ak MR | AlEeoLSx, | BERT, I8
(42.3%) , WA, 77 2 | K

&k, R, | A%, nEZ%,
L, JEE | DEBEE, F%,
R, 1 | TFE, &8, &
W, (ERE, | JW, BRAK, R
g, Jif, RPN, B
/) A%, tikhde, #E
o, W, Do
R, LR,
WA S, O
AT, o

9%, ME%E, WA
B, B, B
%, BigkE, 1M
TBRE, wEfE, i
M, SREE
SEMRRE, FEE%, B
BLsv, LU
A, ILAZ 9 ¥
JiE, JILP9JE BRI

R me Y| R, PR -
N, 5, AST (GOT)

V#=2Z— | k&, ALT (GPT)
g kS, k&, yv-GTP L

LDH L& H, ALP L5, [#
Hmryrer

5, EEEEYLE
> b5, MR

g X | by LT | BHRERE, B
TR F=UHN | REMESLE, BUN

(30.0%), fXF, BUN L&,
EAR BHREE, BEA

JiE, LR AE R
&, MR, HIH
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— R TR T AFTLEN FI 7L ENL
R4 AT 771 100 mg 7 7 B 7 §E 250 mg

BEYY, IR A LR
P, SR A ERES
[

TERAT BER, BhEE, R
BER, ARAR, 12T
v, a2 he—
AREOIME, #7
PEAR LT, AR
T, e, e
b5

BAE, e RS L, R
PSR, | AR, MUNEEE,
) MR,
i, B v~
7, BB, SR,
SHBAEE R,
BRI, AR
fii, DU AR
PR 35 IZ WK SAAEAZE, WHEA fa 7k
%, RlEER, &
%, T LILX—E
%, mI, S
i, S8, Rk,
1 RN EE AR PR,
M ENHEE, Fer
¥, EXEDOR
VEVERE IR 5, W
WL IR, MR
W FOR B B A T
JiE, HURIREERETT
HE, HRRZK,
SESAITEZ RN
fR4¢, TSHIKF,
TSH E5-, FURAR
FERE MR AT S,
FT3{KTF, Mg
IR VT
Hm

IR ThilE, ZERiiE,
MRige, ~A A—
LMRFERE AR A, IR
ez 5 FEsE, IRZ
D FESE, R
E, OREIER, A
i, 71—
PRGNS, KA
B, B AT
), W EY,
HERGE, MERRLL
i, e RN
F, R oD LK,
NRECHE, T, &
B, H, AR
5, WAOE, 8

W
a
&

#

=8 hERE, SEZ, | EER
BT, mlnik
DE, HARR

R, HS, HiW,
HZ 5 FeE, HE
Rt M RERSE | R, BERIE, K
m (60.7%), | IMBEIE, AEETHY
e DR % 1. m, mEY 7Yk
iE, ARELH Y Rififie, HDL
HIE, ma I L AT E—)L
L AT HE— XF, LDL =2 L &
JVIME,  ifi Fa—)L 5 i
FRUZY 7R TR,




TAFTTLEL 1.7 ARERMR—ER Page 18
— R4 R T AFTLEN TITLEN
R4 AT 771 100 mg 7 7 B 7 §E 250 mg

TV REN | T R R
D, R R g

i
£ DA eruy | RARE, TERE D
FRHsm iE, R, A7 | AMfiE
(50.6%) , N A, HEE

TERERACAL | %, MR, B
BE, FESES | R, BRI,
PEBRs, 1 | Wik, KA Y oA
AUV Mg, €~V
Y AMSE, K R
Uy AR | E, KLy
AfSE, K7 VT
2 VIfE, RIET-
i, AR
B, EHEALE S
FERR, TESHEALRE
%, EFHENE
Ji, RS
B, KEIRAD, R
BAWD, mAE
iR kD, i
U T AR, i
AT B
A7 v—v
Wb, M7
UL, =
VYT AT T —
BHIn, 7
Z—EHIN, R

FHN, CRP L5

) MR, MiET X7 —BEO ERENRS SN SaIT 3R
Gzl L, EER0EEZITI L.

5. EEE~DOHE
ENERABRIZB N T, mlE AR & T2 —T
=Ry TIT772b (BEFHIEZ) KU AEY %
BEAB G LoRBRIT 2, — RIS CIR AR B RE A
EFLTWAZ L, F, MWIMNERRBRIZENT, 65
LA T OB LR L, Bl IRV, B, FEiE
OEV, BRIERE, HIR, [EIXREORIIENE -
2 Ems, BWEHORTICEE L, +9RBlE%21T)
ZE.

4. 1R, ER. BABRSE~ORE

(1) KFNEZE 7 Z X A NEREIE L DFRT 5720, 4F
I STIEIR L TV D ATREME O & 2 I NI i3 5 L
RN L, [T % AR OB FEER T
IR IR VEBBEVER K O R R S 3580 5T
n5,]
AAOEWEE (~ 7 A, T v hEOTHF) T,
b MREEO 193 FICHYTIRERETT v MY
LR OAEFRIKT ARE K B OD 3O 5
NTW5b, b MNEFEED 76 IS T HIRERT
. 7y MER~OEBIIRRD e o7z Y,

QA O NG5 2 & &t Sz 5T
59558103 ehibse s 2 b, [EFEER
(v b)) T, AHHFICBITTHZ EBHE SN T
W52, ]

6. ILIE, MR, BILE~0&E

(IR X ATIER LT 2 Bl REME D & 2 4@ AT L
RNzl (KENFTSA v E—T = TALT T
-2b (EfETHEZ) ROV ASEY CEfHHT S, U
NE Y OB EBR CTRATEEIER L OWE - IeRE
FEAERBD N TNDS. )

QA O NTIL, FEHERT D2 & Rt E G
AT 285808, RALzETISE2L. ([BYWER
(Z v M) THHPTICBITT 2 Z A ESTY
5. )

5. NRE~DERE

A RER, B, AR, RGN T 2
LR R OEZIEIIMESL LT, [ AR 72
v ]

7. MRE~DRE
IRHIAEEER, BER, 2R, SRUTNECHT 2%
AVETMENL LTV, (R 2. )

6. BERS

AN OB ER GAT KT D MEEANL 2, BERGREO
BITIX, SA ZNY A L DF=Z Y Vv TSOFRIER
DOBIELED — 72 IFHRIEEAT 5 o AFNT ) T ED

8. BERS

WM R RERIZ BV TARA 1,875 mg 2 1 H 3 [E%G L
T FIZQTHEENHE SN TNDH DT, @EIZ QT 4E
EOBED S 2 HBE UL QTIEENH SN TV 5 A%
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— % e TAFTLEL FI5FLEL
R4 AT 771 100 mg 7 7 B 7 §E 250 mg
K& < MIEER AFEA RN BN BT IIAA O ﬁiﬁﬁﬁ“éz%ﬁi&;é%%&& EHT 25451, LEX
BRI TR0, RBARE R (KA ) U AUE, K~ 7 R T Al
F, EHAT T AIERE) ORBICEBRTLZ L. 5
JeRNME QT ERIJEFEREDBE L, FHEIZHRME QT
%Erﬁ%%%%%m LD HAILT WD BE~D KK D
i I ATREARIR Y BT 5 Z L 32 Lo,
7. BWHEOEE 9. WH EorE
AN AT PTP AL DKL PTP & — R %H‘W) H | ISR PTP ALE DO HANL PTP 3 — b %H‘W) HL
LCRAT2 X2 ESTD L, [PTP ¥— ORI | TIRATZ2 X5 CHEE T2 L. (PTP v — FOREAIC
XD OSSR~ A L, I iﬁ%‘L X0, OGS EERE AL, B i’;réFL;&t
R LU THERIAA SO REERAIMELZHRET S | 2 L THBIAASOEERSGIHEL RT3 H
ERREINTND, ] EnTnA. ]
8. ZTOMOEE 10. ZooBEER
AFI K 7 52 A ARBE O RERIEICB N T, | B =27V ROER DR G5EERBRICB VT, mER
Vx ) HEAT la D CHRUBMIFREBE T 26001 (RPFE M REEIRE) DRD O L OWMERH D.
B2 AV PGV AN
ek, WA CEM S N-ERRBRICB N T, Y /¥
471 (la KU 1b) @ C BUEBMEFFRBEED S B, i@
EORITA B =Ty TAT 7 KR AEY
L OUFABIE TS & 25 72 B3 (null responder) %
XRE LT, REROF 7 T 52 A e)VIERRE S 24
MPFRES Lok &, #5847 24 l#O HCV RNA
Pt b DEIE1E 36.4% 4/114]) THO, FDHHY
=) B A7 1la DEFETIZ222% 29 %)) Th-o7=72,
WA SCED

TERRAEA A

2014 4 6 AtkET (BB 11 hR)




FAF+ILENL
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Page 20

=12 FEfERMM—EX
— % e RTf B —Txay TAT 720 GBEFHLZ) JARE Y
7E4 N7 A b B R 50 pg/0.5 mL A . ,
7 100 pg/0.5 mL . [ 150 pg/0.5 mL i b bR T 200 mg
=4 MSD #Aiatt MSD #EA &4k
WAEAH R 16 4510 H 22 H PR 13411 A 21 H
AR I,
F£HA - VR 224512 A 24 H
HUHIX 55 I3 B3R
WG A RIS - R EMEOL AL O | LA ERS - R ESEOL ALY
MAdsz L A+sz L
(b2 E %4 A F—Txur FL7572b Gitfs Tl
%)
(Css0H1353N220025580 5 731~ : 19268.91) D
7 2 WEFEEE (Cys!, His’, Lys®!, His*, Lys®,
Ly583’ Lys”z, LySIZI, Tyr129’ LySBl, LySl33,
Lys™, Ser'® KON Lys'™) o 1 &nic 1 451
DARFVRY)ZF L7 Y a—L (F)
S K 12,0000 BHAR=VIEEN L
THAEBEL QW HEMY 28 (T
& : £932,000)
#31&2 : H;C-(0-CH,CH,),-OCO-Interferon alfa-2b
FIAL - o INATNRRTA v Z =Tz THAT772b 0 | 1 BT RAFYSEY > 200 mg
%) 74 pg (50 pg/0.5 mL A) . 148 pg (100
pg/0.5mL ), 222 pg (150 pg/0.5 mL )
ZhiE - 2 LIYANEV L EDOHAICLDEKONTRAD C AR | 1./ v X —Txur TILT7 720 (EiaHIRZ) .
PEIFRIZIBIT DU A VA MAEDSE Ry E—Txzuy TILT72b (BT
(DI HCV RNA B3 EE OB Z) XFA v x—Txzry =2 LOHFHICLS
Q) v & —7 = v v RF ML T o BE U WONTND C AUBPERFRIZIIT 5 v A L AT
A B —T xr BRI BMEE R TR LT B JiE D U
22U v EoBIc kD ¢ BREMATFEZICE | (1) i HCV RNA B3RO BE
B WA L A MIE D i Q) A v & —7 = RFIHARR L TR0 BE X
31 v X —7 = CRBI R IE L R LT R
2RI B =Tz TAT 72 (CBIG T
Z) EOPFRICE D ¢ BREEFEEICRSIT DY
A IV A U D
BHRE STV R | LARANZ I AN Y AT 2 2 & (TR @ | LAANE, C BB RICK L TiEA v —T =r
BEH 3 5 H Lk HEM) | TNT 726 GEBIEFH#Z) | NS —T =
DU 2AFNOFERIZES L Tix, HCV RNA 351ETH 5 2 vy 7Ty 2b GRE L Z) dA v E—7
& RO XTI TimRe. /MR L | =y X—x&  CHRYUEMEFEZA I LT
BPERF R SUIMEMEIFHE CH D 2 & 2T 2 TAvHE—Txzay LT 72b (BETHEIEZ)
Z &, 72, I HCV RNA B EED C BUEHE EOFRT D 2 & ([ERRRRE] oES) . C g
FRIZARKE AN D356, [ HCV RNA &3 T X% C BURABMERTE 2812549~ D Al 00 gl
RT-PCR 7T 10° IU/mL LA XiZ b-DNA T 1 FEIXIESTH D,
Meq/mL U ETH D L 2HERTHZ &, 2.C AMBMEIFR XL C BUIRESEIFEZICB T B U A
3AFIO A RO ENIZ I DA/ 2kl IV AMIE DB T 2 AR O PRI 7= > TE
FESL L TR0, HCV RNA 3[BT H 5 = & . R OMRRG SUIATT
e, I/ IRER SRS X 0 B PERT 2 U AE PRI
BTHDHIEaMWRTHIE, B, MmH HCV
RNA &0 EED C BUEBMEEIFRICAKZ A58
4. ML HCV RNA 73 RT-PCR 7% T 10° IU/mL LA
XIZ b-DNA T 1 Meq/mL UL ETH D Z & &l
BTHz L,
ik - A= LUANE U EDOHHICL D C BBIEFRICKIT S | 1.CBUBMEAFRIZRIT 5 U A VA MJED S FEDLE

7 A v AMIE DS EDEE
UNEU Y EHATHZ &,

BE. AT, XS F =Tz TAT T
2b (EfERHEZ) & LC1EN1LS pgke 28 1 [\
KBTS T 5,

A —Txay TAT7 720 GEETHBEZ).
RIA B —Txay TILT 720 (BTG
Z) XiFA v 2 —T7xmry R=Z LT
&,

WE . AR, TrRoME s g0 Y ey v
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— R TR RIPA B —Tzar TILT72b GBETFHHZ) JARE Y
Wk 5644 NTA b\ B REM 50 pg/0.5 mL

[l 100 pg/0.5 mL Ji. [A] 150 pg/0.5 mL

L~k —/L 7 7L 200 mg

AR O HITEE L Tk, BEOREZZE L, K
&, PIESEOWEY) eEEITH) Z &
22UV EOPFHICED C ’*”{Jﬁff PERFREZE 23
50 A VA MIEDOSEDLA
UREY U EHAT S L,
BE. AT, XS F—Tza TAT T
2b GEfs At z) & LT 18 1.0 pgke 23 1 [7]
KTI&5T 25,
AFNOEEITEE LTI, BEFEOIREL EE
&, TSSO LB EZIT) 2 &,

L.

EROEET D,
AFNOBEGICEE L TIiE, BEOREEZZE L.,
B, PIEEOME) L ERITH Z &

) UREY o hRE
BED - p P
HOWE I TioRhR | wkE | S RE
60 kg LA T 600 mg 200 mg | 400 mg
60 kg &%
80 kg BL T 800 mg 400 mg 400 mg
80 kg ZitHx % 1,000 mg 400 mg 600 mg
2.C TURMEVERFREZS 1T D U A )V A MUAE D YED
g

RTA B —Txay TILT 720 (BTG
z) LPFRT Az L,
WL, RAIE, FTrRoME - AEo Y ey v
EROLST 5,
AROEEITELTIX, BEORELZE L., W
&, PIEFEOME R UEEITY 2 &,
(B GBRAERTD~E 7 1 B BEER 14 g/dL Ll kD
B

UNEY vokha
BEOKRE = p o
A NoRGE | Wik | SRE
60 kg LT 600 mg 200 mg 400 mg
60 kg &8 %
80 kg LU 800 mg 400 mg 400 mg
80 kg B X 5 1,000 mg 400 mg 600 mg

QFGBBRTO~T 7 0 E U REN 14 g/dL KD
B
BEORE

UREY ro¥hRE

1 Ho$h4k A% 51tk
60 kg LL T 400 mg 200 mg | 200 mg
60 kg Z %
80 ke DL T 600 mg 200 mg 400 mg
80 kg ZitHx % 800 mg 400 mg 400 mg
Ak - AEICHE | 1.ARZRTO BARERS BEFAK] 0.7 mL % | 1.C EBHFRICEIT 2 VA NV AMEOSEOL A

YoM o
HE

fRLT- & & USFRIK 0.5 mL HICHRTEDRT A
Z—T7xal TNAT72b BETHELZ) 254
T %,

KHENOBEIZER L CiX, Tk 5%
FHIH U TREEE VWD,

2, BEOIK

C AUBMERFRICEIT B 7 A )V A ME DL
Bha N i3

ARE (kg) (ug) A T (mL)
35~45 60 03
46~60 80 100 pg/0.5 mL F 0.4
61~75 100 0.5
76~90 120 0.4
91~120 150 150 ug/0.5 ml. 0.5

C BURMEVERFREZS 1235 1) D 0 A VA UE Ok

b N HEET
N 1%

FHE (kg) (ug) R SA T (L)
35~45 40 0.4
46~60 50 50 ug/0.5 mL i 0.5
61~75 70 035
76~90 80 0.4
91~120 100 100 pug/0.5 ml. 0.5

208HE . AR, TREOME - HED Y S &

Bo®E5T 5, ABIOESICEL T, BEOR
REEBE L, Bk, PILEOmY) R ALE %ﬁo_

&

(A & — 7;::1/ TNT 7 2b (EETRHIEZ)
W, EE, BRI, 1B 1[E 600 75 ~1,000 75 [E
BRHLAL 238 6 [F1T0E 3 PS5,

QT A B —=Tzuary THT 720 (Eis TR
Z) A, WE. gACIE, 18 15 pgkeg 28 1 [H]
B TF#53 5,

G F—Txznry N—FF, @EEFE. KA1 H
woﬁlWﬁﬁT%%%%%b\%5&4ﬁ%§

TE A, L% 3 BIFRIRP B G- 3 R S
;

o

2. C TAE MR ZS |2 57 A I A MIE DS ED
Wa, EE. A ?l /\7/(/57 oy 7
N7 7 -2b GBIATHHLZ) 18] 1.0 ngkg %6 1 [6]

RTEEET 5,

AR OEEHEIL, BARZF (HCV RNA, ALT %)
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— W4 R RTf B —Txay TAT 720 GBEFHBZ) yoey
7E4 X7 A b M 50 pg/0.5 mL .

[/ 100 pg/0.5 mL A, [F 150 pug/0.5 mL H

L R —)L 71 7V 200 mg

CRUBMENTRICI T % 7 A )V AMAE D

Ve rofkhat
BHFOKRE 1 H p 4
| HIRER | YRR
b4
60 kg LA 600mg | 200mg | 400 mg
60 kg & 48 %

80 kg DL T 800 mg 400 mg 400 mg
80 kg A Z % 1,000 mg | 400 mg 600 mg

C AUREMERTIEZR IS 2 U A )V A MAE Dt

feasich UAREY OB R
HiID~E BED 1A
Va=3=04 RH R Rk | SR
7%;’}:'2 X ’7‘5%
60 kg LT 600 mg | 200 mg | 400 mg
14 g/dL 60 ke 72\%@7\_ 800 mg | 400 mg | 400 mg
oL 80 kg LA T
80 kg %
w27 1,000 mg | 400 mg | 600 mg
60 kg LT 400 mg | 200 mg | 200 mg
14 g/dL 60 ke éfﬁﬁz_ 600 mg | 200 mg | 400 mg
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RAETE H e 5 iffiE
I ek 1,500/mm’ 2L |
iR 70,000/mm’ DL |
NES B EVRE 12 g/dL DL E
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— R TR RIPA B —Tzar TILT72b GBETFHHZ) JARE Y
Wk 5644 X7 A 2k a B REM 50 pg/0.5 mL A .
LRk —L L
7 100 pg/0.5 mL . [ 150 pg/0.5 mL i A =REZ BT A
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B B L | uneys AR 440> Hb 1,000 mg/ A —600 mg/
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WD 14| g5 gL il ik ) LB LT OBEEN D 5 BB IR ET 5B
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~EZ R Ik DL s 4 W FHET 2 B A IIARA OREE . Hb JREN
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CLEDWA D 4 BEFHCT 285513 Y AN E Y ORE
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—MRHIA TR

RTf B —Txay TAT 720 GBEFHBZ)

Y ASEY

Wi

N7 A > b RN 50 pg/0.5 mL
7] 100 pg/0.5 mL H. [7 150 pg/0.5 mL

L R —)L 71 7V 200 mg

5, = MM O B RE RS T 5 55
Wik, [ EoER] 2sr s 28 (TEER
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*
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(WAFI I DA > & —7 = 1 o BFN 5 LIl EUE
OB LD & 2 B

Q)7 7 F AR REN R U CIsiuE o BEAE R
DD HBEE

QYNERG &R GRomE (THAER] OESH)

@ HECEMEFROBE [B BTN B
HIENDHD,]

(DTt 4EHE LT 2 FIRENED & 2 it A UL
DN (B FEER CIEFTTEMEAE R R O - B 3
WAERPHRE SN TND,

QOAFN O IO X 7 vy R T7Fha s (7
yav)v, Hrorabi, EXTEUE) 1T
UIiBBUE OB D & 5 BE

B)z > b — L OREE R DEE (DIEZE, AA,
RENRSE) O 5EE [BSRRETLEENE
kT2 n8H5,]

@RFE~ETa v gE (T ' T, SRRIRMERN:
HiE) OBF [RhNFREKTRE~EmE s
ENET L2283 H 5, ]

GCYBUEBAEXIZZ VT F =07 UT T AN 50
mL/%y LA T OB FEREREE D & 5 B [ARH| o i
WENEF L, BERREWERANELCLZZ 0D
5,1 ([FEp@he] oEHM)

OEED S 2%, BRSE LB REREOEE D
FARIRIEIZ & 2 BE XTI Z OO & 5 BE
(9 DR BEAL S UITFRT A L BH D, ]

(NEEZIFEEREERE FTHENMETL TS
FREMERH D, ERARBEMERANECDZ LN H
5.

®) B R o BE [A BRI BT
BIERDD,]

A EoREE

LEERE ROBEICIHEERCRETSZ L)

(B GBRIERTD~E 7 1 B U PBEEN 14 g/dL A,
I ER 3% 2,000/mm® R 5§ B D W I I /N BB
120,000/mm® i O B K O otk (s ET 5
BENEL R DBHARD BN TN D, ]

Q) AR RSP RR I T S 3F OBERE D b 5 B [
X - RSP IR S AL UL IR T2 2 & 3
5.1

Q) E O AIMERAD i HPEREA ST s MR D
b5 EE [AMERED, eI ST M
HRFICEAT D 2 ERH 0 RYWE X M
A% Ld 0, ]

@IERIUIZ OMREIEOH 5 B [INRBNE
THZERNHD,]

GC)VEEZIFEEOH 2 BH FEENE(LT 2
nads,]

OB REIZ I LT F =2 UT T AN 50
mL/%3 LA T O RERE T O & 2 BE [RAIO if.
BENERTLZE08305, ]

NHCRIERBROBREITOHEROH 5 BH K
BB UL T2 2 3B D, ]

(B) A IR I RE S T 2 DB D & 5 s [Tk
HRESRE W N YL T 2 2 L 3D D, ]

)7 LAX—EEDH 5 BE

(0)E M EAE DB M EEENEZ 28F A0 H
%]

(VD PRIE X %2 DBEERE . FIRBED & 5 BE | b
REREEOH 2 B DHERFE B UITIET 538
TN H 5, ]

(12)FiE [[EE~0#&b) OHEEM]
(IB)EBRIEOH HHBE (oA v F—7 = m L HHE|
T, ERPE(T S 2 ERRESL TV, ]
(1) RVEVENGJ OBEERE D & 5 B [RVEEAliJ 234

LEERES ROBHEICIIEEICRETEZL)

(DLATFICEZEY T2 88 R ET 2HERE < 72
HIEMAMPBFED 5N TS, ]

Ao H—Txay THLT772b GEIGTHEILZ)
BEA I B G BAARTO~E 7 1 BV IREN 14 g/dL
AR, HFREREDS 2,500/mm® R, B B W Eifns)s
ik 120,000/mm’ A5 D FBFE K Otk

NRIL =T zuy THAT 720 GEETHMR
Z) P B BMARTONE 7 0 B RN 14
g/dL R, A HRERELAS 2,000/mm’ K, DV
1ML 120,000/mm?® Al 0 B M OV

A H—Tznary =2 ERERT O~
T/ 0 RN 14 g/dL K H D WOIT P EREK
23 2,000/mm?® i D FBAH
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QYR BUTZ OBERIED 3 % B G R E O
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@7 LR —HKHDH D EHE

(3)E B o [ MERIEAD i M 0 & 5 BE (A
BRI L MRS 2SS LD 2 L3
0| FEYRE S AR ) A sk LedTu, ]

(6) X « st e R [ 52 S 1% Z DREFEIE D & 5 B [
X« SRR IR N EBAL IR T 5 Z L 3D
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BN SUIBE L T2 2 BB D, ]

VMR IXHEEOBHREREE D H 5 BE [KHO
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Q) MLESED B [ 28 eI & fEE 23 4L T
T2 DFERD D, ]
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— R TR RIPA B —Tzar TILT72b GBETFHHZ) JARE Y
Wk 5644 NTA b\ B REM 50 pg/0.5 mL

[/ 100 pg/0.5 mL A, [F 150 pug/0.5 mL H

L~k —/L 7 7L 200 mg

EXITHRET 22 &b D (TEERIEANER],
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QAFNDOEEIL, YAREY v EDFRDT-H, U
Y VORMICEICERHE SN T DS 5
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FORRBEIIAAENE LD, e BT 554
b DD T, BEZELe KRS, FBEUTK
LTHOLNUDTEET S &,
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ISR EIT Y Z EMEE LU,

O)DFEV, AL, HIR, WHEHREAT L0 HD
DT, ARG oBEFICIE, BEBEOSER, %
mmﬁw RO EESHERNEHITEETH
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WW I [R]85 D PR SRS A IR Ly

FAGRD L ATBEAITIE, HROTER X #RaE
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82, Wi X MEOREEZITI 28, +4
THZ L,

A >, HEREHBH SN Z N5, £,
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gz, SRR BB RN, GHNEMEER S S D
NEBEAICEHGEE2RIET 57 L #LikEO T

2EERERNER
(OWARFI OB HIZ. A v —T7=vy TIT77-2b0GE
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fwégﬁ\ﬁa DA%, [HERL, =R
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(2)C AUEMEAT 2 3% C RUARMEMEATREZE (563 2 A
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KT 6 » AMIKMEE CE 2RHTIEERH WD L
L CHRZRET D Z b, £, B5EATOEIRMR
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— R TR RIPA B —Tzar TILT72b GBETFHHZ) JARE Y
7E4 X7 A b M 50 pg/0.5 mL .

[/ 100 pg/0.5 mL A, [F 150 pug/0.5 mL H

L~k —/L 7 7L 200 mg

BICOVWCTHBICRA T2 2L, $72, ZhH0
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W5 Z EAEE LU,
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B, WEHEE 1EMIZ 2~3 B2 1 [,

DI 5BATE 4 B E i, Zo%i4 R

Rl 1 EIFEEESEIT 2 2 &,
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T2 B 1 EET S L,
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FTRREMER D D Z L h, BEIH LA I B
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&
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3FE/EM 3EER
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— X4 B R F—Tznury TT72b (BEFHBEZ) yney
Wi N7 A > b RN 50 pg/0.5 mL S ;
[ 100 pg/0.5 mL . [l 150 pg/0.5 mL Fi A DA 7 AL
CRIVY flio A2 —7 | {ERBF RN M kiR A % | FE%ESR IMPDH)
zo BELED | THDHB, b 1To7E, BE | #HET L L
OFACEBEFERE | (2B BRI ORFEE o3I | Ik b, fRHE
MHMER A HsR | EREZAET 57 BlETH L, MDA FNTFF
Sh, AMEKRE | KEZEZHNT KFIOWR. & | A —U
DEDO MR | WD, DWW TiE, | B2 (meTIMP) 728
NHETLHZ L (k- Amic | 7252
B b, MES s E | bh5,
Se DR oA s —7 | BHFICXT 2 DIEE) OHE%
xa L BIEIL O | RSS2 BWTHZ L,
PFHTBMES | ShdltBEZL Flo. A F—Tx=ry TAT72b (BETFHEMZ) T
(% - BRI | h T\, R B —Tzuy TLT772b CRIETFHELZ) L OB
&) 2B L% FARRIZIE, ERRLSMC/NERRY, 747 0 Vv, T FEY
B E O %) VLONTF Y DRIV LT EIR FRA bR
EngELZ & A MNVT 7 EOHEERPNHRE SN TWD e, EET D
B b, e,
A Z—Txznry R=F LOFEARIIE, ERRLISMT/NE
WG, 774V, UV T 7 ) L OMEERRRE S
TWdle, HETLHZ L,
4.5IER 4.5I{EM

C BUBMETFR 2 x5 & L-ENBERRBRICE T DY
NEY rEDOHAICBW T, MRl O 4 L e
o7z 332 FIEBNZEITERSFRO bz, EREITER
I, FEEN (95.5%) ., BRI (93.4%). HEJE (88.6%)
BTh Y | ERRAEMORE L, U SR
(96.7%) . HIMERELD (95.8%)  4F HEREE
(87.3%), ~TEZ b UL (85.5%) ., FRMLEREE
B (198%) 5Tl o1, (GhREBEINKZRE)

C BUMREPERFIZ 2 505 & LT BN ERR BRI B
HUNREY v EDOHRICBWT, RIS H—T =
vy 7T 72b Gl z) 1.0 pgke THE
MEtEE 7= 102 BlEBICRITERZARO bz, £
REIEAIX, 2B (93.1%) . BEUK (88.2%). HHIH
(80.4%) ETHY | HIRREMOREIL, HilLEkE
B (91.2%), ~EZ e UEd (89.2%), U ios
BRI (87.3%) . #FHPEREIEA (85.3%) . ARiLER
b (84.3%), ~~ F27 U v M (80.4%) . 1L
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B BN EIVER AR bz, E2RRIER L
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— % e Ryfvr—Txrr TILT72b CEBIEFHEBZ) JARE Y
R5e4 N7 A v b m B FEA 50 pg/0.5 mL AL

[/ 100 pg/0.5 mL A, [F 150 pug/0.5 mL H

L~k —/L 7 7L 200 mg
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NEERIFBEREE (0.1~1%3FK5)  EHICITH
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— R TR RIPA B —Tzar TILT72b GBETFHHZ) JARE Y
7E4 X7 A b M 50 pg/0.5 mL .

[/ 100 pg/0.5 mL A, [F 150 pug/0.5 mL H

L~k —/L 7 7L 200 mg

ENH LGRS EZEBICHIET S Z
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LDOT, BEE 5TV, BRENRRD b
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WOFRO LN AIITE S AR L, @R
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18)BMIE (0.1%A) : SR L 72 0 | BRYWE K
OIRYLE OIEAFHRE LIINIEICE D Z & 835D
DT, BEOEHRELTSICBEL, BRENR
D HNTGEAIT G ZFIE L, WY RAE 1T
52,

19MBUE (1~5%R5) : MEENH S b b 2 &8
HDHOT, MR, #otE B EE R OV bR 7 M e
OEICEZ L, EWICIRERE LTS /2 L8
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KT, 155 B ORFSDSF80 DT A IER
MZEMOZEE2Z DL )BELFET L Z
&,

20)E CAEBRE (FEFRH)  AoaEdigic ks e
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MR, FERPE M NSO PESRBES R (ITP) . 18
BERIGS. BEEIY v~ WEE. 25U T
< h—F A, M&ES. 74— b /- JRERE,
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IIZATV, B AR LN AT S 2 Rk
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LRHBOT, EMMICmERE (R, R
MBS, KA MRS K OBHEERELZT S 72
EBEE T3ITAT V., BENRD b HE 2T
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P BEBCRIMIE . B RERE IR A I S 0D BB 7 B2 1§
EENH DD ZENHLHDT, BEE 5T
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IR L, @URAEETTO Z L,

IVREARARE (BEEEREA) : BB BUARAE 7S & 5 o
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1) R I R
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— R TR RIPA B —Tzar TILT72b GBETFHHZ) JARE Y
7E4 X7 A b M 50 pg/0.5 mL .

[/ 100 pg/0.5 mL A, [F 150 pug/0.5 mL H

L~k —/L 7 7L 200 mg
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1 1 Bk Fos
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— R TR RIPA B —Tzar TILT72b GBETFHHZ) JARE Y
Wi N7 A > b RN 50 pg/0.5 mL S e
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t7A RME, | BOG.RETRE | EE R NG 1
ERERILAE, B | FEAE, PHZE, | BE Pk RN | iR
fRg s () | SRNER. HAE. | EE W AREzM, .
AR D | RTERE AR | ], 8 ZERLNE | HR AL
PN A=E N if—n AT | KL R B, &
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E2) R, M7 7 —Cilo ERERRD bR BEIC
E G A IR L, WERLEETS &,

7 3) U, BIE TS EMES 2L 03b 0T, 20k
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PREE L5 MG | A g T X7
TNy LK | —8 RS e
TLMmiEmEREY | LA
VKR . CRP
F5
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1 REAXE ()
2014 4 X ATERL (BB 1K)

B - EIRRAT
EEICER

fIr o ik
B AIBR:

BIE. RAEAEER
TE-EMEFOLSE
Az YERTSIE

HAERYERG i ) R

87625

EE T

IRFERR AR

YA IILRE| / HCVNS3/4A 7OTF7—EREF

AUNT D771 100mg

Sunvepra® Capsules
(FRFTLELATEIL)

[E&]

AENEZ, U A VAR B OIRRIC A2 7o ik - BB A Fr>
ERiD G & T, AFIOEE I EY) & pE S D BREICH LT
DHBEHTDHZ L,

[ ROBFICEFBRELENIE)]

(WARFN OS5 LIRE OBEFERE D & 5 A

Q@ EELL E (Child-Pugh 5358 B Xi% C) DOJFHREREE U
MBI R BDH 2B [(AAIOMPRER ERT5,]
(TEEte) DOHEHSMH)

QKD A ZERAT OBEE . 7 — VRFIEEH (0 X
HEHAFDN, 79V 2a~qvry, ) ALy, DLF
TEL, NININVEEE, 2Ry VEEHET LR
#. HIV a7 7 —EBHEA, Vorrvvy, V777
Fo, Tz by, IARTEEYY, T /)L X —
. TRV AL vegRE BT =V, EXT LA
v R RWIREERIER (Ve e ) UHERmE AR, R
v H KR, BEA 3 U4 N¥Y YT (St John’s Wort,
R Va—rX U= BAERM, VIZOAKRY
TLHA =R, FanT=r (FEER]OESBMR)

(AR - $£4K]

1. #ARL

A RXTZHTEAL100mg XN AT EAVRT A FT L E
N 100 mg 2 EH/T 5,

¥, WAL LT, BB N VR R 0T
UMK 7 ) e/ 7D R, RY Y —] 80
KO TF e Faxs vy, Fi-, I 7vAUKKE
WZPIFFr, Ny a T U UHREET L a— ViR,
W7V ROB(ETF 2 285087 5,

2. SEIOHEIK

- A . .| E | Rk
1] A
sl S W R | AR s | oy
Ay Ao~ £t
TTh | WA | B =~ 149mm | 781 | BMS
T | @7 | i || g | mg | 71
100mg v 9.3 mm

[hRE 30 E])
tus/n—71 (V= /247 1) O CREMIFR UL C
FRAEMERFEZE (2B 1 BIRDWTRIND &7 A IV A HIUSE Dk
)

() A2 =7 xnrEERRFIEICRERORIBED D
UWNERITHE D B
Q) A ¥ —7xnr 2ETIRMIETIER) & 7o 7o B3

<PIREX [IZNRIZEET SEALOTE>

(OAFIOFEHICE L TiZ, HCV RNA BSBIETHD Z & %
BT A &, Fo, MBREBUIFTRE, MR
2L, FEAREMATIZE TRV L AR T 2 &,

(2) U A VAR B DOIEFIC 53 20505k - 1R5R % FF o= Al
DERBEDONE A L= LT, #5000 & 44+
52k, (IZDfMoER]., THRBRE OBEBR) 723,
AV HE—=TzarEEURIERIEDO Y b tho 7T 7 —
PRREANC X 2 BERBREE T 2 5B IT 0, 2
B OBEITH L, RNGROREE, AiaHRICxT 25
BOGHE, THHEEBROFR, BEORRFEEEEET D2
L,

(AERUVAE]

W, RACE T AF7LeAr e LC1E100mg 2 1 H 2
B OG5,

AL E 7 7 2 2 E VR L O L. B 5011 24 3@
L R

<RERUVHARICEEY SEALOZE>

(B 5-BAAREIT, RAIROF 7 T 4 2 E VIR % [F
WZfH L, B BRGH%ITHEOLE KOG O il %
L2z &, 72720, BIER OFBUT & v &5 0tk
DREERG AL, ABLOE 7 T 5 A VIR %
[R5 2 & BEBHROREICONTE, Y
A ERRXT 4y NEBRBLTHEICHB L, &5%
T 25815, ABIKR S 7 F 2 2 e N % [F
RRICHBRT 2 2 &,

QAFIE G H1X, M HCV RNA B2 HIETH 2L, ¥
ANAZET VA 7 A— (FEH2iiid HCV RNA
EDNRAKMED S 1 logi Z88 X THEIN) AFBL L7235
X, KFIKROZ 7 T 52 2 et ofkbd ik %2 % 5E
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)
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ET7F)
HNNRZEE L (F
T h—)

T )N EH —
U (7= ) "—)L)

EhaE

BRERAEIR - FHESS
&

HE - EREF

FEYRE Y Y
b (Fh Fuay)

TV = VR EA
(% 1 U A
rhary—n (E

KA O i
B ERT B, (T
e o H S

b DK D
W SRR
@ CYP3A D

ELT 4=V (ET 4
FH =)L)

R LAY RRWY
R G REE L EA (U v
v vy R A bR
<)
TT7FELUY (R
k27 UY)
ThTEYY ([
FTLR)
FEFEY (BT
=)

R & kF (-
Z7U7)

A3 UA XY Y
7 (St. John’s Wort,
T heYa—r K
U—b) BEREM

K F o 1
PMETF L, {R52)
REBWBHSED
BEA®H D,

(T ThHE ) D
HEZH)

INHoOEKD
B 7 kPR
D CYP3A #HiE
TERIC X0 AHI
DA H BT &
ns,

v BRARY (v
TA4I2V)

A H D JF figk ~ D
B Y 5A 7 A3 D
L. AREIDIHFR)
REBWBHSED

vrmaARY
I%. OATP1B1 %
FHET 2,

AR TR) ) TEFIC &0 . AFHl
A T aty — V| g B U 7| o R0 B S

£ FY V=) HEFENEIB D,
TaFy— (YL, £ EET

TN ) DEBENDD D,
RATZ L aF ) —

v (Frv7)

Ry ary—i (7

VOZEAD)

SaFV— (7nr

V—F)
77 ) Aav A

(77 VU R)
Tz 2uvwAfTr(x
Jyzmiy)
DIFTE L (R
=)
NS VIR (U
T
AV RE y RS
BT HHAI(A2 ) E
L R)
HIV o5 7 —PH|A#F O M EE| Zn S o IEH D
EH N EFHT 2, Il CYP3A KOV
U hFENL (/—bE [ IZB# L7z A %|OATP 1B1., 2Bl

7)

T & eV ER
W (AT E )
A VT BV EE
WX —
B (7 V%)
PFF AT

THENBINL,
HEE/T DB
TNRH 5,

DR EEMIC X
b AFIOH R
HESD,

BENLD D,
TLHA=ZRFUR| I OEFO|ARHF O CYP2D6
a—)1) o H R A S BEERIC LD
TanTx o (Fa| L, REIRPEZ | 2 b o3EA] i
/) LBENRDH D, | W OB K »

CYP2D6 D HE)
OACH SR E &
ns,

QHFEE (BRISEET R L)

B3R

BRRAEIR - HHEH &

W - BIRETF

FTEXA v X v
7 7 v RALKFERE
e

FXA I RA LT
7 2 OIFREN E
H9 2, (FEWEE)

A Hl D CYP2D6
DOMEEHIC X
D, TFA e A




FAF+ILENL 1.8.1 H/IXE (F) Page 4
ERIE% GREER - BEAE | BF - BIREF 7E2)  HEHE(H L IR2.5(E
DIEER) FL 7 7 DR _
A ETHA LT A | BBRESAD, T DHOEIER
b7 7 AT WO L5 REWER D & b b - 5EIiE, JERITES
L5EITIE, BEO U Tl bl 2475 Z &,
$HE & 4y 12 LR B o .
L, BECSCTF s SwELE SR
ﬂ?%}ﬂ% rLT 7 5 B, E OFEIE. BiE
v OWRE BT S BRg %
\ == s AF BE BR BN E | MR IE, B
EE TaAX DM | AFID P-gp DR & (8.3%)
ﬁ;iizgw%@%%ﬁﬁﬂﬁng SHER | £H (118% B, %5, e
& | HZ = v DN ” — -
@ | (12.9% N
VAR UERHFHT| AT XA T Y iiz; | i (12.9%) I
DAL, P IX| T 4 BRIV = S = AR BT
o o P % | 1 i 25 L THI(6.7%) /mL‘\‘ﬁmﬁ\zL\ H;%-:;rs
< Om w r&m R, LI
=xVL L, B5|sn5, Hibs .
BERETLZL u[u:uui
AT SOV T LOMTR\A A O 8 ALT (GPT) | itk € U 0 & B,
EMMET T 50T, |CYP3A4 OFE(E 0 i
o N < s (17.6%) . y-GTP #40, if.H ALP
HETHZ &, (FEHICkY, I&Y B B AST (GOT) | s
WEE OEBI) |7 0 R 5 i (14.19%)
D, FER - ey
HMG-CoA & Th%| = 11 & %A o it | AHA1Z, OATPIBI kﬁ’fﬂ*ﬁ ?ﬁkkr R
HIREH WA LR T 0| RO IB3 24 L ns R TR
DANZRZF L | T, HETDHI L. |22 b DAl = — =
7 sz T | (OB 0S| o B~ B Y HRE | MRERE (1% | OEERRE
TARAEF | ) AHEMET B, Z0k Y3 2R,
CUNRBF Y VT
CHRABT BRI, ARR T 7 5 5 A €S % Bl L7z
7"5/{1?9‘_:/ lillj‘lﬁrﬁﬁ?ﬁiﬁﬁ@ﬁk%ﬁi:%ﬂ%%ﬂj bff_o
TFoNTART|ZF TR NT Y| ARF O
SH AR | TR e | cymaomig | | 4 ER. Bl BARE~ORS )
TF = LT R | =2 [//1/ );Haccty)‘:na;: (1)2K§|Jliﬁ775%5/Viﬁﬁﬁi‘5&fﬁfﬁﬁ‘étﬁ) ﬁ}ﬁ?ﬁx
SUF ) V| FRF A=k (@A | LR T U IRAEAR LT 5 FTREMED & B B AT I 5 L 72\ 2
FARAF A — b (H | RA&R) OIEEREH | — oMz Lo [F7 T % AV OB SR T - IR
WAREGR) % W] ol R E MK i’t_ﬁéﬂéo FEVER B OME AT TEPEAE R DR LTV D, ]
Foapennsy /T AT A AAOHNER (A, Ty NROTHF) T,
%, (IFEmERe) o | ~ & OMHEIEH

HE)

R

DRIFIFYT
b5,

3. BlfeR

KRR ORE 7 55 2 e Vet % 0F i w:uvﬂﬁé.;bk‘iiﬁ
BRI T, 255 Bl 158 1] (62.0%) (ZEITEFR 2R
iz, ERBIEMIZ. ALT (GPT) #4900 45 4] (17.6%) .

AST (GOT) #5/n 36 %1 (14.1%)
L 30 451 (11.8%)
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(KGFRIEE)
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TERE, UFDERY THD,
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L CHERIAR EDEER R GIHEL IR T 5 2 & RlE R2: TRFILELEREROKS LEZLED
EnTn3,] EMENRE/NS A —4
+ zomozs s e Lo Leanen,
AR JZOF 7 Z 5 2 e AEIREOFRFIEICB VT, ¥
= ) B A F1aD IR SRS B A S0 IR T e | o | e | @ | e | W |
[PRQAYAIAN AUC(TAU) | 450.1 804.1 | 569.3 | 1357.0 | 1028.4 | 2229.6
7ok, W CIHE S BRI W T, Ve s XA (ng-h/mL)* 24) 34 (©0) (2) @n 4
71 Gakow) ocuibias a5, xo<r | [ E TR TR
AV E—Txzay TLT7EKRY ALY L O Tmax 250 2.50 275 225 3.00 2.50
VG & 72 o T- B (null responder) XML LT, (h)** (2.5,3.0)[(2.0, 4.0)[ (2.0, 4.0)[ (1.5, 3.0)[ 2.5, 4.0)| (1.5, 3.0)
KFANTG K 7 5 2 2 KRR 2 248 B 0F 43 5 L 7= TN CEEMRED . e PR OR/ME, Bk i)
L& LT 2438 %% OHCV RNARRPEL DO EIA1336.4%
@B THY . ZO3HYx ) 44 T 1aDBE T ORFORE KNEAOT—5) ¥
222% (294) T 79, HERERR A 2R RICT 2T 7 L e Okl 7100
mg% mfENI & (951 keal, fRNIS4.7 @ BEIZICES
[FEERE] L7z b & ZEfIMHT B G L7 341 b~ R s 8
1. MFRERVENER/SA—4 LR LEN . TRAFFLELDAL T A FED T
HEE#RE (ARADOF—F) ¥ LICE 2 BERICE R EBIT <, AUCKT
EFERR AN B PEIC, RIS 27 L EVIREITR CmaxiZZNFN20% L N34% LH Li-, 7 A7 1L e
200, 400, 600, 900} *1200 mg™ % Hi[AlFE 15 L LD TmaxiE ZE I 5-CIE#I2.5W5 ] T o 7= DIT Kt
7o & X OFEMBRE T A —F % TRITRT, L. BFEEREES CIINLSEFTH -7,

@ADL FTT_A ST 4 GHEADF—5) °
FEF (200 mgB B 5) (2RI HHA 7L (200 mg
ZEMGRE ) DAL AT XY TV T ¢ ZFHE LT,

R1:FAFTILELZHEERAKZELIZEED
EMFRE/NS A —4
B/ 200 mg [ 400 mg | 600 mg | 900 mg | 1200 mg

o x—xn | 6Bl | ©Bh | 6B | 6B | 6B AUCK O'Cmax DA FHIELL (I 7N/ FER]) 1%
Cmax 68.3 811.5 4483 703.6 721.7 TNEN2.22TH V4087 T, AT RAD/ISAFT A
(ng/mL)* (81) @7 as3) | ao | 47 ST g T

AUC(INF) | 570.6 | 24923 | 1870.7 | 2793.5 | 2726.0
(ng:h/mL)* | (67) (43) (102) (89) (137) 2 H%5 GEADF—%) 7

CLT/F 350.5 160.5 3207 | 3222 | 4402 o
(L/hy* (67) (78) (58) (90) (147) CRUBMFRBEICBIT 27 AT 7 L O MR A
alf;ljf (4‘;0600) (330-5:)0) (245-0;)0) (3‘80600) (125-7450) ARITI%L ET, W L7 HEFIE (200 mg~600 mg
T-HALF 1964 | 1543 | 1713 | 2116 | 1568 w?l H2ED) THREIBAF LR T, L& INMe|
(h) *** 8.0 | 219 | 3.000 | A1.57) | (1.75) T A7 L EV100 pgE ERAREE G L & & ok
o BEME (RERED v hRE R ME, BoORAE) | eV A (Vss) OHEEMITI94LThHh -7,

ok SEHfE (YRR )

CLT/F: &2 V77 A 3. ﬁa . ﬁiiﬂ' (in VltroZ'LU?HELO)v"-&) 8)9)

FERRRBRIZB N T, 7 AT 7 L E/MEEICCYP3AZ ST
LCRER#E S D 2 & £70ATPIB1I KX URBIDILE
ThDHEPRINT,

TR NI [MCHE T A F 7 L eV 2 HER O &5 L
ol & RHEHREDRA% N EAE I S (FITREH
Wy, REIK : 7.5%) . 1%REPIRPICEIR Sz (E
WAREM) , MIETICIEER L TV A ETRED 5 B, KEB
IMREEE LTHREL, R@ITbTnThoT,

QREHRE (AR ADFT—Z) ¥
TR A B, EIERFICT AT L EALOE S
L 200, 400K %600 mg™% 1 B 2014 A R ER A
BEHELELE, B#EGSHAETICEFIREIZE LT,
AUC (TAU) O RFER¥KI31.79~2.38ThH o7z,

®: 7R+ TLELREZORE14BBIZHETS

EhERF
RTRIRS oo Fro, WTRONRB b T AT T L EARER %O
= —m—400mg ZEAGAR K ORI D el EE B D 10% A T > 72,
~ Ny —e—200mg
2 s 4 FRENESEE GEAOT—8) ©
r e S HCVITIEG: LT O BFBEAE 3 1E & 70 B K OV A
& e — REEEHRE 2GR L LT, TAT S LELOBED 7k
; b 200 mgz 1 H2[E7 A EHRG LD T 277
0 6 12 18 24

L B OFEW)BHE 2 B L 7, #EEE (Child-Pugh/y#E A)

DOIFHEEEREERRE TIET AT 7 L EAOEYEREIC
RAETHBILN S Inote, T AT T L ELOERFIRIEIC
1} 2 AUCK OCmaxid, FFHEREDNIE # 22 gkBR#E 12~
T (Child-Pugh% ¥ B) OFHEEREWERE T

TEEH (h)
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FNENISME KX OS5.00%, HEE (Child-Pughs¥EH C) DOfIF
R E B CIE T B N32.1M5 K U295 LL

AL,

5. BHEEEEE GEAOT—42) "
HCVIZREGE L TV 7 W BERE AY IE T 7o BB K OV )
H A4 (ESRD) TIREHHFOMREICT AT LY
VORI 7100 mgZ 1 H2[E7H K ER G- Lie, 7
R ;T L e DO AUCIE B HERE 3 5 22 R (Tl < T
ESRD#8RE D J5310.1 %{K < Cmaxi$28.6 %@ 2> > 7=,

6. CHENMITABE (AFADT—F, ¥U52RENLE

BiE L OGtRRSE)

CHRUBIMEAFRBEICT AT 7L EALOEAS 7 &L (100
mgZ1H2[A) KOF 7 T4 AL/ (60 mgal1HI1RA]) %
24T E LTz, 7 AT 7L EMEFREHER)NC
WL S, #5140 H O Tmax($1.99FF ], Cmax(1647.2
ng/mL, AUCI2155 ngsh/mLCTdh 7=,

7. HE/ER

(1) in vitro RERRHR

TAFTS

TAFTLENLD
SWEHE T A — 2 LL

G I R e/ IO
5& % e
& = &EJ‘%M (‘)Oﬂ){uﬁgﬁﬂ)
AUC Cmax

DRV 200 mg
m H[a] 20 14.81 ﬂ;
600 mg HilEl#: | (%€ (11.22,19.53) (31 o)
'j- I)° )
077 EY | 600 mg - 0.79 0.95
600 mg QD BID (0.56, 1.09) (0.60, 1.50)
QD: 1A 1S, BID: 1 A 2EES
a: 7N
b : £ 5# 600 mg (A E
¢ : HEA
d : TR

(TR ZVELAPBFREOERDENBICRITTHE)

TAFTLENLT CYP3A ODEETHDHZ b,
CYP3A O HFREEE SOIIROFHEAZ O &G L7256
TAFTTUVENADMAFREMET L, £72. CYP3A
OHFFEEE IRV EA 2B G L2 GEI1iE 7 AT
T L EAD M PRRENEMT SRR D D, T AT
ZTLEuE, P-gp DB TH D, OATPIB1 K TF 2B1
X7 AF T L ELDIFIEA~DER Y AR ST 5 =
DD, OATP OV HERZ &G Licsa. 7
AF TV ENL DA~ DI Y AL OB - T il
PRESHEINL, £, FEMERER Cd 2 IHFIC R
T AIEFR DR T T 5 ATREMER H 5,

7 ZF 7L e CYP2D6 O HHELE DFREEM (ICs
fill : 5.7 uM) . OATPIB1, 1B3 }Tr2B1 (ICsfii : 0.3
~3.0 uM) I P-gp (ICs i = 50.6 uM) DFFFA
EEH L CYP3A OB WHEER 26T 5, 7T A
7L E/UE, CYPIA2, 2C9 K OF 2C19 ZBAE Ligh
o7 (ICsfii : > 40 M), 7 AF 7 L E/LIE, OATI,
OAT3 }. ¥ OCT1 OFWLEREAZHE TS (Cs i :
11.8~77.6 uM) ,

QEKRZERAE MEADT—45)

(BFRENT 2T 7V ELOERBIRIC RIS THE)

T AT L EALD
7 AF T HPERE T A —H L
fEMEED Lo | B BRI IR
JL = P s — -
B f g | X (90%{Z LX)
AUC Cmax
= -
27772 EM L 200 mg 2 0.87 0.58
30 mg QD BID® 0.73, 1.04)° (0.45,0.76)°
- —
i % 7777 | 100mg 6 0.92 0.87
10 mg QD BID (0.76, 1.12) (0.65, 1.18)
mg
ZEETT 200 mg i 9.65 6.92
200 mg BID BID® (8.64, 10.77) (5.92, 8.09)
A b7 U™ 100 mg 18 0.88 0.94
50 mg QD BID (0.70, 1.11) (0.70, 1.28)
U ke 10 mg 281 2
100 HE | HBERE | 6 : :
p me e (.01, 5.77) (2.83,9.61)

LiRiE 52
HWBIHE<F A — 2 L
- FAFS HIE 7
PR Leno | bk DA/ FEDFFIE
iSRS Py 4 (90%(5 X [#])
AUC Cmax
— = -
577775 00me | o 1.20 1.07
a b b
30 mg QD BID (1.11, 1.30) (0.97, 1.18)
SATIRTT AN 00 mg 6 0.95 0.97
10 mg QD BID (0.91, 0.98) (0.92, 1.02)
- =5 ) L
AA7 77 200 me s 0.80¢ 0.96
BID® 0.69, 0.94 0.79, 1.16
40 mg $IEI%5 ( ) ( )
N7 xA® 200 mg 0.96 0.95
200 mg A5 BID® 19 (0.89, 1.04) (0.91, 1.00)
T—F =)L T—F =)L
[ qmbiiTas AT VA | A RTUL
TF =T ART —/v i
A —n 600 mg 0.72 0.75
0.035 mg QD BID® 17 (0.67,0.78) (0.67, 0.85)
J IV AT A— | J VTV J VT VA
0.180/0.215/0.250 ZbmrIy | AbRIV
mg QD 0.66 0.71
(0.62, 0.70) (0.65,0.77)
T ) el I
TF=p TR T 36 ALTTA | ANTUX
T A= 0.030 ;gz g;g
mg QD : :
ne - | 100 mg (0.83, 0.89) (0.86, 0.99)
BEfE /v =F 2T | o
o 1.5mgQD J VT A J VT A
o R 37 Val=Ivd V= Ve
B 58 AL 1.02 0.93
60 mg QD (0.94, 1.11) (0.85, 1.01)
BEE 200mg | o 1.30 1.09
0.5 mg Hi[A[# 5 BID® (1.21, 1.40) 0.97,1.22)
BEEDZL
025 mg WS |00 10 6 129 1.77
. BID 1.20,1.39 1.50,2.07
255 8RN ( )|« )
60 mg QD -
NS 1)
LT YV 100 mg 18 0.79 0.81
50 mg QD BID (0.67, 0.94) (0.67, 0.97)
THARBA ML
S 200 mg 17 3.94¢ 2.72
BID® 3.09, 5.03 2.10,3.53
30 mg HE# 5 ( ) ( )
600 mg 0.56 0.66
RE I BID* 18 (0.50, 0.64) (0.57,0.77)
Sme RIS 2(};(;513;; 19 © 6%73 75) © 72'73 87)
AR 100 mg s 0.94 1.00
40-120mg QD BID (0.84,1.05) | (0.89, 1.12)
v ~_ 18)
mya s 200 mg 18 0.89 1.63
25mg HEHE S BID (0.81, 0.98) (1.35,1.97)
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g E 32 A HF—T

. I SE ST A — 2 5t CagnEE | i ot
pegED Ao | Bk DF I/ JEOF R (R ORE | SRR

Bl it PR (90%{= X ) /AT K

AUC Con (57/62) @) (80/39)
S : R P
2 T 200 me - 1.41 1.95 NS5A WHEE 4t

N BID® (126,1.57) | (1.47,2.58) (BL53-fir)

10 mg HiE[# YO3H 72 L 95.3% 85.7% 91.3%
QD :1 0 I [M#4. BID: 1 H2mES & (102/107) (66/77) (168/184)
a: @7 47.6% 33.3% 43.3%
b : H 54 60 mg 2T Y93H &Y (10/21) (3/9) (13/30)
c: FEA . 88.1% 85.0% 86.9%
d: 154 L3IMIV 2L (111/126) (68/80) (179/206)
e: 16 50.0% 16.7% 25.0%

L3IMNV &Y an) (1/6) (2/8)

8. LEHICRIFTEE GEADT—4%) ©
EFERR AN Z X RIC, T AT 7L EABNQIcHIRIZ IE 9
WA T TR L OB ROTQTHRBR THMEt Lz, 7
ZF T L ENOE A 7 E 1300 mgP o> 1 H 2R 5T,
77 R THE L72QTc (Fridericia®#i1E) ZHEFHFM
CHBREIZ ot £, TAF T L ELOMEE
HRIREE & QT b & ORI A BARFBNL 2> 72,

) AFNOAR IS N HIELOHREIZ, 7AF7LELE LTI
[8]100 mg% 1 A2[ER A5 TH 5,

(5973539

EREAEKRRBARE

V) AAT b O CHEBHFREFDIL A ¥ —T =
o B OB, LY e Y 2 b OfF FRIEIC R E
ORIGED D5 WVIEARME ([ F—T7 xn 2 ETiak
RIS ORIGF/ARME) BE, KOBEOA w4 —7
o VRFIR Y R Y e DORFRRETES & o Tm
(RTARES)) BEEZMRLE LT, TAFTTLEALKRDS
7 8 AN % 24 AR OFH B G-9 2 BR RS % i
L7z,

PG4T 24 12 HCV RNA 2V ER TR T - - B
DOEIG (SVR24 FRLEIR) 13, A v ¥ —T = n &2 E8IR
PERVE S AT RS O ARG B Tl 87.4% (118/135 i) |
AR I EE Tl 80.5% (70/87 #) ., At (MiBE£EM
EEte) T 84.7% (188222 ffl) THo7-, Fi-. fUEME
FFREE D72 WVBE TIEERE 84.0% (168/200 1), UAEMERF
WL D > % B TIEAE 90.9% (2022 f5l) THh o7z,

#3: SVR24EREE

A X —Txn
R ETIRTRE AR e
R ORI | MR o
N T
A 87.4% 80.5% 84.7%
BB (118/135) (70/87) (188/222)
null responder - 81.3%
(39/48)
. 77.8%
partial responder - (28/36)
PRAGPEF A
L 87.1% 78.9% 84.0%
(108/124) (60/76) (168/200)
5y 90.9% 90.9% 90.9%
(10/11) (10/11) (2022)
i
- 83.6% 78.3% 81.2%
65 FAH 61/73) (47/60) (108/133)
65 kLA 91.9% 85.2% 89.9%

o

o

1

CEML, AFHPERIBE, MU NGRAE. 9 O, & Do G HEX
IR, A X —Tza B ERIRFEZ T DI ENTE
ROWBHE/A A —T7xa TV ANEY CORER DY, 12
JE AT T & PR L7

BRERNCT X BRI ORI 8 (f v F—T
Z B TOIRIFRIE RS O RIGIR/ AR BE 7 Fl. AiNAHREL R
H 1) EERL,

ABI 3730XL DNA Analyzer (¥ L' 7 & ¥ —27 > RE) 2 H],

€ 3HE 39

. ﬁmw,—ff; 28) 29)

T AFFLEE, HCV NS34AT v T 7 —EHER T
BHD, NSIAAT BT T —BiE, vA NAERIZ VIR
ML ANV AEAEADTZDOHCVE ) EH 2t
VTS T 5,

. ﬁrb4)bx%1$28)29)30)31)

AR BRIZB VT, 7 AT T L EJVFHCVY =/ ¥
471 (1a}t’1b) DONS3/4AT 0T 7 —BITx L CTiA
REEAZ R L (ICsf#E : 1a 0.7~1.8 nmol/L. 1b 0.3
nmol/L), Y=/ XA 72 (2afkO2b) (Zxf4 2FHEIEH
13897572 (ICsfi : 2a 15 nmol/L, 2b 78 nmol/L), HCV
LY a7 vEALIBNTC, TAF S LEMEIY = )/
2 A Fla, 1bU2a0D L7 Y 2 2% L CTENEIECs
fi 4 nmol/L., 1.2 nmol/L, & U230 nmolV/L® [HEVEH %7~
L7,

F72, HOVL 7 ) a7 v A Z 0= 0HHRBRIC R W
T, TAFTF LR, T TFHAENL A X —Tx
gy 7TAT7y XF VA o EOGHT, MM
FARER LT,

. EEHITE 52
Vx ) HAT 1b O C BB REF EXRICT AT
LELKROE 7 T2 AN IRE 2 0 E U BR
AERIZH T, SVR24 REMDBE TIiE, MERIRF ST,
BELCT AT L e DS (NS3-D168 @
B NE T T H AT D ESR (NS5A-Y93
KOYMIE L31 o) &bl shiz,
HCVL 7Y a fiifaz 7 A+ 7TV EALFIEF TR L
ToAER, T AFT LIS BHES A Uiz, itk
L7z =/ A4 71bL 7Y ardONS37T T 7 —8 KA
A ¥ DOBIRTE AT LToRE R, TEMESAL 0T </ ks
WICERNBRD H NS3F e T 7 —FDDI6SDA. G, H.
VXIXY ~DOEHENIHEDIRN TH 5 Z & MR iz,
INLOBBEET LY 2 ) XA T1bOMEZ LT Y
2 N2 D ECs I B AR D 16~280f% T - 7=,




FAF+ILENL

1.8.1 HHIXE ()

4. i%mﬁ 28) 33)
T AT TV ENDMEE#REZFE T L2HCVE 7Y 2 03,
NSSARREHID & 5 72 B72 2 /E T &2 9 2 EHEH
BIHL T A NV AFNCH LT & e A LTz, 7
T 7L eI X WHCV RNADSRRMEAL L 22 - 72C
TS MEIF R B 1TV TR & 72 V36 X TN T54DNS3
BT AT I BRI, T AT L ELOHHCVIEME
WM AR BE L rRIFE SR>, RIS5K,
V36M+RI55K &% PALS6T/VTCIX, T AT L ELOH
HCVIEMED/55~1/6ITAK T Le, F72. v AT L ELD
T M PEEHLUIINS3DF43, Q80, R155, A156% U'D168
TROLI, ZROLOBEBICHT LT AFTLELD
ECsfElZ, ¥ A 7L EJLDECsfED#I1/26~12TH > 7=,

(AE ST 2 B{LFMME]
%4 . 7 AT 7L eIV (Asunaprevir)

{b%4: : 1,1-Dimethylethyl {(2S)-1-[(2S,4R)-4-
({7-chloro-4-methoxyisoquinolin-1-yl} oxy)-2-
({(1R,25)-1-[(cyclopropanesulfonyl)carbamoyl]-2-
ethenylcyclopropyl} carbamoyl)pyrrolidin-1-yl]-3,3-
dimethyl-1-oxobutan-2-yl} carbamate

313 1 CssHusCIN5O0S

Sy FHE 1 74829

Cl

TR T AFT L ENMTAB~BREAAOB K TH D,
T b= MU LUE T A FIVAVER X RITAED
THFRT L, =& —/b (99.5) IZRRETITL
<V KITIEE A EET R,

(8 %]
AT T H T N100mg 1 280 TR (145 7L X2)
PTP

[EEXE R UXHREERE]

FEXR

1) #WNER: Ty b E W AR R AR O AN
N RHEDBEREIZ BT % 3Bk

2)  FRNEEE: RILT v bR AW AR

3) Lok ASetal. N Engl ] Med 2012;366:216-24.

4)  FENERL IR R OBOE G-

5)  FNEE: REORBERG LR

6) HRNER: AAAT AT EY T 4 KORFEOREL
Mt L2kl

7)) FENERE : C AUBIMERT B & RN RE K O
U A VAR AR L 7R

8)  ALINEEL : FEWENRE K OMRHHT DU T D IERRIR AR BR

9)

10)
11)
12)

13)

14)

15)
16)
17)
18)
19)

20)

21)
22)

23)
24)
25)
26)
27)
28)
29)

30)
31)
32)

33)

HNEEE . ~ ANT o 2R R

FEPNEE - PR RERE E R o R & LT
FENERL - ERRE R B g L LI
FEPVERL : C RUBMEITRIBE 2R L LTI=T 277
EAROY 7 T Z A LD HRER

FHRER: 7 AT T LA KROE 7 T2 ZAELOHFH
R

HRER: 20277 AROENL T LD
e EAE R R

HNEE : 7 ka3t — v & OIEYF B AR R
HERNEER U R & ORI EERRR
FERNER: ) 77 Ev v & OEYE AR
FENERE - 1 7 T VIV A T T SRR AL R
FENERE: VT AF A — NG DREEIE & D3
WRE EAE AR

FNERL: VT AT B U EETRNBHTIE, 4
T HAENKROT AT TV e REE & O
HAR B

FENERE . VAT b OIRYAR AVE R
HNERL: vIF T T THEAENKOT AT
L VORI & O FR AT ER

FENERL . 4T A& QSRR A AR
FENERE . A Y R & OIEYRE AR R
FENERE . B AN ZF o & OIEYHE HAE SR
FENE R QTc MIFREIZBE 3 % 3R

Kumada H et al. Hepatology 2014;59(6):2083-2091.
FENERE - VRIS ICBE 9 2 Ak
McPhee F et al. Antimicrob Agents
2012;56(10):5387-5396.

HNEEE © In vitro (2B DGR
TR nvitro 128172 Y e Y L OfF AR
McPhee F et al. Antimicrob Agents Chemother 2012 ;
56(7) : 3670-3681.

FENERE  BRARFEHLURYEIC K2 in vitro PLY A VA
TE MR

Chemother

XHREER 5
MEZCRR) ICREROANERHC DS £ LT PRl 06
RKFSW,

T YRR - v A X —AFKEE AT 4 D VERES
(T BAERHTE X Hi1E 6-5-1
(TEL) 0120-093-507

®XR G

BUERRSETT

JUAHLNA P-ItkstEa
H AR EHTR6-5-1

Page 8
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2 WEE-MRBIUVRE - BEDRTERN

21 BEE - DR

o =71 (=247 1) O CHRIEMEFR T C BAUEMEIFEZICI T DIROWT s
D7 A IV A MLIE D U

(1) A ¥ —7 =8 &k ELIRRIEICARHEE OFRIGE & 5 WILRIE O B

Q) A v ¥ =Tz EEIRRIE TR L 7o BH

N

22 PEE - DR DEFRERN
TAFTVENDRE - SRIL, ¥ T2 AR (LT, #7722 0) LR L
LU o EWNE 3 AR & ONE N AT 2 FHEER O A 2k &k OV B ORERICE S &3 E LTz,
s Uz HAT 1b O CAUEMEIFRBER (C HREMETHEEBELZETL) OI>bH, £ 4
—7xzr (IFN) {RREREEORIGERE] RNEGIR ST A o F =Tz T T
7 (peglFNo) /U BV > (RBV) XidA ¥ —7 v ~X—% (IFNB) /RBV ffH
JE 15D non-responder (null responder X X partial responder) % xf4¢ & U7z [ENEG 3 FHRER
(A1447026 #5H)
« VU= /) FAT 1O CHRIEBHATREED S B IFN IR ANEE O RIGRHE], AIEE L O
peglFNo/RBV &1L null responder % x4 & U 7= [ENATHIZ 2 fH35R (A1447017 3X
Bk)

IHBEDORBRIZBWT, #7777 AENVKOT AT T L EAGEHEE (DCV+ASV (FR#EE)
WXBUIEA D 72 IR FIE N 72 IFN TR R 38 4 ORI H, it 25 61 &2 Y non-responder  (null
responder X | partial responder) (ZxF L T\ SVR24 #EpLEIG 2R LTz, N— AT A VTFHZE
AT HHRE D SVR24 ZLEFIG 1L, N—RA T A VNHFEED IR WS L RRE Ch o7, £
oo AROFARIEIL. ZNLOBRFICBNTERWEEELK ORI RAREEZ R LI, X=X T A
\CHFEZE 2 DR E OBIT D e hr -T2 b DD, JFEZE %G T 5685 E & FFIZE D 72 iR
DM TREMT a7 7 A VMIZERRNIZEZROH 5 21TRO 6T, HHEEZ2 6T HHBRE 1B
TH, AEMTIRFTHD B2 BT,

INHORBRTIEY = ) H A7 1b DBRFEOHPEEES N, HEEDHE - DR ORI REE I
Wi, UFOHEBIZEY, Eul—T1 (P /447 1) O CHRIBMEFR T C RYREME
FFREZS & Lz,

« HATIEEu V=71 (P /ZAT1) OHCVERERBEEDIZLEAEN S = ) 2 AT
b (98~99%) ThHHZ &

o BARTIEHEa A —THEREIZABEEIL ST TWDR, V= ) XA THEREITRBE
HISENTELT, AZEHHERLE LTHEOTEL RN L

o KETARINTWDE Yz / Z A 7HEMRARIE (Abbott Real Time HCV Genotype 1)
ZHNTHL Y = XA 7 1b ORIEEIL93.4%TH D | HATIL 98~99%DEFNY =
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J)EAT NI THDHZ EEEBETHEHERELEHT DERDANTZEERN &

BB, V) HAT lallxtd D DCVHASV DFRFEIEDOGZME (SVR24 EREHIG) (RS AT
75 2 tHRBR (A1447011 3R) 1T TR LN TERY, ¥ 27 T X AEAEE60mgl A 1 B ROT 2 F7
L EJVEE 600 mg 1 H 2 [E1% 24 AR HE G LTz & = D SVR24 #RkEI A 1% 22.2% (29 f5) TH

-7,

PLTFIZ, EWNE 3 fHEER (A1447026 ikBR) OFZNEMR OVZEEOME 2R3, EWNEITHIZE 2
R (AI447017 RBR) 128V TH DCVHASY OFHEE IS WA ZE R ORI 72 AR MEE R~ L,

221 [ERE 3 HEER : Al447026 HER

V) HAT 1b O C BUEBMEFREED S B IFN 15 AT O RIGEE] /A2 F] K O
pegIFNo/RBV ff H %75 X IE IFNB/RBV f 3% £ @ non-responder (null responder X {3 partial responder)
ERRE LA =T TN BRTHY, ¥ 77X AENAEE60mg 1 H 1 EILT A7 L EL
B 7 /L100mg 1 H 2 [H% 24 WEOFHEE Lz, X—R2 T4V CHEEZ2HT 5 HBEICHOV
THRREF DK 10%k0 A AdLTz,

ARMEO EEFHHEE Th 5 THEGH T 24 112 HCV RNA 23 H FIRAT (SVR24) 123 L
7o R E OFIE ) 1%, IFN 1B Rk O RIGEG] R AEFIZ BT 87.4% (118/135 fi) |
non-responder Tl 80.5% (70/87 f5l) T -7z (£ 2.2.1-1), N—A T A VI EZH T D95
F 0 SVR24 FERLEIA1E 90.9% (2022 f5]) T 0 | _N—R T A NHFEZE 2 A S 72O (84.0%,
168/200 f) L[RIFEE CTH -7z, F7-. i, MR IL-28B #in -2 HEORICEPL LT, K
OFFEIE D SVR24 ZRREIGIL @ o 72, SVRI2 ZALEIGE IFN 1R R E S O AR TEHER],/ R
$17C 88.1% (119/135 f5i]) . non-responder T 80.5% (70/87 #5l) T&d V. SVRI2 % AL L 7= #5RE D
1T & A E1E SVR24 bR L 7=,
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+2.2.1-1 B 5T 24 BEICHCV RNAL & H TRRKE (SVR24) IZE L -#HEREDEIE !
Al447026 FHER
T
%g%?fjﬁﬁ%ﬁﬂ Non-responder R

IiE 5 87.4% (118/135) 80.5% (70/87) 84.7% (188/222)

(95%CI) (81.8,93.0) (72.1, 88.8) (79.9, 89.4)
HIRGEVUES

null responder - 81.3% (39/48) -

partial responder - 77.8% (28/36) -
NR—RAF A DOFFEE

7L 87.1% (108/124) 78.9% (60/76) 84.0% (168/200)
HY 90.9% (10/11) 90.9% (10/11) 90.9% (20/22)
A lip

65 kAT 83.6% (61/73) 78.3% (47/60) 81.2% (108/133)
65 kLA bk 91.9% (57/62) 85.2% (23/27) 89.9% (80/89)
PERI

B 84.2% (32/38) 82.1% (32/39) 83.1% (64/77)
Lot 88.7% (86/97) 79.2% (38/48) 85.5% (124/145)
1L28B 1512979860

ccC 84.0% (79/94) 87.5% (14/16) 84.5% (93/110)
CT 95.0% (38/40) 78.8% (52/66) 84.9% (90/106)
TT 100.0% (1/1) 80.0% (4/5) 83.3% (5/6)
IL28B 158099917

GG 100.0% (1/1) 80.0% (4/5) 83.3% (5/6)
GT 94.9% (37/39) 77.8% (49/63) 84.3% (86/102)
TT 83.9% (78/93) 89.5% (17/19) 84.8% (95/112)

LAEPEIZOWTIE, AROFAFBIESRES 4 8H) IS EHITR <, BEEAH ST IFN 7%
TS D ARIEIA AT B OF non-responder (238 TEIVEIL 6.7% (9/135 1) K TN 4.6% (4/87
Bil) ICERO BN (FF 22.1-2), FHEPIICE > -AEESIT IEN 5RO RIS/ Rt
21 K OF non-responder (23T, EILEI 6.7% (9/135 B1) KTV 2.3% (2/87 fil) OHEHRFEIZH 5
e 9B 100G IEEBIET 7=7 ) F 70 A7 27 —8 (ALT) X7 AT X U
T hTAT =T —E (AST) M TH-o7z, FHEGMMTICALNTEAEEREROL ITRE
25 HAERE (Grade 1~Grade 2) TH V., Grade 3 Xk 4 OFEFEFEGIL, TN 20.7% (28/135
) &O*103% (9/87 B) Thotz, WTNMNDORET 10%LL EOSEE TRIANA L NT-HEHL
X, SIREAEZE, T, EENR. RBEA. ALT H9IIKE OV AST BN CTH -7, £/, BEMAMER & L
T Grade 3 XX 4 ® ALT L5} OV AST EFHDY 10% AT OWBRE A D=0y, 1L A ElT A
BCTHY ., ERMDK 2.5 BLNICHE LT, ZOM, ~F 7 1 B 0uf PEREIN D % D g R R
BHRE OFRBEIGIT S% Rl Cholz, EEAAHFEFSR, KHPLICEEAERR, kb X
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S HOLNT-AEREL KRN Grade 3 Xt 4 D ALT FHXUT AST EFIZ R_R—R2A T A4 VORFEEDH
M2 L B BEE K OBEE R B 2 721X o 72 (R 22.1-3),

%2212 TP ZRARAEILRUVT AT TUELGABEDPDREMERIE | Al447026 FHER
BERE AL (%)
IFN RIS O
ARG ANMt% | Non-responder AEt
il (N =87) (N =222)
(N = 135)
HERR
TS 0 0 0
HE A EES 9 (6.7) 4 (4.6) 13 (5.9)
BHPIEICE - EHS 9 (6.7) 2(2.3) 11 (5.0)
Grade 3 XX 4 DA EEG 28 (20.7) 9 (10.3) 37(16.7)
KbE< AbhIAEESL
(WF I DOFET 10%i8)
ELHEE 2 40 (29.6) 27 (31.0) 67 (30.2)
GIEbE 18 (13.3) 17 (19.5) 35(15.8)
ALT ¥4 24 (17.8) 11 (12.6) 35(15.8)
AST #3/n 18 (13.3) 10 (11.5) 28 (12.6)
BN 12 (8.9) 15 (17.2) 27 (12.2)
TR 12 (8.9) 10 (11.5) 22 (9.9)
Grade 3 X% 4 OGN 25
A=l 6 (4.4) 1(1.1) 7(3.2)
I R ER S 0 1(1.1) 1(0.5)
U L RERER 5(3.7) 1(1.1) 6 (2.7)
1fi/ MR 2(1.5) 2(2.3) 4 (1.8)
ALT 12 (8.9) 4 (4.6) 16 (7.2)
AST 10 (7.4) 2(2.3) 12 (5.4)
BeEYLE Y 1(0.7) 1(1.1) 2 (0.9)
JLVTF= 1(0.7) 0 1(0.5)
U=+ 1(0.7) 0 1(0.5)

COBESHRICE S EAEES 1 EO D b 10 (HIATEEERAE LR Ch o, B PIRICE 5 TR, B, &
WHEEAZE K OFERT T2 o T,
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%2.21-3 FOSRARELRUVTRAFTTULELBRBEEFDOA—RSA > OFBEEDHE
BOLEMREE - Al447026 KER
fFEEH Y | IFEE7 L At
N=22 N =200 N =222
FETS 0 0 0
HELRAERES 2(9.1) 11 (5.5) 13 (5.9)
BHRILICE > T HEES 2(9.1) 9 (4.5) 11 (5.0)
WD DRET 10%LL EIZHEL LI BEFR
NSRS 7(31.8) 60 (30.0) 67 (30.2)
T 1 (4.5) 21 (10.5) 22 (9.9)
FIEpE 1 (4.5) 34 (17.0) 35(15.8)
FE 2 3(13.6) 24 (12.0) 27 (12.2)
Grade 3 X% 4 @ ALT/AST L5 (ERKmAH
L)
ALT 1 (4.5) 15 (7.5) 16 (7.2)
AST 1 (4.5) 11 (5.5) 12 (5.4)

2.3 % - AE
WH. RAIZIET AT 7L eEnd LT1E100mg 2 1 H 2 BRROEET 5,
KENIE 7 T 2 A NVERRE L 0P L. &G 24 BRI & T2,

24 RE - AEORERM

TAFTLENE RS 2 fHRBR I, LLFOME - HETRES Lz,

o YESL AT447011 FRBR : 7 AT L EL200mg 1 H 1[E], 200mg 1 H 2 [A] X% 600 mg 1 H
2% %72 AN 60mgl B 1AL GFHH#ZEL

o [EWN AI447017 3Bk : 7 AT L EL200mg 1 B 2 [BI3UE600mg 1 B 2[EZX 7 Z 52 A
EL60mg 1 H 1[E & OFHES

o WS Al447016 3R . 7 AT L EL200mg 1 H 28], 600mg 1 H 1 [H3/L600mg 1 H
2 [l % peglFNo/RBV & i #5

B, AL LT, WTHOREBRTH 7 2T 7 L EVEEE iz,

2 MR CIE, 7 AT L EL200mg 1 H 1 [EI~600mg 1 H 2 FIOWF o A& H AEMEIE
BBUORREGTH-7228,600mg 1 H1HKXRP600mgl H2FTY Z7=7T7I ) N7 A7 x7
—t (ALT) EFKROTANRTIX BT I/ N7 A7 27 —8 (AST) EFORBEEG K OE
FEFE 23 i < 72 DA AFE®D DT (CTD 2.7.6.24) , Al447016 #RER O H 2 IV THEEE-IGZ (E-R)
BB LIS, 7 AT L ELOREER (AUC) OEINIEE, Grade 2 BL O ALT &N AST
MO REENEL D AlfEtEA R &Nz, 7 AT 7L EAEE200mg 1 H 2 [\, iR L
HRFERREDOEWIRER LN, BT 7 7 ANVNREEIND Z ENRBR I, 7T AT
7LV EUVEE200mg 1 H 2 A28, #ATH R OEALLIEOSE 2 fHRBRO T 27 L e v oMk - A&
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ELTEBRENT,

Al447017 3R (CTD 2.7.6.26) K O Al447011 3R (CTD 2.7.6.27) T8\ T, IFHEREME DR
FEROBNPLT A NAHFIZL O mm@1azﬁf®ﬁ%é&0£éﬁﬁﬁﬁéMKoHKA
WeERE L AME ARG TIET AT 7L ELOIRBEREICENRD SN b DD, Al447017 iBR T
H A ANWBRE (2351 % DCV+ASV (F FRIE D% 4 i&oﬁﬁ X SNE AR LRI CTH D Z
ENHERENT, LEED-> T, BAAEREICBWTT 2T 7L LD AEE i+ 508373
WwWeEZ LN,

%5 2 FHFER DG 5 % H VT pharmacokinetic viral kinetic analysis (PKVK fi##7) (2 X 5 Tl 217>
720 DCVHASV PFEEZZ T2 = ) Z A4 7 1b ODIRE BT, SVR24 DEREIA LT A
FF U EIVEE200mg 1 H 2 8]0 76%5 5, 200 mg 1 H 1 [BT 70% (K F9 5 & FHl ST,
Al447011 7-BR |2 kmfsvw4$ﬁ%Aﬂ7xf7VE»¥meg1Hzﬁudﬁrfi&3%
(1518 61), 200 mg 1 H 1[5 (A2 BE) TIE 60.0% (12/20 1) IZAKF L., Al OE 23 RS S
77

IRHORERENS ., ENE 3HRBROMAEZ. 7 AT 7L EAEE200mg 1 B 20 CYZHRIC
% 5 M IRER) NEYTHD I L BRI NT,

FARIASA AT _A Z 80T 4Bk (A1447024 508 mbzﬂn)? h 7w, SRR
%P G &l L C AUC 30 2 (5 m < BEAI CRO LN R FICL 2 FEBRR SN2 &b,
%ﬁfﬁwwm%lH2@%72%7Vt»@%3ﬁﬁ%@ﬂ%&LT@%LKO:ﬂ%@%%
N, BTN 100mg 1 2L LIZEEDT AF 7L ELD AUC 1L, BEOHELMD
PO 2 MHRBR T ALITEEA 200 mg 1 H 2 B G L7- & & & RFREC &6&%Mémtoit
E-R fi#tfr OFHHIC IS &, 7 AF T L EAEY S L% 100mg 1 H 2 B TR G L7Z5HE, B
%%ﬁ<\7xf7vtw$mm@1E2E&m&bf%fhigﬁﬁmiﬁ%hﬁwk%z%
niz,

71%7VEw$ﬁ7twmm%1H2@%%“?%%Lt§W%3ﬁﬁ%%ﬂMmﬁﬁ@
DOFERDG, 52 tHRER (A1447017 3A5R) & [FFREE O ENRED MR S 4L, 55 2 AHRBR & RIARIC
T AT TV ELVOFEIER NEEEITENZ EARENTE 22.1), LT, K OER
PEDOFMIZFES & | DCV+ASV Of FFIERFC T A7 L EAERE 721 100 mg 1 H 2 [ Y5 -
HENEYTH D Z L AMER ST, 3R (A1447026 3 BR) OFEF %5 7= E-R fi#TIX
CORREEMITH LD TH ST,
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3 FALDIEE (B) 8LUZORERM

EHLEOER (%)

AEARAL

(E&]

KA, 7 A L AT R B O TR
Db & T, AANOLE- 389 &)
T5HZ Lk,

Fo3 70 ek « #eBR & e o= hm
INDHBEIH L TOrEE

AFNE, T AV AERFR B OTRHR I +57 72
A - EBRAFFOEMIO b L TRESND
NEFHNTHD ZEMORE LT,

[ ROEBFITFFEELAELNIE)]

(DARFI DRIz x LIRBUE OBEERE D & 5 B

Q) ZELL E (Child-Pugh 4338 B X% C) DFHEREREE S IFFEIR
EHENTEREBR O H 5B [(AFloMFEEN EFT5,] (T5EY
#hfe] DEBM)

QYROER 2R ORE : 7Y — LV RHEER, 77U A<
A, 2wy, VVFTE L, NI VIERRE
IR E Y MEEHETAMA, HIV e 7 7 —EHEAL U
TroE U VT TF T b ARSI EE
T2 )NV ER =L FRYAZY g X T =L
IEX 7 LAY RRUEEEHEAEA, Rt oKkfim, 24
A4 XY Yy (St.John’sWort, o b+ Pg—r X U—
N G, Y7uarRY Ly, TUhAL =R, TaxT=z)
v (FREAEH ) OTEER)

(WA 2t L CREUE O BEAEEER & 2
BEEE®RD L LTz,

Q) EELL EolFReREE R 2B W T,
AR OMAREN EFT D2 L MHRE
L7

QPR LTIEHAIC, AR OIRED R O W55
SATHFRSREREE Y 2 7 OB, & 5\ T
PERFEE DM IRE N EFH-9 5 a0 H
DIEHFNEFE LTz,

<HEEXIIHHRICEET 2FEALOER

(DAFI O FIZEE L Tid, HCVRNA B TH 5 Z L 2R
DT L, Fio, MBI TR, L/ MREEZEIC XY FER
MR TRV L 2ERTH Z &,

(2) U A VAP B OTRIEEIZ 53 72 F7kk « BRER % i DR Al 3 BRR
BARONFZRA LI LT, oA &EEHlToZL, (12
OMOBEE]. THKREGE 0ESR), B, (v ¥—7=n
VEBDIREED S B o7 e T T —PIERNC L 5 ELRE
BEIHT DRG0V, 2 b 0BFICx LTiE, /lik
ROTREE, BIAREICKT 2 KOG, MEEROFE, BE0X
RS EEETH L,

(WAKIOxG & 70 2 CRHBMEIF & BH KO
C RUREMEIF A BT 25 E L, FERVE
PEIF RS A fE 2 BRANT D T O E L
77

2) VA NAETFEBOBRIC 072 m
k- BRERA RO ARAIOHNEK
O BREEFICBT D H M & OB HLE
BRI LTz L, S R OB K U
BRG0P 2 EEIIT ) LERH D Z
LB ERE L,

<AERUVARICEAET SHERALDOIE>

()G, KEFI M ORF 7 T X A VIR % FFC % 5
L. B5BE%RIIAEOET R ORGSO RlE Lz &, 2
721, BWERORBUIZ X 0 BGOSR #2541, AA|
LOE 7 T4 AN % BRI 5 2 &, 5 HEO
ARICDONTIE, YR T ERXT v MEBE L CIEEIHE
L. &5 %2HBET 25613, AFRNE T 7% 2GR
FIRFCHT 2 Z &,

QAFFEEGRL, fd HCV RNA B2 HTET D2 &, UA A%
7 LA 7 A— (#EEdizifid HCV RNA B2 SEE 5 1
logyo 2 THEM) NREI LGS, AFIRRY 7 72 A
NGO 5Pk EBETHZ L,
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JFRERAE 21T 2 2 &, IFEEROE(LIRD bATHEITIE,
D BEENCRRE 21TV, &“5%%&?6&&1@@]&&&%% THZ &
ALT (GPT) AE:HAEME ERRI10fELL LI EH L= HHl
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1 BERO—HRIET (JAN)
R 26 4R 1 H 9 HATERAHRAIE 0109 25 1 Bl L v@mahnz (R EE ),

—fAFs . (HAR%) T AFTLE N
(& 4) Asunaprevir
b4« (AAR%) {(28)-1-[(2S4R)-4- ({7-7 ma-4-A hF A VX Y l-A NV AF

IN2-({(AR2S)-1-[(¥ 7 v T /X AV TR = W) T W RE A JL]|-2- T
= ruara AT R Y VA V]33V AT L
A-FX TR D ANYINNRI VR 1,1-T A TF LT

(FE 4) 1,1-Dimethylethyl
{(25)-1-[(2S,4R)-4-({7-chloro-4-methoxyisoquinolin-1-yl} oxy)-2-({(1R,2S)
-1-[(cyclopropanesulfonyl)carbamoyl]-2-ethenylcyclopropyl} carbamoyl)
pyrrolidin-1-yl]-3,3-dimethyl-1-oxobutan-2-yl} carbamate

2 EFR—&EIRF (INN)

asunaprevir

(International Nonproprietary Names for Pharmaceutical Substances (INN) , WHO Drug Information,

Vol. 26, No.1 (2012) List 67 (p.48) (FRfTH&E#EF2))
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1 BE - -REFOREEEEHOFELD

(29)-1-[(2S4R)-4- ({7-7 BT 4- 2 NX A VF ) U r-l-Af N }AF )2-({(IR2S)-1-[( 7 7 7

b4 - B% | B AR Z I NANREA V] 2-2T =7 a7 a I ISR ) P ral-A
N-33-DAFINl-FF Y TH QA AT RI VR LD AF LT L
(0] / \
O=\\?
O%I/NHO
: ¥ N7 X O\CH
Hiit sk NG gl A ’
[6) N O
HiC CHjJ\ j/
. CHy
e 0T N %{m Cl
CH;
e N—71 (= ZA7 1) ©CHREBMITR L CRAMEMEITEZIZI T 2RO WT )
e (1) A > 5 —7 = 0 2 & B TIREEIC R O AR & 5 VIR O B
Q) A2 —Txza G UIREIETEY L oo B3
i - R WE, RACET AT 7 e LTLEN100mg % 1 H 2 FHENEET 5,
| RRIEE 7 T2 AR & O L, BRI 24 R L 5,
SRS D IR E
s kRO AT Z 7L 100mg
ARGy - & | ARGy (T AF7LEN) GHE 100 mg
# M B [E e g
B D EFEE (mg/kg) &z
~UA Y 2000 mg/kg
Ty b IR > 2000 mg/kg
14X P8 > 300 mg/kg
A G-
B 5. B LT S [N
B B HARE (mg/kg/day) (mg/kg/day) E7RPR
v [1%AR, [30,100,600 100 > 100 mg/kg/day : MIE 27 L7 F =B T
&N ik =N
600 mg/kg/day : REIHA () | FEAH R
~NEZBEY -~ hZ Y v ke MCV -
MCH #7>, ALT #§0, e U L E i
n, REHM, JRIEEKT, FRRES
B (). BIEEEMN ). BEO
AN YN
Z v k|64 AL, |40,80,200 200 200 mg/kg/day : BK{E X OMEEDHNDFEBL
& H AEEERAIN, REE R OMBER RSN (RE)
o L A7 — W HEE S0
> b | 1% AM |30/10,60/60 60/60 >30/10 mg/kg/day : FIEREH A (U >/ 8k
(BEAD) . (ASV/DCV)* - GPHESEERERD) . B R 2 et
1% M DFEBEEE N
60/60 mg/kg/day : JREHIAN « JRICEIKT
(), ~EZ By - MCV B4 ()
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A4 X 1 » A/, | 20,60,300 60 300 mg/kg/day : Mg} OVRETE - KER(ED
&N FEELFRE N, AR K QMBS |

MCV « MCH J8/b, ~E7 o v jEd
(). ALT - GGT * 2 U L E B0,

JFF el V5% i1 3 5E
A X 9 % AL, | 15,50, 100 100 100 mg/kg/day : FEiE, MCV - MCH J8i7) (#f)
1 ALP #51
L 1w AR | 72/15, 129.5/50 | >72/15 mg/kg/day : B DM AMESRIE (1 41)
(BEHD 129.5/50 129.5/50 mg/kg/day : MR-, JKHE O B2 AT -
(2w (ASV/DCV)* LR, B ORtl, RIRRERK - %2
Jeni b
P 35 A | 45/15,80/50 80/50 80/50 mg/kg/day : Il 5B 22 e
(BRI . (ASV/DCV)*
&0

a ASV: 7 AF 7L E/N, DCV: &7 74 AL )Vl

il 1

KRBT 7 5 5 A e Salgh 2 0F U= ENERRSBRIC I\ T, 255 Bl 158 B (62.0%) 12
RIER RO b,
FRBIEMH -

ALT (GPT) #4/n 45 5l (17.6%)

AST (GOT) #9h1 36 # (14.1%)

SHIE 33 451 (12.9%)

FEEL 30 51 (11.8%)

Eagn

TR P = A Y — A& LSS PN
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3.2.8 K
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# E A BE

3.2.8 Drug Substance 2 A~ [t FLEPN 2T
o KR B

3.2 HUA

IR |2 A B B PR SES I | FEhugpr | fedEE 2F A/

# A B

3.2.P Drug Product - AT~ [ PN BRI
200415

32A O

(&7 L)

32.R KD FEREE

IR |2 A B B PR SE I | Ehug | fedEE 2/

e A B

3.2R Regional Information N TP EZ T

3.3 BEIWR
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A FERR IR B

42.1 P ER
42.1.1 )&= EAHT 53R

SRS =2 RREGI | ERET B =
7 PSS 2%
42.1.1.1 In vitro efficacy of the HCV NS3 protease inhibitor |- 2 A 5T FLPN R S AT
BMS-650032 ~
20471
42.1.12 In vitro analysis of the mode of action of the HCV , m A 2N R B2
NS3 protease inhibitor BMS-650032 and Amendment ~
1 2004 A

% B E AL TN ERT
200450 7

42.1.1.3 Selection and characterization of hepatitis C virus
genotype la replicons resistant to BMS-650032

42114  |Combination of BMS-650032 with ribavirin 207 T e A

20050 7

B E PR ] A
20+l A

4.2.1.15 Combination of BMS-650032 with interferon-alpha in
genotype la replicon cells

20l A VAT ] A
20+ A

4.2.1.1.6 In vitro antiviral activity of the hepatitis ¢ virus NS3
protease inhibitor asunaprevir against clinical
resistance variants

42.1.2 FIMGSE ST

R[5 PL e AR | |k FAT/
i WN/AfESS 2%
42.1.1.2 In vitro analysis of the mode of action of the HCV m H - FLPN ¥R wh
NS3 protease inhibitor BMS-650032 and Amendment - ~
1 20l 1

4213 22 KPR R
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ISR |2 A b = B ES I | Eugpr | feREE ST/
ieey /S 2%
42.13.1 DT07078: BMS-650032: 2 H KizZaS FEP R P
receptor binding screen profile ~
200 A
42132  |DT07089: BMS-650032: Effects on cardiac ion 20+ A N R 5%
channels and on rabbit Purkinje fiber action potentials - ~
and Amendment 1 2(' EI A
42133  |DT07013: BMS-650032: Effects on cardiac 0 EE N R 5%
electrophysiology in isolated rabbit hearts ~
2004
42134  |DT06116: BMS-650032: Effects on cardiac L EE ) N A 5%
electrophysiology in anesthetized rabbits ~
200l A
42.135  |DS07001: BMS-650032: Single-dose oral exploratory 200+ A VAT TR BE
cardiovascular telemetry study in dogs ~
2007
42.1.4 T B FEM AR LA IR
472 10)
422 S Eh e R
4.2.2.1 SINTERONY 7 — g i
TR |2 A b = ES S TR ES TR T E22F AT/
ieey WA 2%
42211  |Quantitative determination of BMS-650032 in mouse 0 EE R LN =g
EDTA plasma by LC-MS/MS 200
Addendum No. 1 to the report entitled "Quantitative 2l A~ sk N B2
determination of BMS-650032 in mouse EDTA 2(' EI A
plasma by LC-MS/MS"
42212 Quantitative determination of BMS-790052, BMS- ﬂf_ﬁ. A~ [t N B2
650032, _ and in mouse 2(' EI A
plasma (EDTA) by LC/MS/MS
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Quantitative determination of BMS-790052, BMS- _ 2(I£_EI A~ [t N B2
650032, _ and _ in mouse 2('&' A
plasma (EDTA) by LC/MS/MS, Addendum No.1

42213  |Quantitative determination of BMS-790052, BMS- (NN WM<l ~ [t T A
650032, _ and _ in rat plasma 2(IEI H
(EDTA) by LC/MS/MS
Quantitative determination of BMS-790052, BMS- _ 2(If_ﬁl A~ [t R B2 i
650032, _ and _ in rat plasma 2(IEI H
(EDTA) by LC/MS/MS, Addendum No.1
Quantitative determination of BMS-790052, BMS- [N 0l ~ i@t TR A
650032, NG - i - posma 2004 A
(EDTA) by LC/MS/MS, Addendum No.2
Quantitative determination of BMS-790052, BMS- | 20l A~ st TR A
650032, NG - i - posma 2004 A
(EDTA) by LC/MS/MS, Amendment No. 1

42214 Quantitative determination of BMS-650032 in rat 2l A~ sk N 2]
K,EDTA plasma by LC/MS/MS 200+l A
Addendum No.1 to the report entitled "Quantitative 2(IEI A~ [t N B2
determination of BMS-650032 in rat K,EDTA plasma 2(' fﬁl H
by LC/MS/MS"

Addendum No.2 to the report entitled "Quantitative T 20l A~ st PN A
determination of BMS-650032 in rat K,EDTA plasma 2(' fﬁl H

by LC/MS/MS"

Addendum No.3 to the report entitled "Quantitative || NEN, NN 20l A~ st PN A
determination of BMS-650032 in rat K,EDTA plasma 2(' fﬁl H

by LC/MS/MS"

Addendum No.4 to the report entitled "Quantitative , 20l A~ st R i
determination of BMS-650032 in rat K;EDTA plasma - 2(' fﬁl H

by LC/MS/MS"

Amendment No.1 to the report entitled "Quantitative 20l A~ st R i
determination of BMS-650032 in rat K,EDTA plasma 2(' fﬁl H

by LC/MS/MS"




FAFFLENL

112 FHEH—E

Page 5

Amendment No.2 to the report entitled "Quantitative |-

determination of BMS-650032 in rat K,EDTA plasma
by LC/MS/MS"

42215

Quantitative determination of _,BM—S-_

790052, BMS-650032, | KKGczcN.
and _ (the metabolite of _) in

rat EDTA plasma by LC-MS/MS

Addendum No.1 to the report entitled "Quantitative
determination ofﬁ, BMS-790052, BMS-
650032, K- and [N
- (the metabolite of _) in rat EDTA

plasma by LC-MS/MS"

4.22.1.6

Quantitative determination of BMS-650032 in rabbit
EDTA plasma by LC-MS/MS

42217

Quantitative determination of BMS-790052, BMS-
650032, [ NG - I - i
plasma (EDTA) by LC/MS/MS

Quantitative determination of BMS-790052, BMS-
650032, [ NG - I - i
plasma (EDTA) by LC/MS/MS, Addendum No.1

42218

Quantitative determination of BMS-650032 in dog
K,EDTA plasma by LC/MS/MS

Addendum No.1 to the report entitled "Quantitative
determination of BMS-650032 in dog K,EDTA
plasma by LC/MS/MS”

Addendum No.2 to the report entitled "Quantitative
determination of BMS-650032 in dog K,EDTA
plasma by LC/MS/MS"

Amendment No.1 to the report entitled "Quantitative
determination of BMS-650032 in dog K,EDTA
plasma by LC/MS/MS"

42219

Quantitative determination of BMS-650032 in monkey
EDTA plasma by LC-MS/MS

20l A~
200 A

LZAS

FEP

7T

2001 7

LZAS

FEPI R

Al

{EZAS

FEP

2T

LEZAS

FEP

2T

EZAS

FEP

2T

24N

FEPI

APl

24N

FEPH

2

LZAS

FEP

7T

LZAS

FEP

APl

LZAS

FEP

APl

LZAS

FEP
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42.2.1.10 |Quantitative determination of BMS-790052, BMS- ﬂf_ﬁ. A~ [t N B2
650032, K -« monkey 20041 A
plasma (EDTA) by LC/MS/MS
Quantitative determination of BMS-790052, BMS- 2(If_ﬁl A~ [t N 2]
650032, KT -« monkey 20051 A
plasma (EDTA) by LC/MS/MS, Addendum No.1
4.2.2.1.11 Quantitative determination of ribavirin in cynomolgus 2(If_ﬁl A~ |isk FEPN B
monkey EDTA plasma by LC MS/MS 200+
Quantitative determination of ribavirin in cynomolgus 2(If_ﬁl A~ [t R B2
monkey EDTA plasma by LC MS/MS, Addendum 2000 A
No.l
Quantitative determination of ribavirin in cynomolgus _ 2(If_ﬁl H~ 2N P B2
monkey EDTA plasma by LC MS/MS, Addendum 200+ A
No.2
Quantitative determination of ribavirin in cynomolgus T 2l N~ sk P B2
monkey EDTA plasma by LC MS/MS, Addendum 2001 A
No.3
422.1.12 Validation of an electrochemiluminescent assay __m H~ s+ FEPN R B2
(ECLA) for the detection of PEG-Intron® in monkey 2(' EI H
plasma (Li heparin)
Addendum I to report entitled "Validation of an _ Z(If_ﬁl A~ | FEN R B2
electrochemiluminescent assay (ECLA) for the 2(' i. H
detection of PEG-Intron® in monkey plasma (Li
heparin)"
4222 e
R | Z#A4 hv EH Fhideir | feHGE At/
- NS i
42221 Nonclinical evaluation of the pharmacokinetics and K23y FLPY R B2
metabolism of BMS-650032
42222 Evaluation of food effect of BMS-650032 in dogs AN FHEP B
42223 Single-dose Oral Pharmacokinetic Study in Monkeys AN FEN B
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4.2.2.3

534

N R
&

24 bv

42231

In vitro characterization of mouse serum protein
binding of BMS-650032 by equilibrium dialysis

A 52 Jt 191 ]

St 45 i
iz

AP/
2%

RizZas

FEPY

|

42232

In vitro evaluation of human plasma protein binding o
BMS-650032 by equilibrium dialysis

LZAS

FEPI

APl

42233

Quantitative tissue distribution of drug-related materia

using whole-body autoradiography following a single -, _,
oral dose of [ *C]IBMS-650032 (10 mg/kg) to Long-
Evans rats and human radiation dosimetry prediction

LZAS

FEPIH

7

42234

Placental Transfer, Lacteal Excretion, and Tissue
Distribution of Radioactivity in Pregnant Female
Sprague Dawley Rats and Tissue Distribution of
Radioactivity in Male and Non Pregnant Female
Sprague Dawley Rats Following Oral Administration
of [14CIBMS 650032

FEP R

AT

4.2.2.4

(N

I E R
&

XA kv =5

AR 5 it 11 ]

S Hti s i
/S

EEE TS

S/
5%

42241

Comparative In Vitro Biotransformation of [14C]BMS
650032 in Liver Microsomal and Hepatocyte
Preparations from Mouse, Rat, Dog, Monkey, and
Human

2ol ~
2004 A

22N

FEPY

2T

650032 in Liver Microsomal and Hepatocyte
Preparations from Mouse, Rat, Dog, Monkey, and
Human, Amendment No.1

LZAS

FEPIH

AT

42242

Identification of the human enzymes involved in the
metabolism of BMS-650032

Comparative In Vitro Biotransformation of [14C]BMS _

ZZAN

FEP R

AT
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42243 Comparative Biotransformation of [14C]BMS—650032 > 2('EI A~ |k FEP R At
after Oral Administration to Mice, Rats, Dogs, _ > 2(' EI H
Monkeys, and Humans
Comparative Biotransformation of [14C]BMS-650032 Zﬁ A~ |5 FEPYHR il
after Oral Administration to Mice, Rats, Dogs, 2* E’5| A
Monkeys, and Humans, Amendment No.1
42244 Biotransformation of [14C]BMS-650032 after oral 2('Elﬂ ~ |5+ FEN R Al
administration to Female New Zealand white rabbits 2(' EI H
42245 Metabolic Profiling of Plasma Samples from Study 20l T~ [t RN B2
Al447015: A Study of the Effect of Concomitant 2*&' H
Administration of BMS-650032 on the
Pharmacokinetics of Rosuvastatin and the Effect of a
Light Meal Compared to a Standard Meal on the
Pharmacokinetics of BMS-650032 in Healthy Subjects
4225 P
TERE | &A1~ EHE BN e AL ES VT E22E wEAh/
e /S 3%
42251 Mass balance of radioactivity after oral administration -m A~ |+ PN it
of [C]BMS-650032 to male rasH2 mice 200+ A
Mass balance of radioactivity after oral administration _ 2('£_EI A~ [+ N B2
of ['*C]BMS-650032 to male rasH2 mice, Addendum 2004 A
No.1
42252 Mass balance of radioactivity after oral administration _ Z(IE_EI A~ |t N Bl
of ['*C]BMS-650032 to male Sprague-Dawley rats 2(I£’5| A
Mass balance of radioactivity after oral administration _ Z(IE_EI A~ |t N Bl
of ['*C]BMS-650032 to male Sprague-Dawley rats, 2(I£’5| A
Amendment No.1
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42253 Biliary excretion of radioactivity after oral _ 2(I£_EI A~ [t N B2
administration of [ *C]BMS-650032 to male bile duct- 2(IEI A
cannulated rats
Biliary excretion of radioactivity after oral T 2l T~ st N Bl
administration of [14C]BMS—650032 to male bile duct- Z(IE’E' A
cannulated rats, Addendum No.1
42254 Excretion and Mass Balance of Radioactivity in 2('EI A~ [t N B2
Female New Zealand White Rabbits Following a - 2(' E. A
Single Oral Administration of "*C-BMS-650032
42255 Mass balance of radioactivity after oral administration “f_ﬁl A~ s+ N Bl
of ["*C]BMS-650032 to male beagle dogs 200+ 7
42256 [14C]BMS-650032: Total Radioactivity Analysis of 2(I£_’5Iﬂ ~ |5 FEP it
Clinical Trial Samples for Clinical Protocol Number 2(I EI A
Al447010
[“C]BMS-650032: Total Radioactivity Analysisof [N 0«11~ [mst HAH R A
Clinical Trial Samples for Clinical Protocol Number 20. EE' A
Al447010, Addendum No.1
[14C]BMS-650032: Total Radioactivity Analysis of _ 2(I£_ﬁlﬂ ~ |5 s A Aif
Clinical Trial Samples for Clinical Protocol Number 2(I EI A
Al447010, Addendum No.2
4.22.6 S ENRE TR BAER  GEREIR)
47 L)
4227 Z DD FE B RERER
WHER |74 Fv E=7 AR EIR | | AT/
g WA 2%
42271  |Substrate Potential of BMS-650032 Towards Human . Rl ~  [Wsr TN R
Breast Cancer Resistance Protein (BCRP) _, 2*5!5. H

and [ NEGIN
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42272

Uptake of BMS-650032 into Human Hepatocytes

4.2.2.73

Substrate Potential of BMS-650032 Towards Human
Organic Anion Transporting Polypeptide (OATP)
1B1, 1B3 and 2Bl1

42274

Evaluation of the inhibitory effects of BMS-650032 on
the activity of cytochrome P450 enzymes CYP1A2,
CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6
and CYP3A4 in human liver microsomes

Evaluation of the inhibitory effects of BMS-650032 on|
the activity of cytochrome P450 enzymes CYP1A2,
CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6
and CYP3A4 in human liver microsomes, Amendment
No.1

2001

LZAS

FEP

2

LZAS

FEPI

7

LEZAS

FEP

APl

24N

FEP

APl

4.2.2.7.5

Evaluation of time- and concentration-dependent
inactivation of CYP3A4 mediated midazolam 1'-
hydroxylation activity by BMS-650032 in human liver
microsomes

EZAS

FEP

APl

4.22.7.6

Evaluation of time- and concentration-dependent
inactivation of CYP2D6 catalyzed dextromethorphan
O-demethylation activity by BMS-650032 in human
liver microsomes

4.22.7.7

BMS 650032: Human Cytochrome P450 2B6 Time-
Dependent Inhibition Mechanism Assessment in
Human Liver Microsomes

EZAs

FEP R

2T

ZZAN

FEP

A

42278

Evaluation of the UGT1A1 inhibition potential by
BMS-650032 in human liver microsomes

42279

Model based analysis of in vitro CYP inhibition and
induction data for BMS-650032

4.2.2.7.10

Inhibition Potential of BMS-650032 Towards Human
Breast Cancer Resistance Protein (BCRP)

ZZAN

FEP

AT

ZZAN

FEP

Al

LZAS

FEP

Al
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4.2.2.7.11 |Inhibition Potential of BMS-650032 Towards Human 2(I£_EI A~ [t N B2
Multidrug Resistance Protein (MRP) 2 2(IEI H

422712 |Inhibition Potential of BMS-650032 Towards Human . ol A~ [ FER A
Organic Anion Transporting Polypeptide (OATP) 1B3 _, 2(IEI A

and [ ENG—_

422713 |Inhibition Potential of BMS-650032 Towards Human 20~ st FEP A
Organic Anion Transporting Polypeptide (OATP) 2B1 2('@. H

422.7.14 |Inhibition Potential of BMS-650032 Towards Human B E ERNEE FERH R
BSEP and NTCP o Es E

42.2.7.15 |Inhibition potential of BMS-650032 towards human o=~ sk FHPNTR Bl
organic anion transporters (OAT1, OAT3) and organic 2*5‘ A
cation transporters (OCT1, OCT2)

422.7.16 |In vitro assessment of induction potential of BMS- 20l A~ st FHPN TR Bl
650032 in primary human hepatocyte cultures 2m El A

42.2.7.17 |In Vitro Evaluation of Induction Potential of BMS- 20l ~ st FHPN TR Gl
650032 in Cultures of Cryopreserved Primary Human m&‘ A
Hepatocytes
In Vitro Evaluation of Induction Potential of BMS- 2l ~ st FHPN TR Rl
650032 in Cultures of Cryopreserved Primary Human (. El A
Hepatocytes, Amendment

42.2.7.18 Inhibition Potential of BMS-650032 Towards Human m H~ |+ LN B2
P-glycoprotein (P-gp) ol <=l 1

423 =R

4.2.3.1 Hi A3 G- ek BR

R E EH AREIE [FRESr [t B2

g M+ 2%

42311 |[DM07027: BMS-650032: Single-dose oral foxicity , 0 EE B TN TN e

study in mice

20+l A
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423.12  |DMO07028: BMS-650032: Single-dose oral toxicity 2ol A ST TN A
study in rats _ ~
200 <l 1
423.13  |DN06076: BMS-650032: Single-dose oral exploratory B E EBRES RNGE 5k
toxicokinetics and tolerability study in dogs ~
200+l
4232 B 5w iR
ISR (2 A b B SN ES G T s At/
H 5 WS+ 5%
42321 |DN07002: BMS-650032: Two-week oral exploratory 0 EE B NTZN LN P2
toxicity study in rats ~
200l A
42322  |DMO07024: BMS-650032: One-month oral toxicity 200+ 7 2N TN AT
study in rats and Amendment 1 ~
200l A
42323  |DS08126: BMS-790052 and BMS-650032: One- B E S N AT
month oral combination toxicity study in rats ~
2000
42324  |DMO08025: BMS-650032: 6-Month oral toxicity study 200+ 7 VST N AT
in rats ~
20l A
42325  |DMO07020: BMS-650032: One-month oral toxicity 204+ A 2N T A
study in dogs and Amendment 1 ~
20l =l
42326  |DMO08026: BMS-650032: Nine-month oral toxicity 20l 7 2N Al AT
study in dogs and Amendment 1 ~
20011
42327 DMO08018: BMS-650032: One-week oral exploratory 200+ AN FEPN 5%
toxicity study in monkeys ~
20l <l 1
42328  |DS08143: BMS-790052 and BMS-650032: One- B E EEREES TN AR
month oral combination toxicity study in monkeys ~
200l A
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42329  |DM09008: BMS-790052 and BMS-650032: Three- , 200+ A TS T A
month oral combination toxicity study in monkeys - ~
200+l
4233 BnmE R
42331 InVitro Bk
IR (21 b 2 ECES S ERES R S A/
H WS+ 2%
4233.1.1 |DS07123: BMS-650032: Ames reverse-mutation study] 0 EE B NTZIN T EZm
in Salmonella typhimurium and Escherichia coli ~
20l A
4233.12 |DSO07112: BMS-650032: Cytogenetics study in B E E 2N Al AT
Chinese hamster ovary cells ~
200l A
42332 InVivo ik
WHER [7 A4 F v EE B [ 5 G e E
x5 /S 5%
423321 |DS08016: BMS-650032: Three-day oral micronucleus [INENNNN |2 RS TR e
study in male rats ~
2000 7
4234 D3 AUJEPERRER
4.23.4.1 RIS AJRERER
TR |74 Fv EE AR | |k E
x5 /S 5
423411 |DMI1023; BMS-650032: A 2-year oral gavage L P RS TN B

carcinogenicity study in the albino rat

2000
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4.2.3.4.2 FEHISOIH A A JEMERER
IR |21 Fv =2 TR [ | B
xH T S 2%
423421 |DM09022: BMS-650032: 28-Day oral exploratory 2 H 5T P it
toxicity study in CByB6F1 hybrid mice ~
20417
423422 |[DMI11012: BMS-650032: 26-week oral 2017 IS N R AT
carcinogenicity study in CByB6F1-Tg(HRAS)2Jic ~
hemizygous mice 2(' EI H
42343 ZOfMORER
%E7e L)
4235 A fir e A T AR
4.23.5.1 ZhhRe i OEIR £ TOYMIIEAEIC BT % el
TRFTEERE [ 4 PV = B e e T
7 S 2%
4.2.3.5.1.1 |DN08069: BMS-650032: Oral study of fertility and |- 2 H 5T P B2
early embryonic development in rats ~
20411
42352 & - BEFEAICEET 2 kR
TRFTEERE [ 4 PV = [ E e T e i
FH 7 P/iES 2%
4.2.3.5.2.1 |DN08014: BMS-650032: Ten-day oral range-finding _ 2 H 75T PR 3
study in pregnant mice ~
20411
423522 |DNO08021: BMS-650032: Thirtcen-day oral range- [N oM <17 [ N BE
finding study in pregnant rabbits ~
20041
423523 |DN08022: BMS-650032: Oral study of embryo-fetal |-_l 2004 7 2N Al AT
development in mice - ~
200+ A
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423524 |DN08056: BMS-650032: Oral study of embryo-fetal [N |20l 1 VST N AT
development in rabbits ~
20007
4.2.3.5.3 HERTR O AR OR AN N RHADOREREIZ BT 5 5R
TR |7 A b EE BV ES RIS ES RGN s A/
i /RS 2%
423531 |DNI1186: BMS-650032: Oral study of pre- and T -l TN E2
postnatal development in rats ~
200l A
423.6 Je T M R
(472 10)
4237 Z OO FEMERER
423.7.1 ek
%7 L)
423.7.2 S EtEAER
%7 L)
42373 mMERBLOETICEE T 5 R
%7 L)
42374 AR{FEVERAER
%7 L)
42375 RO EMERER
%7 L)
4.23.7.6 A O EEERER
%7 L)
42377 ZOMORER
WWHHERE | ZA tv E B ES RIS ES RGN s A/
e WSk 5
423.7.7.1 [DM07031; BMS-650032: Neutral red uptake 0 EE B TN TN e
phototoxicity assay in Balb/c 3T3 mouse fibroblasts -

2004 7
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423772 |DMO08016: BMS-650032: Single-dose oral 200+ H TS T A
phototoxicity study of the eyes and skin of Long- - ~
Evans pigmented male rats 2(I EI H
43 ZEER
IRTRR [54 Fv i BV eI B s ZF Al
& P/ES 2%
Physiological parameters in laboratory animals and  [Davies, B, Morris - iz Pharm Res 1993;10:1093- -
humans. T. 1095
Guidance for Industry: Drug Interaction Studies - - - AN U.S. Department of Health -
Study Design, Data Analysis, Implications for Dosing, and Human Services, Food
and Labeling Recommendations. Draft Guidance. and Drug Administration
Center for Drug Evaluation
and Research (CDER).
2012
Transporters and drug therapy: implications for drug |Ho RH, Kim RB. - AN Clin Pharmacol Ther -
disposition and disease. 2005,78:260-277
Effects of a concomitant single oral dose of rifampicin [Deng S, Chen X-P, - st Clinical Therapeutics -
on the pharmacokinetics of pravastatin in a two-phase, |Cao D, et al. 2009;31:1256-1263
randomized, single-blind, placebo-controlled,
crossover study in healthy Chinese male subjects.
Involvement of multiple transporters in the Kitamura S, Maeda - st Drug Metab Dispos -
hepatobiliary transport of rosuvastatin. K, Wang Y, et al. 2008;36:2014-23
An amino-terminal domain of the hepatitis C virus  |Failla C, Tomei L, - 24N J Virol 1995;69:1769-1777 |57
NS3 protease is essential for interaction with NS4A. [De Francesco R.
Incivek® (telaprevir) Prescribing label. Food and Drug - AN Accessed online at 5%
Administration. http://www.accessdata.fda.g
May 2011. ov/drugsatfda_docs/label/2
011/2019171bl.pdf
The diversity of proteolytic enzymes. In: Beynon RJ, |Neurath H. - 2N IRL Press at Oxford 2%

Bond JS, editors. Proteolytic enzymes: A practical
approach.

University Press, 1989:1-13
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Replication of subgenomic hepatitis C virus RNAs in alLohmann V, Korner AN Science 1999;285:110-113 |&%
hepatoma cell line. F, Koch J, et al.

Production of infectious hepatitis C virus in tissue Wakita T, M Nature Medicine P
culture from a cloned viral genome. Pietschmann T, 2005;11:791-796
Kato T, et al.
On the size of the active site in proteases. I. Papain.  |Schechter I, Berger AN Biochem Biophys Res 5%
A. Commun 1967;27:157-162
In vitro resistance studies of hepatitis C virus serine  |Lin C, Lin K, TN J Biol Chem P =
protease inhibitors, VX-950 and BILN 2061: structural{Luong YP, et al. 2004;279:17508-17514
analysis indicates different resistance mechanisms.
Identification and analysis of fitness of resistance Tong X, Chase R, st Antiviral Res 2006;70:28- 2%
mutations against the HCV protease inhibitor SCH Skelton A, et al. 38
503034.
Dynamic hepatitis C virus genotypic and phenotypic |Sarrazin C, Kieffer st Gastroenterology 5%
changes in patients treated with the protease inhibitor |TL, Bartels D, et al. 2007;132:1767-1777
telaprevir.
The emerging field of HCV drug resistance. Koev G, Kati W. AN Expert Opin Investig Drugs | 5%
2008;17:303-319
Preliminary study of two antiviral agents for hepatitis |Lok AS, Gardiner 24N New Engl J Med 2%
C genotype 1. DF, Lawitz E, et al. 2012;366:216-224
Morphologic evaluation of erythrocytes. Bell A 24N Clinical hematology: 2%
Principles, procedures,
correlations, 2nd ed. Stiene-
Martin EA, Lotspeich-
Steininger CA, Koepke JA
eds. Lippincott-Raven,
Philadelphia, Pennsylvania
1998;87-105.
Clinical Pathology Reference Intervals - Sprague- - 24N Bristol-Myers Squibb, Drug| %+
Dawley Rat. Safety Evaluation, DSE
Archive, New Brunswick,
New Jersey, Nov 2005.
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Clinical Pathology Reference Intervals - Dog. - st Bristol-Myers Squibb, Drug(Z#
Safety Evaluation, DSE
Archive, New Brunswick,
New Jersey, Nov 2006.
Clinical Pathology Reference Intervals - Cynomolgus - st Bristol-Myers Squibb, Drug| 2%
Monkey. Safety Evaluation, DSE
Archive, New Brunswick,
New Jersey, Sep 2007.
The Tg rasH2 mouse in cancer hazard identification. |Morton D, Alden 2N Toxicol Pathol &
CL, Roth AJ, et al. 2002;30:139-146.
Historical background data in CB6F1-Tg-rasH2 mice |Kanno H, M J Toxicol Pathol 5%
and CB6F1-nonTg-rasH2 mice over a 26-week Tanakamaru Z, 2003;16:267-274.
experimental period. Ishimura Y, et al.
Spontaneous tumor incidence in rasH2 mice: Review [Nambiar PR, 2N Toxicol Pathol 5%
of internal data and published literature. Turnquist SE, 2012;40:614-623.
Morton D
CB6F1-rasH2 mouse: overview of available data. Usui T, Mutai M, W Toxicol Pathol 5%
Hisada S, et. al. 2001;29(Suppl.):90-108.
Detection of carcinogenic potential of Mutai M, Sano F, M Toxicol Pathol 2%
diethylstilbestrol and N-Methyl-N-Nitrosourea by the |Kusakabe M, et al. 2001;29(Suppl.):198-322
alternative testing model using Tg-rasH2 mouse. In, (240-241).
Appendix I: ILSI Alternatives Methods for
Carcinogenicity Testing Workshop Poster Abstracts.
The relationship among microsomal enzyme induction| Amacher DE, 2N Food Chem Toxicol 2%
liver weight and histological change in rat toxicology |Schomaker SJ, 1998;36:831-839.
studies. Burkhardt JE.




FAFTTLEL 1.12 ZMITEH—FE Page 19
F5Hh ERAGAER SR &
5.2 R TR
IR (5 A b % RREGHIT | LB |Bies B
F 7 RSN 25
5.2 R BT 2k - - -
53.1 A S R
53.1.1 IAFT ATV T 4 (BA) iRBRHGE
WNERE |2 A v % B ES TSI ES TR T 2T 555 A/
Fy PRS- 2#E
5.3.1.1.1 Al447008: Bioavailability of two tablet formulations Zﬁ H M FLEPN R wh
of BMS-650032 relative to capsule and effect of a ~
high fat meal on the pharmacokinetics of BMS- 2* EE' A
650032 administered as the *D tablet in
healthy subjects
53.1.1.2  |AI447024: Study of the Bioavailability of 4 Test 200+ 7 2N TN AT
Formulations of BMS-650032 Relative to the BMS- ~
650032 Reference Tablet in Healthy Subjects 20l$| A
53.1.1.3  |AI447027: Study of the Absolute Oral Bioavailability 20041 7 VST TN AT
of BMS-650032 in Healthy Subjects ~
20l 1
53.1.1.4  |AI447043: Study to Assess the Effect of a High-Fat 200+ 7 VST FEN AT
Meal on the Bioavailability of the 100 mg Soft ~
Capsule Formulation of Asunaprevir in Healthy Adult 20. El H
Subjects
53.12 HEBARRBR K AR5 (BE) R s &
47 L)
53.13 In Vitro-In Vivo B 2 #fi5f U 7 iR s &

@472 L)
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53.1.4 AW S OB b o AT TE AR R o
RITERE (71 Fv 22 KR ERIT R [oha ]
F /S 5%
53.14.1 |_ Quantitative determination of BMS- 2 H K23y PR A
650032 in human plasma by LC/MS/MS ~
20011
53.14.2 |_ Quantitative determination of BMS- ﬂf_ﬁl H o N B2
650032 in human plasma by LC/MS/MS ~
200415
-~ ddendum 1 . 20l A AN FEPN R P
200415
- - ddcndum 2 % EE AN FHPN R Bl
20l 1
- - ddcndum 3 L R B E TP FFAt
200l 1
-~ ddcndum 4 B E FENES AW R F A
205 1
53143 [N validation of a Method for Analysis of 200+ TS R A
[14C]-BMS-650032 in Human Plasma by AMS in =~
Support of an Absolute Bioavailability Study 2(IEI H
: Amendment 1 - AN RN FFAm
: Quantitative determination of BMS- % EE AN FHPN R Rl
790052, BMS-650032, K  Gzcz -~ Il ~
in human plasma (EDTA) by LC/MS/MS 2004 A
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T ddendum 1 e B B AN N P
2004 A
M ddendum 2 B B B AN N S
200415
53.1.4.5 |_ Assay Validation Report: Quantitative Mﬂ 2N P B2
Determination of BMS-790052, _ BMS- [and _
650032 and [N (2nd its Metoborice, [N | 204 A
) in human Plasma (EDTA) by LC-MS/MS.
: Addendum 01 B E E 2N P i
I E ¥
53146 | 8MVs-650032: Quantitative e E K YEsT R A
determination of protein binding of BMS-650032 in ~
human plasma by LC/MS/MS 200+l 1
53.1.4.7 M icthod Validation Report i EE B 1ok P B2 i
Quantitation of Ribavirin in Human Plasma via HPLC _ ~
with MS/MS Detection 20l A
M ~ddendum 01 % EE AN FL PN P
M 2ddendum 02 5 E B 24N R B2
o ER
M ~ddendum 03 20+ A AN N P
200+l
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53.14.8 Quantitative Electrochemiluminescent Assay (ECLA) ﬂf_ﬁl H o N B2
Method Validation for the Determination of ~
Peginterferon Alfa-2a in Human Serum 2(I E. A
Cross-Validation Study B E B 2N PN Bl
200+l A
Bridging Study = D R #FAt
Qualification - New Lot of Chicken anti-IFN alpha2b- ~
Sulfo Tag. 200+ A
Amendments - AN FEH B2
53.1.49 Quantitative Electrochemiluminescent Assay (ECLA) 200+ 7 AN FEH B2 (i
Method Validation for the Determination of Pegasys ~
in Human Serum 200+ A
5.3.1.4.10  |Quantitative Electrochemiluminescent Assay (ECLA) AN R A
Method Validation for the Determination of
Peginterferon Alfa-2a in Human Serum
53.1.4.11 : Quantitative L2 FEPN R Al
Electrochemiluminescent Assay (ECLA) Method ~
Validation for the Determination of Pegasys in Human 2(I El H
Serum
5314.12 | Determination of Caffeine and 1,7- TN R A
Dimethylxanthine in Human Plasma by LC/MS/MS - _
(Addenda 1 - 6 inclusive in one pdf) - e E R
oy Kz )
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5.3.1.4.13 |_ Validation Report 2(I£_!5I H 2N R 2]
Quantitation of Citalopram in Human Plasma via ~
HPLC with MS/MS Detection 2(IEI H
M ~ddendum 01 200+ AN FLPN P
20015
M ~ddendum 02 i EE AN FLPN P
20015
[ - ~ddendum 03 X = FEEE TP FFft
200l
(- ~ddendum 04 % I I TP FFAt
53.14.14 |LC/MS/MS Analysis of Sertraline and BB EEE TN N B2
Desmethylsertraline in Human Plasma, Validation
Report (2(')
Validation Report Addendum (20.) B B 24N P B2
Validation Report Addendum 02 (20.) B B 2N P B2
Validation Report Addendum 03 (20l % E B VST T B
200l
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Analytical Report Addendum (20l 200+ H st R wEAth
Analytical Report Addendum 1 v2 (20l 200+ st R i
200+ A
5.3.1.4.15 |_ Quantitation of norelgestromin in human 2(IEI H TN N B2
plasma via HPLC with MS/MS detection ~
200+ A
M ~ddendum | i EE AN N A
I N -
B 2ol
M A ddcndum 2 i EE AN FEPN R A
N ~ddcndum 3 200+ AN N S
N A ddondum 4 B EE AN PN A
‘=: History - - st LA A
53.1.4.16 : Quantitation of 17a-ethinyl estradiol and|_,_m A TN N B2
norgestrel in human plasma via HPLC with MS/MS _ ~
detection and | 20+l A
M ~ddendum | 20+ H M4+ PN A
N ..
]
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T ~ddcndum 2 200+ A TN N B2
M ~ddcndum 3 B B B AN N A
200+l A
M- 2 ddcndum 4 200+ A TN N B2
M- A ddcndum 5 200+ A TN N B2
T History 2N N B2
5.3.1.4.17  |Quantitation of Norethindrone and Ethinyl Estradiol in B E B AN N A
Human Plasma via HPLC with MS/MS Detection ~
2004 A
Method Report 2('EI H TN N B2
Addendum 1 0 EEREE R BT
Addendum 2 0 EEREE R =Tl
5.3.14.18 |_ : Quantitative determination of 2('EI A o N B2
midazolam and metabolites (I’ -hydroxymidazolam ~
and 4 hydroxymidazolam) in human plasma by 2(l EI H
LC/MS/MS
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: Memorandum AN P P
: Amendment 1 AN P A
: Addendum 1 M4k PN B2 ]
M~ ddcndum 2 AN N Bl
5.3.1.4.19 : Method Validation Report AN RN i
- Quantitation of Digoxin in Human Plasma via
HPLC with MS/MS Detection
T - ddicndum | AN FHPN R EREi]
53.1420 | Quantitation of Omeprazole, Omeprazole AN R H A
Sulfone, and 5-Hydroxyomeprazole in Human Plasma
via HPLC with MS/MS Detection (Amendments 1 - 3 _
and Addendum 1 - 5 included in one pdf)
531421 | Determination of Dextromethorphan, TN FHPN TR Bl
Dextrorphan, 3-Methoxymorphinan, and 3-
Hydroxymorphinan in Human Plasma by LC/MS/MS
with Amend 01 and Addend01 to 08 inclusive in one
pdf)
531422 | Quantitation of Rosuvastatin in Human AN FEN Bl
Plasma via HPLC with MS/MS Detection
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T A ddcndum 1 2N N B2
5.3.1.4.23 |_ Quantitation of Losartan and - in 24N N B2

Human Plasma via HPLC with MS/MS Detection

M A ddcndum 1 2N N B2
5.3.1.4.24 |_ Quantitative determination of BMS- AN PN A

650032 in human urine by LC/MS/MS

- - ddcndum 1 o R B2
5.3.1.4.25 : RIA Analysis of Digoxin in Human AN R A

Urine

T 2 icndum | TN FHPN TR EREi]

T . icndum 2 24N FEPN P
53.1.426 |Summary Report for IIIEIN: IL28B ASSAY. NZIN TN AT
5.3.1.4.27 |Method Validation Summary Report: Quantitative st FEN TR B (i

Measurement of Interferon-Gamma-Induced Protein-

10 (IP-10) in Human Serum by Using BD Cytometric

Bead Assay (CBA) in Conjunction with the BD

FACSArray Flow Cytometer

532

b b AERGUE 2 7SR B RE BRI O AR BR R s



FAFTTLEL 1.12 ZMITEH—FE Page 28
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53.3.1.1 AlI447001: Placebo-controlled, single ascending dose 2 H 5T LY BRI
study to evaluate the safety, tolerability and -, - ~
pharmacokinetics of BMS-650032 in healthy subjects 2('EI H

B EE VAT FRRER A
200+l A
B E FEEER e A

53.3.1.2 Al447003: Placebo-controlled, multiple ascending
dose study to evaluate the safety, tolerability, and
pharmacokinetics of BMS-650032 in healthy subjects

53.3.13 Al447005: A Randomized, Placebo-controlled, Single
and Multiple Ascending-Dose Study to Evaluate the ~

Safety, Tolerability, and Pharmacokinetics of BMS- 2(IEI H
650032 in Healthy Male Japanese Subjects; Part A:
Single-Dose, and Part B: Multiple-Dose

53.3.14 AT447010: Pharmacokinetics and metabolism of i NG EE B 2N N B2
['“C]BMS-650032 in healthy male subjects I ~
20015
533.1.5  |AI447030: Final Clinical Report. Open-label, . 2ol A 2N TN AT
Randomized, Single- and Multiple-dose, Cross-over -, - ~
Study to Evaluate the Safety, Tolerability, and 20l$l H

Pharmacokinetics of the Soft-capsule Formulation of
Asunaprevir at 2 Dose Levels in Healthy Chinese and
Caucasian Subjects Residing in the United States
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53.3.2.1 AlI447002: Placebo-controlled, single ascending dose _ 200841 H 75T PN B
study to evaluate the safety, tolerability, -, - ~
pharmacokinetics, and antiviral activity of BMS- 2008471
650032 in subjects chronically infected with hepatitis
C virus genotype 1
53322  |Al447004: Double-blind, placebo-controlled, multiple |— 200941 H TSN TR A
ascending dose study to evaluate the antiviral activity -, - ~
and safety, tolerability, pharmacokinetics of BMS- 20094121
650032 in subjects infected with hepatitis C virus
genotype 1
53.3.3 PN IR PR BE IR 2 R L 72 PR S 35
WA |54 Fb TE B e 1 M S T i s E
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5333.1  |Al447012; Multiple-Dose Pharmacokinetics of BMS- _mﬂ Tz FIRTSE LA
650032 in Subjects with Hepatic Impairment -, - ~
Compared to Healthy Subjects 2" EI H
53332  |Al447033: Open-Label, Parallel Group, Multiple Dose|_,_m RS N AT
Study to Evaluate the Pharmacokinetics and Safety of -, - ~
Asunaprevir in Subjects with Renal Function 2" EI A
Impairment
53.3.4 SMAIPEELA Z it L 72 PR i 35
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5334.1  |Al447007: Study to evaluate the cffect of BMS- T T RS TN e
650032 on the pharmacokinetics of the CYP3A4 ~
probe midazolam given orally in healthy subjects ﬂ'&l A
53.3.4.2 AlI447009: Open-label, randomized, multiple dose, I R N EE 24N R B2
drug-drug interaction study to assess the ~
pharmacokinetics and safety of BMS-790052 and 20l 0
BMS 650032 co-administered in healthy subjects
53343  |Al447015: A Study of the Effect of Concomitant 200+ ZN TP AT
Administration of BMS-650032 on the ~
Pharmacokinetics of Rosuvastatin and the Effect of a 2(l ¢I A
Light Meal Compared to a Standard Meal on the
Pharmacokinetics of BMS-650032 in Healthy Subjects
53.3.4.4 AT447014: Effect of Ketoconazole on the i EE 2N P B2
Pharmacokinetics of BMS-650032 in Healthy Subjects ~
2001
53345  |Al447018: Study to Evaluate the Effect of Rifampin 200+ H YEsT RARET AT
on the Pharmacokinetics of BMS-650032 in Healthy ~
Subjects 204 A
53346  |Al447019: Effect Of BMS-650032 On The X E TR BT
Pharmacokinetics Of A Combined Oral Contraceptive ~
Containing Ethinyl Estradiol And Norgestimate (Ortho 2" EI A
Tri-Cyclen®) In Healthy Female Subjects
53347  |Al447020: Effect of Concomitant Administration of |__- % EE EREER A BT
BMS-650032 on the Pharmacokinetics of Midazolam, ([l ~
Losartan, Omeprazole, Dextromethorphan, and 2" EE. A
Caffeine in Healthy Subjects by Administration of a
Metabolic Cocktail
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533438

Al447021: Open Label Study to Assess the Effect of

BMS-650032 on the Single-Dose Pharmacokinetics of -

the P-gp Probe Substrate Digoxin in Healthy Subjects

53.3.49

Al447032: A Phase 1, Open-Label, Single-Sequence
Study to Evaluate the Effect of

Asunaprevir on the Pharmacokinetics of Escitalopram
or Sertraline and to Evaluate the Effect of
Escitalopram or Sertraline on Asunaprevir
Pharmacokinetics in Healthy Subject

5.3.3.4.10

Al447039: Final Clinical Study Report: A Phase 1
Open-Label Study to Assess The Effect of
Combination of Daclatasvir and Asunaprevir on The
Pharmacokinetics of a Combined Oral Contraceptive
Containing Ethinyl Estradiol and Norethindrone
Acetate in Healthy Female Subjects

5.3.3.4.11

Al447040: A Phase 1 Open Label Study to Assess the
Effect of the Combination of Daclatasvir and
Asunaprevir on the Single-Dose Pharmacokinetics of
the P-Glycoprotein Probe Substrate Digoxin in
Healthy Subjects

5.3.3.4.12

Al447038: Final Clinical Study Report: A Phase 1,
Open-Label, Drug-Drug Interaction Study between
Methadone and Asunaprevir, and between
Buprenorphine/Naloxone and Asunaprevir
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53.3.52 Population Pharmacokinetic (PPK) Analaysis for I - - PN A
Asunaprevir (BMS-650032) in Japanese Subjects with
Chronic Hepatitis C

5.3.3.53 Exposure-Response Analysis for Asunaprevir (BMS- - - PR R
650032) and Daclatasvir (BMS-790052) in Japanese
Hepatitis C Virus Infected Subjects

53.4 WERSR 1% (PD) B E
53.4.1 FERREAIR 12 35 1T 2 PDakR K% O'PK/PD i #t 15 &
R |74 Fv E= TR | |Gk E
FH 7 RSN 2=
53.4.1.1  [A1447025: A Randomized, Double-Blinded, Positive- P A RizZaS LA g
Controlled, Placebo-Controlled, Parallel Group -, - ~
Nested-Crossover Study to Determine the 2" E. A
Electrocardiographic Effects of BMS-650032 in
Healthy Subjects
5342 BHE BT 5 PDRER K& UPK/PDRRBR 15
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5.3.5.1 I RH 9~ 20 SE IS B4 2 Heigors IRGBR iy &
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53511  |Al447016: A Phase 2a/2b Study of BMS-650032 in _‘ 201042 TN TN S
Combination with Peginterferon Alfa-2a (Pegasys®) - ~
and Ribavirin (Copegus®) in Treatment-Naive 20124104
Subjects with Genotypes 1 and 4 Chronic Hepatitis C
Infection
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53521  |Al447026: A Phase 3 Japanese Study of BMS-790052 _’-= 201241 /] i TN 27
plus BMS-650032 Combination Therapy in Chronic - ~20134F6H

Hepatitis C Genotype 1b Infected Subjects Who are
Non Response to Interferon plus Ribavirin and
Interferon Based Therapy Ineligible naive/intolerant

53.522  |Al447017: A Phase 2a study of BMS-790052 and |__- 201044 H ~  [ERN TR A
BMS-650032 in Combination Therapy with Japanese - 201245 H

Subjects with Genotype 1 Chronic Hepatitis C (HCV)
virus Infection

53.523  |AI447011: Parallel, Open-Label, Randomized, |_ 20094E 127 ~  [¥iEs+ TR A
Multiple-Dose Study to Evaluate the Safety, - Z(IEI H
Pharmacokinetics and Pharmacodynamics of BMS- (F—H_X—
790052 and BMS-650032 in Combination in Null AB v )

Responders to Standard of Care Infected with Chronic
Hepatitis C Virus Genotype 1
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53.53.1 SCE Appendix Bristol-Myers 20l 7 NS [FEP R -
Squibb Company

53532  |SCS Appendix Bristol-Myers i B NS LR -
Squibb Company

5.3.53.3 Resistance Report Bristol-Myers - WAL [FEN R -
Squibb Company
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Abbott RealTime HCV Genotype II in vitro reverse - - - Abbott; Jun-2013. -
transcription-polymerase chain reaction (RT-PCR)
assay.
Al444089 Clinical study Report: Treatment patterns, - - - Bristol-Myers Squibb -
tolerability issues, and treatment-related burden among Company; 2013.
patients with hepatitis C in Japan.
Determinants of response to triple therapy of Akuta N, Suzuki F, - - Journal of Medical -
telaprevir, peginterferon, and ribavirin in previous Seko Y, et al. Virology. 2012; 84: 1097-
non-responders infected with HCV genotype 1. 1105.
HCV RESPOND-2 final results: high sustained Bacon BR, Gordon - - 61st Annual Meeting of the -
virologic response among genotype 1 previous non- |SC, Lawitz E, et al. American Association for
responders and relapsers to peginterferon/ribavirin the Study of Liver Diseases
when re-treated with boceprevir plus peglntron (AASLD 2010); 29-Oct to
(Peginterferon alfa-2b)/ribavirin. 02-Nov-2010; Boston, MA;

Abstract 216.
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Response-guided therapy (RGT) with boceprevir
(BOC) + peginterferon alfa-2b/ribavirin (P/R) for
treatment-naive patients with hepatitis C virus (HCV)
genotype (G) 1 was similar to a 48-wk fixed-duration
regimen with BOC + P/R in SPRINT-2.

Bronowicki J,
McCone J, Bacon
BR, et al.

61st Annual Meeting of the
American Association for
the Study of Liver Diseases
(AASLD 2010); 29-Oct to
02-Nov-2010; Boston, MA;
Abstract LB-15.

Losartan is a Substrate of Organic Anion Transporting |Colleen Ann Flynn, FASEB J. April 2010 24 -
Polypeptide 2B1. Bruno A (Meeting Abstract

Hagenbuch and Supplement) 758.2

Gregory A Reed.
Telaprevir, peginterferon alfa-2a and ribavirin Everson GT, 60th Annual Meeting of the| -
improved rates of sustained virologic response (SVR) |Dusheiko GM, American Association for

in "difficult-to-cure" patients with chronic hepatitis C
(CHC): a pooled analysis from the PROVE 1 and
PROVE 2 Trials.

Ferenci P, et al.

the Study of Liver Diseases
(AASLD 2009); 30-Oct to
01-Nov-2009; Boston, MA;
Abstract 1565.

Genetic variation in IL28B predicts hepatitis C

Ge D, Fellay J,

Nature 2009; 461: 399-401.

treatment-induced viral clearance. Thompson AJ et al.
Guidance for Industry: Drug Interaction Studies - - U.S. Department of Health -
Study Design, Data Analysis, Implications for Dosing, and Human Services, Food
and Labeling Recommendations. Draft Guidance. and Drug Administration
Center for Drug Evaluation
and Research (CDER).
2012.
Impact of Aging on the Development of Hamada H, Cancer. 2002; 95: 331-339. -

Hepatocellular Carcinoma in Patients with
Posttransfusion Chronic Hepatitis C.

Yatsuhashi H, Yano
K, et al.

Efficacy and safety of telaprevir, a new protease
inhibitor, for difficult-to-treat patients with genotype 1
chronic hepatitis C.

Hayashi N,
Okanoue T,
Tsubouchi H, et al.

Journal of viral hepatitis.
2012; 19: e134-e142.
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Genetic polymorphisms of uptake (OATP1B1, 1B3)
and efflux (MRP2, BCRP) transporters: implications
for inter-individual differences in the
pharmacokinetics and pharmacodynamics of statins
and other clinically relevant drugs.

Ieiri I, et al.

Expert Opin Drug Metab
Toxicol. 2009 Jul;5(7):703-
29

Effect of interferon therapy on hepatocellular
carcinogenesis in patients with chronic hepatitis type
C: A long-term observation study of 1,643 patients
using statistical bias correction with proportional
hazard analysis.

Ikeda K, Saitoh S,
Arase Y, et al.

Hepatology. 1999; 29(4):
1124-1130.

The rs8099917 polymorphism when determined by a
suitable genotyping method is a better predictor for
response to pegylated alpha interferon/ribavirin
therapy in Japanese patients than other single
nucleotide polymorphisms associated with interleukin-
28B.

Ito K, Higami K,
Masaki N, et al.

J Clin Microbiol 2011; 49:
1853-1860.

Telaprevir for Previously Untreated Chronic Hepatitis
C Virus Infection.

Jacobson IM,
McHutchison JG,
Dusheiko G, et al.

The New England Journal
of Medicine. 2011;
364(25): 2405-2416.

Natural History of Compensated Cirrhosis in the Child
Pugh Class A Compared Between 490 Patients With
Hepatitis C and 167 With B Virus Infections.

Kobayashi M, Ikeda
K, Hosaka T, et al.

Journal of Medical
Virolology. 2006; 78: 459-
465.

Telaprevir with peginterferon and ribavirin for
treatment-naive patients chronically infected with
HCV of genotype 1 in Japan.

Kumada H, Toyota
J, Okanoue T, et al.

Journal of Hepatology.
2012; 56: 78-84.

Long-Term Treatment of Chronic Hepatitis C with
Glycyrrhizin [Stronger Neo-Minophagen C (SNMC))]
for Preventing Liver Cirrhosis and Hepatocellular
Carcinoma.

Kumada H.

Oncology 2002; 62(suppl
1): 94-100.

IP-10 predicts viral response and therapeutic outcome
in difficult-to-treat patients with HCV genotype 1
infection.

Lagging M, Romero
Al, Westin J, et al.

Hepatology 2006; 44: 1617-
1625.
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Sustained viral response (SVR) rates in genotype 1
treatment-naive patients with chronic hepatitis C
(CHC) infection treated with vaniprevir (MK 7009), a
NS3/4A protease inhibitor, in combination with
pegylated interferon alfa-2a and ribavirin for 28 days.

Manns MP, Gane
EJ, Rodriguez-
Torres M, et al.

Program and abstracts of
the 61st Annual Meeting of
the American Association
for the Study of Liver
Diseases (AASLD 2010);
29 Oct to 02-Nov-2010;
Boston, MA; Abstract 82.

Virological analysis of patients receiving telaprevir
administered q8h or q12h with peginterferon alfa 2a or
-alfa-2b and ribavirin in treatment-naive patients with
genotype 1 hepatitis C: study C208.

Marcellin P, Forns
X, Goeser T, et al.

60th Annual Meeting of the
American Association for
the Study of Liver Diseases
(AASLD 2009); 30-Oct to
01-Nov-2009; Boston, MA;
Abstract 194.

Pharmacokinetics and Pharmacodynamics of Three
Moxifloxacin Dosage Forms: Implications for
Blinding in Active-Controlled Cardiac Repolarization

Mason JW, Florian
JA, et al.

J Clin Pharmacol. 2010;
94(1)50:1249-1259.

Peginterferon alfa-2b or alfa-2a with ribavirin for
treatment of hepatitis C infection.

McHutchison JG,
Lawitz EJ,
Shiffman ML, et al.

The New England Journal
of Medicine. 2009; 361:
580-593.

PROVE 3 Final Results and 1-Year durability of SVR
with telaprevir-based regimen in hepatitis C genotype
l-infected patients with prior non-response, viral
breakthrough or relapse to peginterferon-alfa-2a/b and
ribavirin therapy.

McHutchison JG,
Manns MP, Muir A,
et al.

60th Annual Meeting of the
American Association for
the Study of Liver Diseases
(AASLD 2009); 30-Oct to
01-Nov-2009; Boston, MA;
Abstract 60.

Influence of Chronic Hepatitis C Infection on
Cyotchrome P450 3A4 Activity Using Midazolam as
an In Vivo Probe Substrate.

Morcos PN,
Moreira SA,
Brennan BJ, et al.

Eur. J Pharmacol. June 14,
2013, ePub ahead of print.

Sustained Virologic Response to Antiviral Therapy for
Chronic Hepatitis C Virus Infection: A Cure and So
Much More.

Pearlman BL, Traub
N.

Clinical Infectious
Diseases. 2011: 52(7): 889-
900.

Boceprevir for untreated chronic HCV genotype 1
infection.

Poordad F, McCone
J, Bacon BR, et al.

N Engl J of Med, 2011;
364:1195-1206.
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Interferon (IFN)-gamma-inducible protein-
10:Association with histological results, viral kinetics,
and outcome during treatment with pegylated IFN-02a
and ribavirin for chronic hepatitis C virus infection.

Romero Al,
Lagging M, Westin
J, et al.

J Infectious Dis 2006; 194:
895-903.

Ursodiol Use Is Possibly Associated with Lower
Incidence of Hepatocellular Carcinoma in Hepatitis C
Virus-Associated Liver Cirrhosis.

Tarao K, Fujiyama
S, Ohkawa S, et al.

Cancer Epidemiology,
Biomarkers & Prevention.
2005; 14(1): 164-169.

Ethnic Variability in the Plasma Exposures of
OATPI1B1 Substrates Such as HMG-CoA Reductase
Inhibitors: A Kinetic Consideration of Its Mechanism.

Tomita Y, Maeda
K, Sugiyama Y.

Clin. Pharmacol. Ther.
2013; 94(1):37-51.

U.S. Department of Agriculture, Agricultural Research
Service. 2010. USDA National Nutrient Database for
Standard Reference, Release 23.

U.S. Department of Health and Human Services-Food
and Drug Administration-Center for Drug Evaluation
and Research (CDER). Pharmacokinetics in Patients
with Impaired Renal Function - Study Design, Data
Analysis, and Impact on Dosing and Labeling. Draft
Guidance, March 2010, Revision 1.

United States Department of Health and Human
Services, Food and Drug Administration, Center for
Drug Evaluation and Research (CDER). Guidance for
Industry Chronic Hepatitis C Virus Infection:
Developing Direct- Acting Antiviral Agents for
Treatment. September 2010.

United States Department of Health and Human
Services. Advisory Committee Briefing Document for
NDA 201-917 Telaprevir 375 mg tablets.

Available at
www.fda.gov/downloads/A
dvisoryCommittees/Commit
teesMeetingMaterials/Drug
s/AntiviralDrugsAdvisoryC
ommittee/UCM252561.pdf
- Accessed on 09-Jul-2013.
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United States Food and Drug Administration, Center
for Drug Evaluation and Research: Medical review for
Telepravir (Incivek) New Drug Application:

Available at
www.accessdata.fda.gov/dr
ugsatfda docs/nda/2011/20
19170rig1s000MedR.pdf -
Accessed on 09-Jul-2013.

Physiologically based pharmacokinetic modeling to
predict transporter-mediated clearance and distribution
of pravastatin in humans.

Watanabe T, ct al.

J Pharmacol Exp Ther.
2009 Feb;328(2):652-62.

World Health Organization. Hepatitis C. Fact sheet
Number 164. July 2012.

http://www.who.int/mediac
entre/factsheets/fs164/en/

Genetic variability in CYP3AS5 and its possible
consequences.

Xie, HG et al.

Pharmacogenomics
2004;5(3):243-272

Interferon Therapy Prolonged Life Expectancy Among

Yoshida H,

Gastroenterology. 2002;

Chronic Hepatitis C Patients. Arakawa Y, Sata M, 123: 483-491.
et al.
National Prevention of Hepatocellular Carcinoma in  |Yoshizawa H, Intervirology. 2006; 49: 7- -
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