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tBHO| AL CHAE 7HE 0| Us oAb | CHEEIEIAHIE + OffLIZYHIERE 24F7 X =&
HCV Genotype 1
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CIE2ELAHIZ + AZTABHIZZ 1257t X2
CHAMS 2GR (Child-Pugh A) Rt
HltHgg ﬁ@tﬂ(Ch//d—PughB ——,é_l_g C) %Xl’ Ef%EfEfﬁtﬂﬁ + AIA H|E + E|H|'H|E|OE
7t O|Al & &R} 12528 X =
HCV Genotype 39
2tAHO0| 9= =R} CIECEIAHIZE + AZABEHIZEZ 12F7 X &2
ofabd 744 tﬂ(Ch//d-Pugh A Z2 H|ChaA
LHH (Child-Pugh B 22 () Bt CERlEtAH|I 2 + AZAHHIZ 4+ 2|HHH|2IoZ
123 K&z

a) O ofat oteLimH|2o] FERHYNAM X2 FHO| f7Lt K2 HCV ZERHOMN XoiM Xz Zd=o|l gl oo
HIOQHHE Lot X 2|HH| 22 X|=20f| Hufjeh BHAf.

by O ofif ~mASHZ@EHHZ HEH J2glo)el HEQHM Xz Zgol 7Lt HIUHIE Lot 3! 2[HHHZ E=
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H 2. Child-Pugh B =& C ZHEH Z2 0|4
7tol Ez2tol

Z ExoflM o] <

2l ofnf HE OIS P 2HpH|R0| 8

2|HHH| 2l 8% 7to|=2fel*

sl2=2
> 12 g/dL
> 10 oM < 12 g/dL
> 85 O|AM <10 g/dL
< 85 g/dL
AOtE|H S2[ofEH A
> 50 mL/min

>30 O|A& < 50mL/min
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=4

< 30mL
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19 600 mg
12 400 mg
12 200mg
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O et AEZALH 20| HEQH:
@ tdHol = & 1a¥ HCV EHXHALLY-12F ALLY-2 YAMAIE)0AM M28, L31, Q30 =+ Y93
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449 Z7H 2t A Al™ (HALLMARK DUAL [Al447028], HALLMARK NIPPON [Al447026], Al447017,
Al447011)01A 918E2| Thd Cd 7t OHYAE HY2Z O] 2f 60mg 1Y 122 OfLizefH| 29|
HE FOAIQl HHdES BIISIIULCL AlHOML X|27|7H S 24FJUCE 71 Bl OS2
(HlE 10% O|4) F&(15%) X HZE(12%) UL CHEES| O|¢HtEe =

CHANREO| 6%7F ZHCHSH O|AHE2  (serious adverse event, SAE)S ZAESICUCL AKX T 3%=
OlgttseE QIsto] Al HOE FXISIRULCE Al &0 L2 Of HIHSE O|MEFE 2 ALT
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E0| Xz ™ol g=
oA

N
ot
N

N
bal
E

= o
(alanine aminotransferase) &% 3 AST (aspartate aminotransferase) 50|
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=gt ALT &5(7%), AST &5 (5%)
a. YNNI TEIOZ A3 X B BH JH540| AZ H(possibly related) 22 HCHEIYOD, 918HO| HAXE 4oz
OffLimH| 29t 0] 42 HE Fojgh AMAIHOIM LMEIZI}F X4 5% O[40[% PN

HALLMARK NIPPON, Al447017, Al44701101M2| E%t Xt=) BHAtO| 5% O|THOfA gf
Ento] MHA ola TA HIto| 2Hsto] 7| XSHRALCEH

o o 1 12 60mg= HESX| = =)
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HCV ZY 2tAtES UYLz 0] o2 E8F0 Al 2EE 3-455 2gd A ol &S WESHY

H 40| LtEFLHRALCY.

H 4. 0] &2 CIE A7 A4S1t HEA| 3-455 AN AL o[

3-4 S AEA AAMK o] UME
Ct22tEfAH|Z Y Ct22tEfAHIZ o
nji2fHE 2 Of=LtZH| =P AEAHH|Z (+ Z|HFH|Z)C

n=918 n=679
Sl2=24l <1% 1% ©
ALT &5 (251 x  ULN) 4% <1%
AST A5 (251 x  ULN) 3% <1%
= 2|28 57t (22.6 x ULN) <1% 3%d

b 2&AIE HALLMARK DUAL, HALLMARK NIPPON, Al447017, Al447011 22 E2| &8 X
¢ AIE Al444040, ALLY-3, ALLY-2, W ALLY-12] &% XtE. 679Y2| BXE F, 203H(E0%)2 EHAZE 0] & A AXARH|IZ20|
F7t2 ZiHiH[2lE ROSHRIC 2|HH|2 §lo] O] ofnf AZARHEE B 2

LIERH SHRbE giRiCh

= HAM

o5t SHAFS £ Grade 3/4°| s|ZZEul H3IE

d OIEIAILIHIZZ HE S0{stn QU= HIV SA| 29 X £ 2lHiH|2lS B8 £0jstn U AN EE HITHAY 7HAHMS
= 0|4 & BIXIO|MTE Grade 3/42] & 2|24l AHS0| BHAE|QICH
4) ANE = AR B
@ CFd ZHHEIEE ZE): Oty ZE0| LIEHE 5= e8 =z AMEohA ZHESICH Ohy =4Ol ot
S0 2HEE|H, O] 2ol Fo Fttunt 22 MHEDH ZX[E SiCt
Q@ EArfZAFTEIzs ZE) dATAAFTO| LEE £+ ooz FI|FQ MM ZHAE Sl
MESSHA 2HESHCE DHeF O|AH0| RHEE|H, O ol F0f Fhtnp 22 HASH =X|E BtCt
UHtY F9|
1) Yt
@® 7t4H0| U= SRS 3™ U Chlid-Pugh Co| H|CHAMY 74Ol A FEAA 1 X0 A Q]
AEE Moo XXl X[27|7H0| CHet BIte WE(X| AQULCEH
@ Child-Pugh C Zt4®0| Q&= 2HXE: Child-Pugh C ZHERO| s HXHO|| CHEE HCV 2 X|IZO0f A
O] 2o OtMAM S8 5 Me QAAMAIE ALLY-1 (Al444215, O] & + AZTAHHIZ 4 Z|HH|ZE

1237 Fo)oM ZHEER2LE, SVR12 H[E2 Child-Pugh C SHXIO|AM  Child-Pugh A % B
ghxtol M 2ot o ZUCE FPAE 1" SXO|AM SVR12 H|E2 Child-Pugh C  2HAHOI|A]
50%(5/10), Child-Pugh A 3! B 2tXIOIM Z2F 91%(10/11), 92%(22/24) O| ALt

® CHE2EfAH|Z29| THX|E: O|T0| NS5A AXMA O ==& Zo| UAes LAt CHS MX|E K2
YREM O] 4o Rrd2 YK UL

C
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HCV RTXE 1-4H0|NM CHEtEtAHIZ2 Wd MZZ|8 SRITH AJAEO|A
MERSEO] NS5AS| N-ZEF 100 OfO|lit £ YO3HZt RTEXE 1bHOM
giHs| EEEE LM X|2hel gtoof, SMXAE 1aYoA HIES] REE Y XE 2s M28T,
L31V/M, Q30E/H/R, Y93C/H/N RCh |EXE 1bY0A olzfst X2 =2 $£FQ LA (L31y,
YO3HO| CHsl ECsp < 0.1 nM)S BRI, X 1a¥80ME &2 T2 LHAH(ECO| 350nM7HX)S
2L FAXNE 1b"HOM =2 T2 WHEEC, = 2416 nM)O| &= 7{o| otOjl4t X|=HL31V-
YO3H)Q| ZTO|M ZEEL|JCEL FTXH 22 X FHAE 3a90|M CHY ofo| =it KXot LIEHY =
74a LMol &t BOoIN= ZH2ZF F28S (ECso > 500 nM) R Y93H (ECso > 1,000 nM)SICH XY
a0l HIHS| ZEE|= NS5A X[=2 L31IMO[RULCL L3IIM2 /n vitrod| A LIEHSD SSEQ|
HEECsH = 44 nM)2 ERACH FTXH 4H0IM 30 X 939 ofOjict X|BHECs, <16 nM)O| S8HA|
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CFERIEfAH 2 U OfLfEH/Z: XtHE o St= 71X Q] NS5A oot Xzt (R CHY M)t
K2 d30tel Slatdg B st BME $HSHAICE NSSAQl |78 CtaMd2 XE-o| S0|xQl
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O] <«nt OofLIZHIEE HEFOT Ay 238 AlFN=90500N X|E2E2 HO| QiHLL Xz
420l Ues HCov [TXE 1b¥ CiaXto] st & =2AMZ1L o] b OfpLiZzH| 29
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AUCHAEE 20 XA ZaskRACH L4 2/34 AIFOAM L31F/I/M/NV EE YI3H SHECHEHO|
e CHARIO CHet ETHEl SVR HIE2 686/742(93%)Q BHH L31F/I/M/NV EE YI93H |ECHHEMS
Z4El CHARIO M= 48/119(40%) RCL.

ZIMel AAOIAM L31F/I/M/V B YO3H2| NS5A RAELCHEY YWHEZS 14%A20, 4%+ YI3H 8i0|
L31F/I/M/VBE, 10%= L31F/I/M/VEIO| YO3HE, 2|1 05% & L31F/I/M/V+Y93HE ZtEl HHO|2{ ALt
713 NS5A Q7|Mgol =olEl 127Ho| Hio|HASHE HIHXLS| 16%= L31F/I/M/NVEHS, 38%=
YO3HEHE, A2|1 2%+= L31F/I/M/V+Y93H RACE

LIEEIEfIAHE B 2 HEAZHZ- 7|X NS5A LY ZtH  HO|X|(Resistance-Associated Variants,
RAVs)= LCIHEEtEtAHIZ + AZEARHE 4/ Z[HH|ZIQ] AMAIRHOM S51H HEE|A2H,
SHAY 1" 2 2 11% (GT1a: 28, 30, 31, EE= 93; GT1b: 31 == 93), SHALYE 2 Z SN
50%(L31M), SHAME 3 ZEOA 8% (Y93H) X FTALA 4 ZHOM 71%(L28M &= L30R)RICE
[0 Z7|=% 7|XM NS5A RAVE JEAE 3d ZEOAMl YI3H RAVR 7HEHE 7t8l FREXA
1a8(3. ChE SXtole A3 fog A & HX)2 MASta (BHRIQ| 16/192 [8%]0AM 2EE)
EARHZ + CHEEIEIAHIZ +/- 2[HHH|EIE FOig &XtE2 &AX|g0| Fa3 JTsS O/X|X|
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NS5A RUCHAE0| U= &% dHO| gl= XM SVR12 HlE2 100%(11/110|M_r
HAB0| A= XM= 33%(2/6) O|ACE Z7|XM0| o2t SECIEEO| Q= AL, 72td8o| ¢
SEXIOA - SVR12 H[EE 99%(100/101)0|R{ 1, 7HEHO| QU= 2HXO|M=  88%(42/48) O| UL
FTAE 38 SHRRALLY-1, ALLY-2 S ALLY-3 &AM 2tE3H FFEQF 22310 71X 0| YI3He
NS5A FHACEEO| UE B SVRI2 HIE2 54%(7/13)0|CLt, 0|23t |ACIEMO| Qs B2
SVR12 H|E2 92%(148/161)0IRUCt. 7|X Y93H NS5A [HCHHO| s F2, UHEHO| Us
SHXLO A SVR12 H[E2 25%(1/4)0|14 0 2tEHO| Gl= 2HXI0|AM SVR12 HIE2 67%(6/9)0| ALt 7| %
Y93H NS5A /ULCIHEY0| Q= B% UEHO| U= XM SVR12 H[E2 70%(23/33)0|AULL
7+A0| ele EXHOIM SVR12 HIE2 98%(125/128)0|UCt AZEAERH|Z + CHEEIELAHIZ
2lHH[ZICE 1257t RO0IE 22 [FTXY 3¢ 4 X9 Z2 7IN0| YI3H RAVZE EXHSHK|
240, SVR ZAnts Hotet 2 Z

+
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Z 12130| (11M1E2 7| NS5A S NS3 AMEs ZQon, 10HL OfLYS) HIoO|HASHH

AIfA|Of LY 2t X[2HO| O] of Sl OfpLtmHIZ2 250 CHo| =HQIZ| AL NS5A-L31 X[ NS5A-
Y93H X[% 3! NS3-D168 X|2h2 SA|Of HIHHSHA £HEH(79% [95/121]) = AL

14182| SVR120| Z=ESHX| 2ot HCV FHAFE 1bd oA &, 118¥2 7|X S HO|ZHASHA
AHIfAI0] NS5A MEE =QISHRACE O 118FHL| A T 117H(99%)0A 414 NS5A OfO|L 4t
X|zto| BHEHESE FX])Z|ACE NS5A OfOjeit 22 131 3 v930iAQl LHM X|Eto| Al X|EHo
O£ =2(89%)2 AHX|SHRACH

H 5. X|& O|F NS5A OfO|:-iF X|gho 2t QA 24F O 34F A& B8 XI&E: 0] 2k} Of:LI=ZgH| 2
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NS5A |X| 28, 29, 30, 31, 32, 54, 58, 62, 930 A{2| X|Bk 99% (116)
L31:F I, L, M, V 67% (78)
P58: A, G, S 10% (12)
Y93: C, H, N 51% (60)
Y93H 50% (58)
131X % Y93X 28% (33)
L28M/T, P29S/AP, €Q54H, P32F/L/A, Q62D, = R30G/H/P/Q 10% 0|2t

a. X& L31F I, M, =& V % Y93H = N2 9|0|
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S62: L . . 10% (2)
Y93: C, H, N 17% (2) 0) 55% (11)
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in vitro NEOA O] F A L EX|S UHStE HCV SX TR (replicon)= QIE{HZ ot 3 NS3
Z2H|OFMLE NS5B 224 AHFet Z2 (w2 AE R H-mEAE) COHE XHE 7|8S
747 @ Hev XIZ2Hof tisiM e 2tHs| M8 RXISHAC
6. 4= MZHE
1) FMEHe=Z o &0 FEE & = Ues OIE L=
O] k2 CYP3A42| 7|HO|LC} MEfA, CYP3A4S| B8 =& 4% FEM= 0 o Y st
Xz 2IE A2 OFF &Xtols FOSHA] & A0 & 58 HXJAZ = UCH CYP3A42| Zoh
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St. John's wort MSZE20| ARE|X| S St | 0] 2t St. John's wort 2

(Hypericum John's wort0f 9/8f CYP3A4 CYP3A4 EI1|°| HEEZ 571 (2. t2
perforatum) FE7f O&E. Shxtofl = SHA| 2 A & )

| CHEElEIAH| 2
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ofE H2HE Ald Zo =" o] ofif OfLiZHZ, HIZL=2E, MOZRAEE,
HAAEZEE, OlE[2 OAESCE+-EAHLEMOIE, OEZ WIiEEPEI%HcEOﬂE' £
OtME[O|E, =H2E|E, OjEt=E, B+ O0EE, M=Z2tE, HIAHEHE Lo, 2[HfH|E,

AlHZ2HZ, 2EZARH|E, EfEEEI—?—i, Hi-ZH 2, =FHI2MHZ, CHELHZ, ZOLiHE,
StO|RE, X=8H, HEDAEE, OfHtFHHIE, EIEfi*l AERRE,  24e[E, FHIZMHE,
F=H|EIOIE, Of2tH|F, OFX|AZOMOIM, AZZEFAM, efmjal AlE2|F2, ORE=Z0lE

RHE, E2OEE, £ YZ2EHN 8RO T H01|L 8T =EO| EROHA| BLY.

UL o {50 i3 Fof
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A4St Ol S CHMCE 30 O] &2 FOoot ALY & M= A7e FHEX AUCEL S=20 O
A4S Foot AlEME 2N X EfOPEM=-40| AtROMel HE &F(Recommended human dose;
RHD)Z #&%2|st= AUC TN ZEEACL of 4Z A R ArOo| oME= 01“01|71|—
EosiME o EICE Aol Thsd0| U g2 o] Yo XgHE 7|2t R XE FE T 57U
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B 7|d % ¢y Wl SItR Qo ME|et FIHES| ool g S0| URULCH HESl M A /
= 2 AIHON, AEOIAMCSl HE 87 AUCO| 26HHC] AUC 2O SliYdt= 50 mg/kg/day 7HX|

DA W 540| BEZX] AUCH XD BFO0|AM (100 mg/kg/day) ZHEE DN SHOZE XA}
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AUCS| 4.7H iCt.
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