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1. B

C BT A )V A (Hepatitis C virus; HCV) 1%, 1989 4, K[E? Choo HIZE->TH AN, 1t
Sk, FE A JE B BUFR LBV TOTIERID 90%LL_F, 7ba— W AEFREE L2 WS QU E
B OHHLL E2S HCV IZE DI EE THHZ LN LR oT, B, HCV U7 IR T 1
& 7000 7 A\, AFHT 150 J7~200 7 NAFAET DEHEE ST D, HOV YL — BRRNE T 58,
FEFRR A DEGE T Th, APEDORE TR T 55 DT 30% TH Y, Sk K] 70% T HCV
T FRBEL | BYEIF R A~EBAT T D, BIALLIZGE A . VAV AD A RPERRITAER 0.2%4H TH
. HCV I XD RAE OFRHGC LV IR ME L B S, 2SOl ~ SR 7% 7,
1-1. C BUAFR DI B

C RUFRIGHED BAEE, HCV Rt ko TS a B IR EO R T % otkE, A
B, PRSI B BEEZ ML 352 810D, ZOIRI B IEA R T D720 Py A VAR
EEITV, HCV OFERR%E B 54, FE, A Z—7 = (interferon; IFN) JAEIZL->THCV RNA
OPEBRITER B LI ER Tid, FFRDEEHL T D2 REN °, SBIZTOUIIERI Tid, AR iE
BB IMEI SN A e BNIZS TS Y, 72720 | IFN 128> T H HCV-RNA Fificfa
PEAE (sustained virological response; SVR) 2MSH IV ZIERFIZIBUVNTH, HCV OHEFRNNZE D EFF3
FEDOMIEIZHDZRNL 0 TR HIRDIEY . 3.3 £~8.0 FEDFEBILHIM T 0.9%~4.2% 2%
B TS T, SHIZ, 2014 FITERIRBISIZEASLZ IFN 7U—0 DAAs (direct acting
antivirals) {ZJ5>C HCV 2HEBREINTIGE | IFN 1R L [RIFREE O T R G HAH02E9
DINTOWTITEE S CTHOLMN TR, 16T, IFN HDUNE DAAs 125-> T HCV N HERREN -4 T
b, B P HUEOTO IR D740 —T v T EATINERH D, ZEE N ORRME(EA
HEATU 7m0 ) A7 B CIIF R et 3 2B BRI E AL E Th D,
[Recommendation]

o C BUFRIGHED BAZEIX, HCV FHeREIc > THRESN I BHITREB ORI TR OBE.
NG FF3fEe b N FR B BB E ML 35281255, ZORK BIEEZER T 57205y
ANVAFRIERITV, HCV O % B4,

® IFN /ARIZELD HCV RNA BEBRBREWBIIZIV T, RSB Ik ss &I mfilEnizun,

® IFN 7U— DAA (ZX->T HCV BRIz 5A . IFN 155 L [FIFR BE O T R4 98 Pl 2h SR 3
BONDBPEIDINZ DN TIIH R R THGI TR,

® HIVANAIBIRIZE>T HCV BERERSNIE TH, RYITFRUGEDT DI REII 57+
=7 v T EITOREN DD, ZLITHED OBHELIEAT LB RBY R 7B TR I
HTORERERBLETHD,

1-2. C BIFRIZKE$DH0 AV ARREDFE S



IFN (Z& 1R 1T, 1986 4F, Hoofhagle 523, 3 A F B BUIFJRIZKIL CEMELAMEZ PN o 28
U, N ATIF —BOIEFCEMHERLIZZEIZAAED P, WK T 1991 4R, ARFRTIE 1992 4>
5. C BFZRITx3 2 [EN 18O —AXERIR TOM A3 B AaS 4172, IFN BERIED B SE Y AA)f
R SHIZRT A2 —T =l (pegylated interferon; Peg—IFN) U SE U O Gf F DM EHER) 70
LA WA EL I T2 L1z XV (sustained virological response; SVR)ZR XA B L7=A3, #Eyaik:
ThDHHCV 7 X471 Bl i@ A VAEIER] TIXRIEIEIZIBO TS SVR A 40~50%THY, K
FELDRERITIEL HCV D3RR CTE A o7, A IR RO M EH D TRIVE R E B LT
ZL DB ANV AFBBHFES AL, 2011 4F 11 AT, 3 1 R e 7 7 —BERTHL 7T
TVEIWINT IEAT 1 BE T A VAR R TR E T FTREL 72~ 72, 7T 7L EL
+Peg-IFN+U/SEU 2 3 FGFHFRIEICED . FIENRED SVR 13K 70%& M L, HTr A /L A0 R
WIRL7-23, @ ERE M OMEIT, BEREERAEOMEL, BRI TRl ORIERZRDE 10,
ZLC, 20134F 11 A, F2titf 7 er 7 — B EAITHLU AT L E N B E R ) 207 1 Al
B A L ABBN R CRRER AT ST, AT L E L+Peg-IEN +U BV 3 FIOFF IO [E NG

PRERBRCIIWIENEH D SVR I3 90%ETr L, BERAG Y 78 R HELRIERSE ThH-72 2 £
D%, 2014 4 7 AIZIZIFN Z7U—dD DAA, 7 a7 7 —BER] (7 AF 7L EL) & NS5HA BHEH
(X 7Z5 A8 V) OOF LD AT SIL, TERTTY ANV AFEDR R EETdh-72 IFN 1R [EN

BN FN R T DIRRA FTRESL 720 . EINERIREABRICI51T D SVR T 80~90% Th -7z *, EBIC
2015 4 6 HIZFRAISHZH 2 A IFN 7V —o DAA, NS5B BLEAI (VFRATE /L) & NSSHA FHLE
A (Lo 2ev) OfF FFEOE N ERRRER Tl SVR X 99% THY, YHRATE/L/L /AL
JOFRBERECIE, RITERNC 2850 I 511370< . EEZRBEWERLRD 00T, —J7, 7 /44
7" 2 BN L CUE, 16K, Peg-IEN+USEV A FIREEIZ ISV TH 80%0D SVR HAFHAL TV
23, 2014 4F 9 HIZIZ, Peg-IFN+UASE UL HFHIRIEZRE DIEELRBT KL TT T 7L E /L +Peg-
IFN+U/EV L 3 FIGEHIPRIEDME T rIRE & 20Tz, £ LT 2015 4 3 AT, 7 /2 A7 2 BITHL
Th, IFN V=DV RATE N /UASE VAP IRERZE TS AL, ENERRRERIZI1T D SVR 3139

T%E T ELTZ,
1-3. C BUFFRATKI T D50 AN APRIEDIR IR G

—RIZ, Hcv%fﬁ%ﬁ%m%@ﬁ%ﬁ% I ALT ESZ o TRERICHE SR LOERE LS ITH
FEUAZ S @ RIS T, WIS, T RIECHMEL D72V IEF D ORI TIZ LA LTED R, L
7o 3o C, FEARUE] %Hﬁﬁ’z@%{&%#/\‘f@ C BUFFSRIEBI DS HTT A NV APREDIGFERI G L 72578, iF
DRIEZ XM D ALT A EFH-LCOBIEBIALT 30 U/1 ), BT, FFORRHELOFRE % K
B2 i IR ER DMK T L CODIEFI( MR ER 15 7/ w ] AR5)H3, C BUFZL :iﬁ“é#rﬂ/mf&
ED BWRREIG S22, Flo, FFREUNDO G OHREICID TERBR R THLG O ITIRR 5L
L7, ALT 30 U/1 LA I IMRE 16 75/ w1 BLEDFEFNIZOW T, HJ?%%J&“EJX%M&D\:&
T B EIZ ANV THIY ANV ARNE DS Z R D DD o573, miliind TlL ALT 30 U/1 A2



INREE 15 J7/ 1l P ECH RV AT IELITIR N ZEITE BT RETH D,

Fo RO UANAPERPULEESNDDIT, @IV ATHETHD, C BFRTIE, ",
“FRAELEERRE” “ B O 3R DI K T DN LI fEBR IR ThHHZ LD BN/ 5T
WD 1 TGO T E <G DIEBNTFEFEY A7 DFFITm D BHNZHIY AV AFIEDE AN
BREINHGRETHD,

[Recommendation]

o FERMEUITFEE LIRS T X TD CRFRIEGI BT AN AFEDIRFSI G L72503, ALT H
EHBIALT 30 U/1#8). HBV LI/ MRER T8I/ MREL 15 75/ 1l KD C BT
FE1L, LAV APRIED BV NBFREIR TH D,

o HREUNDEIRBICLDZ THRIER R THAIHAIXIRERRLLAR,

® ALT 30 U/I LA, D> oif/MR#Ek 15 75/ ul A EDEBNIZOWTIE, FFREY R 3BV e
EEBICAN TRUANAREDOE G ERDD, 1720, E#E Tk ALT 30 U/l AR
M/vREL 15 75/ w1l BA ETHRBYV A IELITRNZEICTEE T R&ETHS,

1-4. C BUFFRATKI T 2 IEARNIRIF T 1

C BURFRIZIIT DR HIEMATIZ IV T, il DEFIZ, 55 m%., 60 s DT 65 kLl 72
E—TETIEZZRWA — &I, @B O CTHAERD LA DI 00 TR AZIT @m0, KATAR
TA T, 65 EEBAHEF RN EHTHZE S LI DN T, “66 mll L& milind & E
Lo, Fo, M b RGN I ML F2 DL EEIEi M 15 5/ ul Riili” &3 203, 2
72O “HRRHEAL B3 DL MRS 12 75/ 1l R TRV A B E W LI B
TOMERDD,

e FEIE U A FEE D DO RRME( L R 1) TI, VAR~ OB TFE T, 7 R AETHY
ANZIRIEZENT HRETHY, GEilfin, HOWVITHHMELER VTN HDRERTH R DY
ANVAFIEDB AN LEL, — 7 IRV A7 BECTHLIEEdh D IR L RG], 159
AL BIER . 2B NP I8 U A2 % B JEIC NIV TELRE L T OHLD AV AFRIE D A D D,

Fio, WTADOREZIBNTH, VANV APERRE B L LT Bty AV AJEIEDBLURE R CIREETHD
ALT 2EFAEGBO U/l B)DGATL, TR L (SNMC, UDCA) 2179, £z, IR #H{bAE B 15
L7z Peg-IFN (IFN) &R W& G558 L70%, ZOLTIBIR T HARBIRP R T, SEf )
B oA 1L, BIRIEOIFHHLWNEREIE~OEEEZET 5, ZhHDIREIZE ST,
ALT % 30 U/l LA FIZRODZER BFEEL . CEAHREIZ/RD IO Icas ha— 3%, RFC, F¥E
VA7 DEWEETIL, B 72 ALT 2 b — VNGB TH D, 7235, Peg-IFN (IFN)D & 513, 6 2>
HLINIZ ALT filick3#(40 U/1 BL DU NE AFP EEE(10 ng/ml LA F)EFRBDH WA, ik
ERARA



[Recommendation]
o EREYARIEE(E R ORRHEILERS) TIX, IBE~ORAEEEZ R L oo, Al RECH
(AN AFEZE AT RETHD,

o (KIEYRIHE GER R DIEMHELE RG] Tid, IWRENER. BIER. 2OTNCIT R YR
IEERIZANTER R TOHYANVAREDOBE IS ZTRD 5,

o U ANAPEERRM TERWIEE . FFREERE TBiH OV IIIFHIE T8i% B il TP EEREE
1750 iz, IFREFLE B H L7 Peg-IFN (FN)D BRHIR 558 L1225, ZhHDTRHE
THARDRPFBONT | FEFIBEDLNIGEITIL, BILFEDOHHH DL REE~
DERZERT D,

1-5. SVR BMEFONTe DT 40 —T 7 O HENE

SVR ITHLTA VATRIEAE T 14 24 R ICH1T D HCV RNA DR LE EFRSND, IEN {5H# %
? SVR Bz H51F % HCV RNA etk i3ul & Fiii THY | IFN+U Y R IPRIEIZL D SVR 4
DOFHGEFEME LRI, 1 5.6 4F (1 4-~8.3 4F) DFFEBI I8 VT 99%~100%E i 41T D 0
B —J5, 2000 “ELV LRI THOIZMETCIE HCV RNA OFFGE AT RIT 96%~98%E M5 Sh
RRIRFLEThH o7 ¥, ZOHERKEL T, ZIHOMFTTIE IFN HIRIEN EIR ThHo7228%0, XY
IRFl L HCV RNA DO HHEEE MK SVR HE A G FAELTIZZ LN B 2 HiLd,

IFN 7698125~ T SVR RS NHE HCV RNA OFefati b 235 Hi, C BT RIHO I
AVIARBITIR T2 012 LLZED—J5 T, SVR ZRHIZ B Th R BLEE T P 2 FIE
THZENHEZN TS, SVR BOFFREIZEAL TUXOBENLOHREN L ™, M
3.3 HE~8.0 FEITHITDIERERIL 0.9%~4. 2% W Sh, FERU A7 EL T, mEillin, B IE, #RAE( e
J& . B AFIBIAML., A AVARPUEZ R E DT DIV TN D, SVR AMFHILTHDIEHE £ TO MM
DT 10 FELUNTHDA, 10 FELLERGRL B ISR LHER O EL BRSNS, (- T,
[EN JEHRIZLD SVR BICBITANTRED AT ) — =0 TR DWW TR, RIZ—TE D BRI,
SE B DFFEV A7 FIRNZIE U T, SVR % 5~10 FRIIFEOAI)—=2 T EATHIREEZ 2B
Do

F72, BUERRR BB ISEASN TS IFN 7U—0 DAAs 125> T SVR BMEbI7854 . IFN 12
&% SVR E[RIFEE ORGSR N EONDNE I HOWTTBIRE R TTE T VAR, 1E
2T, DAA (285 HCV HEBR#E I, EHITIEERWVITIBAZ) —=0 I PRETHD, 28I, Mm%
FEU AT T D D O LRGN B WO TR RIS 40— T v 7 &2ATHZ LRSS,
[Recommendation]

® IFN [2X% SVR BOFBIARZEL T, s, Bk, LR 8l FEMik, 12X

VABTIMERE DR ZE T O, ZNODIRIRFITIHE L TEN RO ITFR DRI — = T %k
T DRENBHD,



® IFN 7U—® DAAs IZ&->T SVR BELN725A . IFN 1285 SVR EFRIFRE O R M
BEPBLNDNEIDPIC OV TIB R R TTE T VAL | ELIZEBTRVIFRE A7)
—= VT BUETHD, ZEIT, BRBIA THLER OMMELE R ARV TIIBRE
2740 —T vy E#ITHTERHEREIND,

2. IFN
C BFRIBHIZEAISIL TS IFN IZiX a B B 3 HS, o BUZITRI=F Lo T a—L

(polyethylene glycol; PEG)2Y IFN [ZHE AL TWOAIEHNZIY, FE PEG {LE4AIE PEG {LELAIN S

%o BIEITIZ R IFN o LIEIG -2 D IFN o —2b 230, # 5 121T Peg-IFN o —2a & Peg-

IFN o —2b 235, BALTRIATL IFN B T PEG (LA THD,

2-1. IFN

PEG fLL TWZRV VBRI IFN [3ANEEE T 2080011 % 3~8 IRpf &< 24 IRFRIAR LI Rk

FELLTF LD 5, Liz2i» T, C BRFRIBIRICB W I Ebi 3 [0 52 08 Ed5, £z,

I PEG AL IEN [X IEN Iy EE D 5 FREAARDIK T 7o 8 B L - BUR R L DRIE 2 &2

KTV, ZNHD FRIZEWT, IE PEG 1k IFN OHE R IFN o 1L B CER RIS TEY, 2

W fEOMPE TRV OARLT | WEBERNCH CERN T2 Tl PREZa LT — L ORN

NS ST DIENATREL 2D | FERE ORIVE IR HIFRF T 5 7%,

2-2. PEG 1k IFN «

PEG 13KEMED S T TN B IRICEMEIT R, =F LA F AR T 2= b THy
FEDPBUESND, IFN & PEG {672 HAJIZ, AN TOIYEEZ ST D28, 15 EDRFER
(2 & D585 - BEBRDND IFN 257520 2 1 THD, Peg-IFN IZIX, IFN a —2a 1Z 40kD D438 PEG
I HEA ST Peg-IFN a—2a &, IFN o —2b (2 12kD O—A&$ PEG 7L kA EE 72 Peg-
IFN o —2b 2380, ZNZN D i KL R EE (Cmax) 134% 5% 72~96 KRN 15~44 BT,
R 52 X02n 2008 168 FERTIS LN 80 BERIICH 7= IR i Hr i BE S HERF SIS %, =
DI IENIZHER T 5 PEG D4y BN KREL 2D EEY DOIRNATE R AMER 35753, £
HeBIL TREDAME T L, Peg-IFN e —2a @ IFN {EMEIE3E PEG fb IFN e —2a @ 7% THLHDIZIEL |
Peg-IFN o —2b TI33F PEG K IFN o =2b @D 28%L 1% D 53\, LT23> T, EERDHIT AV A%)
FIE, ENEFE RS IPN JEHEO AT AR LOERE ORI ERE IR ES LD,
Peg-IFN « —2a (X HM R G- LAY E O HF I 2ME IR ] £ 72> TRV Peg-IFN a —2b I
UASEV EDONFHD AN 70> TnD,

b 2 FEEHD PEG 1K IFN o 1T TN EIARER G- BN 5705, C RUBMERTRICE VTR, Peg-
IFN o —2a [ IAEAERE B 803 180 p g/ BIZ[E B ZFUTUVD A3, Peg-IEN a —2b XA EIZ LV e G- &3
720, 1.5 p g/kg/MPEHER 5B ThH D (K1),



Fz1 CEUSMMF (28115 Peg-IFN a+-2a, Peg-IFN a2b, Y/NEY > DR 52 (LK O &Y)

AE (kg Peg-IFN a-2a ( &) Peg-IFN a-2b ( &) Ribavirin (mg)

35~45 60 600

46~60 80 600

61~75 100 800
—_— 180

76~80 120 800

81~90 120 1000

91~120 150 1000

2-3. IFN B

IFN BIXRIREIC, 9E PEG {LBIAIHME H FEETHY | B G- E21ZU eV OO AR
i E72 5 TS, FEE TR EE TR G-SH0 3 BILL RO 52179, IPN B IX IFN o &4t
D 1R IFN ZREITHES LI AL 2 Bl IFN o LA THHA, BRI O 17 r—/L A% IFN
a BT HEe D, Thbh R IEN B +U NV IEETT o7 HCV 7 /%A~ 1b B 40 fil%
FRMT L7214 AMEAFIE T, Peg-IFN a +USE VA A LU EIVE A 1 AMEL | MR E D
R T o7z M, F7o, IFN a IZKDIRIEZD DIER O 72D FUE LT E DO HDIEFNT I T
b KEAL IEN B +UAE VO HBIEITD D78 ORIERIZH T AR A MEN @SN RENT *

47

o

2-4. IFN OFTTA /L ALEH] 9

IFN [ JAERIHIENE £ TR IFN Z B ISR G T2 LICIEM 45, 17 IFN 24413 IFN
a. BICIETHY, IFN o £/213 B WEZEBIRITH A THILI2K0F s U RE R R {bEER T
55 JAKL DEMEILS A, IFN Z AR DOMBINR AL DOF a OV b5 [ Sk 23152
STAT1 OVUEELFB LN 2 BRI IY  ZNHENASETERE R ET D, BENICITERIMRE
Shne, IFN #FEE 51 (FN stimulated genes; ISGs)EEE - HETREI 115, [SG 1X L FELEETHY |
i 2 DPLT ANV ABIR T R RHETER 72355 v, ZNOOBIEFNFEINVE AN TS
LI FLIOANVZE R DB RBEINDHEE X HILTND,
-5. RIEH

IFN RIS L-RERIZIZIE R TORBEICROOND, 1 Th 25 R - FEEN - BH - B
72 DAL TN PRRIER T D L<GRO DNDEIEH T, 60%~95%D FBF IZROHALD, A
VTNV PRRIEIRIT G LTI, T R AR EGER Al DO F 512 k0 2 <I3a s be— L ATRE T D, MK
A AT W TR A MLERIAD 23 250, 1000/ mm? A AR T 9~ 25EF1 72340 60% 2380 Hivd, L,
AR BRI Z BRI D R QYL 13D 72 B X HIVTWD Y EIIER - A ER &t Ml DI
Pe5-BRAA A8 H £ CICHEITL, Z OB EFIRRBICRDZENEZ W, 190« RHRZ2E DOREFAERD 5%



~10%ZFRDBIL, DD DEEELCTRRE AR P HDRER] TE DTV 7 FEFER T, OO %F
FAFERES DI BIE L7 B AR RIS T BV % g IR LTI IRt e b= DA
FBLEHP IR THD, £, IFN (@RI R e & D B C5ufE MR B AR 72 1 TS
BHAREME DY H MR B A O TIE IFN &G ICBRUBEREENLIETHD, WEME
fliZebREWERHEL TGS, EELRVAEMOMERDAELLIEN DD, RERE 2 22 A LIEIG
WS HNTHZ DT LML, MO K 70 & O REIR SR RE R A R BLL 72 BRI, 30 2
HCT 2175728 Rl D@ Bl ext S DS LB Chn, MIE MMk OZKHZiT KL-6 OWELA
AThd, oM, LIFE, IREH M S BRIEREL TETHND,

PEG {k IEN ORIHWEH 7 m7 r—/W3FE PEG {LRFI L T 80D, DAEIZIEITSD Peg-IFN o -
2a B 5 ORF R ABR IR\ T, FE PEG {L IFN « —2a KOG FRAEME N m - T-BITEA L. 5
AL OFEIRIE O IERERE . B IMERSC I MR 72 E D ML ERR ORI ThhoT-, —J5, B - BETE
RE DAL T N PRI RS - AR T 728 D~ iP5 B O RIE R 1308 % Y IFN o —2a &
DEEFE T o7 ™,

[Recommendation]
® IFN DRWERITIX, A7V PARIER. MERED | FEREIR, B CAE B, MEMM
KDHE. IREHLAZTON5,
® IFN @ PEG {Liz&V IFN MLHRENRZE T D0, FE - BEiRERE DA 7N FRER
BT D,
® RARAIFN o & B CESFICEIV R 53 H5ZL T 7V PRRIER OSBRSS,

2-6. Peg-IFN o —2a & Peg-IFN o —2b (ZEW TS D)y ~ 1B BIVERH ~

B D DETIL, Peg-IEN+USEVLAF FERIEIZHTL T Peg-IFN o —2a & Peg-IFN o —2b @ 2 il
D PEG LBAIDME I FTEETH D, 2D 2 AlOH A LTI B DR E e gt s
L Tid McHutchison BIZRDHENEET BILD ¥, ZOMZETIL 118 Mgk (23157 /2 A7 1 BiD
IFN ARIGHMH 3070 BilZxf 5L RCT IZEVHHRL72L 24, SVR 3 Peg-IFN o —2a 180 11 g BT
40.9%, Peg-IFN a —2b 1.5 g/kg BET 39.8%L 7137, BBAMEIC OV TH WA A B 2L R
DigioTe, = AXVT LOHERIZIBIT DT /247 1~4 B IFN RIBERF] 441 Bl
320 Bl 5L L7z RCT M2 A SN TEY, ZNHOME R CIIAEFRORBSEE A 21T
7Rino T3, SVR i Peg-IFN a —2a #ED 573 Peg-IFN o —2b FEIZLE LA BEIZE D o7 %, il
WHIDOFZIMEE L BT OUVNT, 12 D RCT ZFEtL 7= systematic review 23¥RESTERY
IR IEICE LA EFRTIIMANEZZRO RT3, 8 D RCT ZHEIZLT- overall @ SVR
X, Peg-IFN a —2a FEDS 47%., Peg—IFN o —2b FE72S 41% CTHV . Peg—IFN o —2a BECIIA EITEm W
EWTRENTZUAZEE 111, 95%ZHEX ] 1.04-1.19, p=0.004) , LLZARAE, Mgtk GELi=Eh
ZNDORCTIZIXHCV 7 /XA« A\FE +Peg-IFN o —2b $¢ 5872 £ D heterogeneity 23557 &,



ESITREBIEL-CLIENE B172 £ DT RCT EL T LY BE TIdeW el OREN RS TERY,
FAEFRRIEDET —ZLIREM THDIEND, EHLLOHAIZHELE T 20 OfERIIZE ST
W2, DAEICEBW TS, mAIZ L RCT 23501 TSN CUOBBRTIE R KRR I 13728 T
[AVAIAR

E~>T, Bl 5 C Peg-IFN « —2a & Peg—IFN « —2b SI3A R0 BIEFH OB S OIFIE R &L E
2D, EFRICEWTUIE HOORFIZHELE T 2LV O Bl =07 R TR0, TR DS
5250 EDT- 2% f 2 DREFNZ BT RE YL 72 8 DA F 5.0t W M o Rowil . =
TN ENDIEGNZ T DTG RN R E X A E B LI R ETE OR ERB L OEWEH Da e
— A NIVEETHLHEE ZDILD,

2-7. IFN BRI D T e e 400 L 22 SR

[FN VBRI LD AT A L2 AT D W T, DDEDLDOHE DLV, Ikeda HIIH][E] IFN B
MPBEEZRATUT. C BUBMERTRAEBN U T, VRN R BINT 2 7= B FE T e e I 24 1% A1)
TITHRIL ., 10 4F B3 R I T EEIBWERE( = 452)7° 12.0%, FE SVR 7> ALT B o> IFN HELhRE
(n = 1,076)%3 15.0% T >7=DIZHKI L, SVR FE(n = 676)TlE 1.5%EH BAAKIE TH Y T Pl 22h e
DFRDH LI, T2 SVR T ALT DNIEFALLIZW WD R5E 2 08E (n = 298) T 10 £
FERERIL 2.0% K FL QU2 %, FRED AL Imai & ** %2 Kasahara & * B #ESHL, IFN &5
128D ALT EFLEE TR EIMED o7, F72. Yoshida HIF 2,890 HilD KL A [ 5L
IZ&D L IFN #5285 SVR D3R HNIER F L7052 e &L, ALT NIEF D 2 f5LL FIC8E S
HZETHIIEMBIN RN DD P REMEA R LTz 7 F2, IFN 205 O IFRRME bt i = 1 30 -
0.28/ LRSIV, VANV ABRBRICIO TR ME LN ST T D282 R0, FEERIFITYH -0.02/4RL
FRHEIL OBERIMBIDFEOONDZ LA MG LT, F72, Okanoue Db /bt i B o F& M 11 %)
FAaRL, IFN (ICK DA L B R A MIEL T 5 1) &512, Nishiguchi Hi C BUFFHEZS B (12
BUIHHIFZMREFEZITV, IFN OF 51255 HCV BEERE/2I1E ALT O REER 1E H I L0 ¥ 5
ABIOTFARERIEDV A G BTSN DI AR LTZ %,

— 51+ Cld. Di Bisceglie 73 Hepatitis C Antiviral Long—term Treatment against Cirrhosis
Trial (HALT-C 3BR)Z1TV ), Peg-IFN o tUSE VA FIRIEDIEE BT II1T D Peg-IFN o D i
MEFFIREIE D ISR A & TR B BEA A~ MO R % | Bl R 2 FL T L 72 %%, 97700
B, 6479 % Peg-IFN a tU BV PFFFRIE CYA N R F R E R DGO 72D o T C B 284
HEIEE B3 LOWFREZE 1] 1050 B D7ebai— st REL T, ZIvb% Peg-IFN o —2a 90 u g &
3.5 MM G- DREL MR H o I L IR E A B L BRI R IC T D8 L IFsHE ., IFA 4
DFIE , AR PR L OB 2 T U RRA U THERRET LT, £ OfS R, BE#ER 3.8 4£0
FE R CO T I DT RRA L MIBSTIEGILFT 157 51T, Peg-IFN « A SAfEFHFRIERE 34.1%- 4
TRIREE 33.8% TV, MEERHICA LR 7 (HR 1.01, 95%F#HX M : 0.81-1.27)%, &5
IZARAR—MIBITLHHE) A7 RET S TEHY, TE 4.6 4 (K& 6.7 ) OBIZEWIM T, 48 i



(4.8%) \ZHFFEHE A RO 1273 Peg-IFN a D EAERHRIERFIZ T D B 5 FITFF 31T 5.4% T,
TRIRHE 5.0%EORICH BT -7 (p = 0.78)%, LI >TZOEEPETIL, Peg-IFN a +U/ B
OFRBEDIEE BN I1T D Peg-IFN o A EAERHRIEIZIE, ITFEEEBDEA XU MR LOUT
FERE DA FAT RN EREFRS AU, [FERDRE RIL, Peg-IFN a —2b ZHWF ThHIEIN T
AV

Z D% HALT-C sRBRODBBIRE B OHAE A Lok HIZXZasir ©, B2 M A wiE 0 f#tr L
EOITHFIAET 6.1 4F (B K 8.7 4F) FTHER LT-EZ A, 2K T 88 4] (8.4%) DIF 3 Z R T, T
BAZE < FEATREZS SR T RAL AR 7 4R350 3R 1T Peg-IFN o JRIERE - BEVARIRIEZNZ T 7.2%& 9.6%
THEZAZRDT (HR 0.77, 95%(EHEX[E :0.51-1.18, p = 0.24) . FEFEHMHIN FAZHSTITARD
o7z, LINUIFEZEFRE DI [Ro TIRNT 5 &, SR 7 AEIT 389 3813 Peg-IFN o TERFET 7.8% T
BHOT-DIZHT U TIIRERETIX 24.2%THY, Peg-IEN a O/ EHERFIERHIZB W TA EIZSEY
A7 PMETF L (HR 0.45, 95%{5 48X [1:0.24-0.83, p = 0.01), &b IO RITIEATREL BE T
IR TIH e, B 7 T30 21T Peg-1FN o {RHEE T 8.3%, MEVAIEHETIX 6.8%& Peg-IFN o
TR CLLAEVMEM 278D 7= (HR 1.44, 95%EHEIX[E 1 0.77-2.69, p = 0.26) %,

Z® HALT-C REROFERAZ 1T, OO EIZIEBVTYH Peg-IFN o —2a B TE DRI 11 2h
RO gk LR EIC IV BRGES LTz, 3725 59 Bl Peg-IFN o —2a HUM R H-EEL 4 fin, PERI,
MRHEALOFRE | i/ MRS K OMIEE VLV E A~ v F S8 723F IFN 5.8 59 Bl L4 gL 7=
25, BRI RIL Peg-IPN e —2a HUMB GRECTH BITIKMETHY (p = 0.0187) | FHXfEMREEIX
0.167 Td-7- %, Peg-IFN o —2a B GHE IS DI RO T ITHRME L R (F3-4) THr
IZBAZE Th 7= (p = 0.0036, FHXHERREE 0.0847), SHIT, HCV RNA 32 L L7e< &, #4524
¥ H o ALT 40 TU/1 Aiiii, AFP 10 ng/ml AR OVT IV AN ERL TETIEFNCIB W TR RNG
BIERMETH-T2 %, Peg-IFN o —2a B 51215 ALT BL AFP R TR EIL. DA ED S
FEDTREITND )

HALT-C REROHE 1%, BEWIR A2 K 52 SIS KO 28 (2 [RAUSHESMZ BT IFN A
EHERFRIE ORI D R FEA ST CER T X203, FERFREZSE 12 5 D 7= 2B TIE S
PNTIE72< E7z Peg-IFN D BAERFRIEDO AT IR INHIZI AT 4 FELL ERGE L2V BN &%
REBL TS, —HONETIE, Sl ~7=3512 IFN 112 LD ALT EOFHgE E A bic k> T
R ED IS NS ATREMEL RIBINTEY, +07R T TV ADERBMPLETHD, ZDLIIZ
HALT-C #BROFE R EOBENZIBITDH RITE THIEL TODH, EORHEEL T, k10, Al
TR DRIBOFHFGD 52 O NEICRTS C BUBMEATR A OV FERIVEFETH
D, BEROIIEFELIRETHLIERN RS TE, C BUBMEFRIZIB W TR L3RR E
ThHo ThREEE O NEFE LU LNCFFEY A7 D3m0 —J5 | FFEZS TIEI8 ) A2 I2AR
B ICEDEREIRENIZNZEN DN ED Asahina HIZEZVHESILTEY & bBEEKEIZEITS C
R BB DR EFIEY A7 D753 HALT-C 3RBRIZI T DIEFFRE A B OFE R EL T DA



BEPEIT BB TR, B2, HALT-C 2RBROD 7R — hsD 1A S 5 D BE 1= F 71 FRATA ~o R
FAELTEY ®, ZOMENIERFEZERAZB T Peg-IFN D EMERFRIEO A IZL > THEL
BRHZELHBD LIRSV, :h%%tifc&iﬂ?%*ﬁ%NVF IFERE DY AT FRHTIZ I N T/AAT A
TR L7222, LA EXY | IFN D SEHERHFIEIC B D5 —E OB OFE ROMPRIIT—EDOIEE
MLEETHDH, PLELY DREIZEHITSH IFN 9%%&%%% ZEbABAEDOTE T AEL T
'EN D EffE R EA A T U 7o, 73 T LA TIEGNZ I T, ALT E720% AFP 2ME F L72AE A

X, REREL TR REDRE ThHoT-, | BRI ND,
2-8. MEENE 12T D IFN BB L OF Ja i 150 1

ERoISC, BAEO C BUFRBFE OERIINCKICLL CRETHY ., Fmiling Tl fho R
VAZEMIEL THIFEY AT D@ B, Flo@iing T SVR X TS IS BICH Shab o
D, FEEEFE I~ T SVR 2GHLRVWEFILRIERICED B2 5, ZD X572 R0 H
RENWEH OBLRING, ORETIIEEE (L, VALV ABRER HTIE7Ze< ALT OEz HrEL
72 IPN R EHIREDM TONDZENHY | T OFERLU TP IH SIS fTREMEL 8D,

TR IZRIT D IFN OFFENHIZIFIC OV T, Arase Hi% 60 LA B C BUBMEIT I £/ 13T

S B 120 BT CRIRAL IFN @ 3MU 3 3 [\ 5245 2.47 Al 7L, Al etERZ~
F-EHT2 240 FlOIE IFN $ 5 REL HLlE U7z, Z OfEF: 10 43895 3R 13 IFN 1RERE 17.3%, FE IFN 74
PERE 32.8% T, FIBOMKERIEIL 0.3 THo2EL TS P, LT, IFN IBREECIIA I AFP
PME T L. AFP 23 10 ng/ml A DIE B CTIIFIE 1D 720> 7=, F72, Nomura H3 60 5% LL_EO HCV
FIEAT 1 FURE 44 At Bl L, R IEN 3MU B 3 [B1#%¢ 5% 3 FE[FTV N, 4, PERI, AT
FARRPT A~y F X872 44 FIOFE IFEN TR G & i U7 RE R RAETE R ITA B IPN TR
IZBNWTRWZ LA RELTND Y,
[Recommendation]

® [FN /AMRIZEY HCV D3 HERRESNDEFFIBIAZIHE T 32,

® HCV HEBR M REERER) Tl ALT £721% AFP DX T % B A9& L7- IFN BMRIEZ1TOZ Y

1 ODBIREETH M, BEIH DR ICOVTUI TSR T U AOEREBLETHS,

2-9. IFN (2 &2 F s FE s 4 1 20

IFN [IR7EFHE L TR C BUB T2 - FFREZ BT xI L CL 3k a L L T B-a3hd
720 TR BRI/ 2 R0 L 72 E BT LT | R O JR TR VE 23S HAVTIE B 2% LT
FRMIE, AFROSEELZD I L TEG-&N5, Shiratori ST /—/ L RTEERIE TR LA
R4 IFNAS IR RRE L IEIBRHE IR E R B T L ZOBFFRETHRERFILEE Y, T
FBHE 1 [EIH BRILF AR CEMN e o723, 2 [B] B LABE O 38 138 B IFN Ja e CfR<
T %D BAFChHoT=Z 2w L, RG22 IFN BED A AME R LT, iz,
Sakaguchi 3L Kudo BITRATRIG GO ATRIREAES] 127 FIIHL T IFN a—2b £72i%
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Peg-IFN a —2a IZ& DD BERMIFRIEZAT O MBI - £ - /Mo e~ > F SR 72FF IEN #5611 &
LT B, WIEZBRE 2 Bl H ORI RO BRME T EAEFROBEHE LR, AT
DVAZHIZ 0.21 LAELI ™ ) Eo, IFEINRERMTCT AR BT 1) eV fFH IFN 15
BT U AV ZBRER SO, FFRFRIHICE AR 1 EAARO DN E DM ELHD
[Recommendation]

o JTHIMEARIATR D IFN {RRRIC KV AT DB FEMH LA M TR OWE P HIFF TED,

3. UV (ribavirin)

UAREVAE, IT I AL S DRI LT 7V XI LAV R T a2 ¢, RNA 3850 DNA 7
ANVAIWR RN ANV AEW AR T P, UASE Y OERBETEL T, Thl B OGS,
VANADZERFFE  RNA R AT —EBOMH], AN GTP DR BIEHRE BN HELESN TS ™, C
BUBPERF R T DU BV O BB 5Tk, ALT EDRILHDHDD, HCV RNA DK T
RN O UE R RITFR OB P L, IFN e —2b EUAREY Off 513, IFN o —2b
B 5060 AV AHERR S R B L O ALT B R BMERLTOD ™,

U RE VAT EIT PEG {E IFN 8K T8H5 Peg-IFN o —2a £721% Peg-IFN o, —2b EDHFFHTHWS
N5 Peg-IFN+U/RE VA PFHIFRIETIE Peg-IFN B IEL FE~ | KO msRICIRIRM THRED HCV
RNA REHEALMSHNDD3, b EE R UTI AV _otm’aféfn':%ﬁéwﬁ%aéﬁs%ﬁﬂ IR T
THIETHD ™%, BIE, [ENTIE Peg-IFN RIFIOMIZ, 8 [FN THD IFN a —2b, [FN B &D
OFHMRHRECTH D, F72 2015 4 3 AIZiE, 7 /2 A7 280D C BUBVEITFA « JFIEZE 2% LT, DAA-
NS5B LEHCTHHVHRATE /L EOPHNARESNT-, C BUBMATFRICRT DU V00— B $

B &3, 554G Hb 23 14 g/dl LA EDSE | {KE 60 kg LA FTIE 600 mg, 61~80 kg T 800
mg. 80 kg #TIE 1,000 mg THD > (F 1),

3-1. IRMRARE

Peg-IFN LUARE UG REEOF L 2 SOENE 3 HERRBR s Ih s 80%)
WESRIFIE Tl 7 /2 A7 1b Bl @A /L A& 100 KIU/mIJEBNZxT 25 Peg-IFN o -2b+U /3B
VLR 48 WIAHED SVR L 48%(121/254) THY, Peg-IFN a —2a+U/SEVAFH 48 HIRED
SVR 2T 59%(57/96) Chn % %, —5 7 /XA 1b B« @A W AESEFILIAL TId, Peg-IFN a —
2b+U BV 24 L HIZED, 89% (40/45)LEiVy SVR FERFHILTND ¥,

BT IEAT2REBN T DU RN LR AT E L RIE D REIL Y R AT E LD IE
TR 5,

-2. RIVEH]

UASEUAT L A 2 [\ -4 BHRICROERST25, NIk 1~2 REEC iR R e 720 |
H #% 5 Cldin iR E AR SNDDIZK) 4~8 AT 5, U SE VAT REIENHY . PN,
FRIMERN ., 5 PSRRI E T 5, HEHE RSB CIThN A7, BIRESCBHEEERE DD
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HEBEEIHTL UIEEICER 5T ANERNHD, JLTF = 7V T AN 50 ml/min LA F ORER] T
IR THD, Fo, BT TRV AV ZRETERNIENS, BT OB A 4B IR HIEE
&R TND,
UV DO ERBERITEMAER M THY , B ilLa AT 58E 005 (DI, DR,
REENR2E) A+ 2 BE IS HE IR FT D4 803 %, Peg-IFN  —2b+U/ BV R HIHR
FEOFE NG KRR T, A MIcXDEIER DD, 20%DMER T SE Y O ED, 8~11%DIE
B CIRIED T AL BT 7=, #5-BARARTD Hb #2514 g/dl A0, 47 EREL 2,000/ 11 550
X SR 12 T3/ ] RREOBE | BX Ot TIEEEAI O R B D4 N @ <le D, FFIZ, 65
LAl BT Hb 13 g/dl LLFOJERI T, 80%T Peg-IFN 72V LUAE U OJEN M E TH -T2, 15
PR AG 2 I Hb 28 2 g/dl BL B U 7@ B CIEE M KB P IR @D | 2Ok R
TUAREY % 200 mg JWETHIEMRBSILTND ¥, BHHIZ Hb (K FAALNTGE DAY
V> O - H 1k FEYE LR RO 72U ER)) 13, Hb 23 10 g/dl A3 C 200 mg (1,000 mg $& 54511 400
mg) i, 8.5 g/dl Kjili CHIEELZR > TS 2, 2pds ., ENEERFRER DO RARE Tl Peg-IFN £U/REY
VDO ENPRETHST25E D SVR HX 62.59 THo7=DIZx L., Peg-IFN HHWIUSNE VU D
B REZ VB LA SVR L 45.7~53.3%, HAIOF 5 IEICEST2HE50 SVR HiT
19. 2% FL Tz %, L72A3> T, SVR Z2453570121%, Hb DI T2 UIZEEL oD Iniia
BB ETHIEETRESEDHTE BRURDRSERIOW R - IRSEA BT HZENEETHD,
Peg—IFN+U ARV PEIEET OEEZ MIC 20 FYLtK D inosinetriphosphatase (ITPA)I&
{572 DD SNPs (rs7270101, rs1127354) 2388 5-F 22 EMHGLMICSI TS ¥ TTPA i#
{525 (rs1127354)0 CC 47 /%A~ (major-homo) Ti&k CA+AA 7 ) XA 7\ ZHl L, 1RIRBAAATE
D Hb HEDOIK FTREVIRE THY, CC 7 I ZA TN VAR EICE 5T DMK Th-o72 %, L
72H3o7C, CC 7 2247 D Hb {RAEHFI TIIIRE T OB M OEITIZEEE T 5,
ZOMDVASEV AT HENWEAEL T, Vo SERIBD . & RER ME SRR, K25, Ik, 5
FAZE DD, £, UNEVATEM ERIZB W TEFES MRS SN TRY | R/ UITR
LCWDATREYED B D MR | AR OB T TORGITE TR TH D, o, MR P~
DBATHHEE CERWNZ LD, MR T D REMED S D LM, BLOVSI— N —MER 35 A REMED
oD BHEBE I L CTRGT 25 13GF T B I ONARE T# 6 1 A BB AR T 20 ER S
Do
[Recommendation]
o INEV OEREWERIIBEOMEA N THY, Bz2E T 2REFERLLEBELHE T58E TIX
BN REICRE T O0RENRDHD,

® Peg IFN+UANE VU BEHEE Y O F B A M 12 inosinetriphosphatase (ITPA) & & F @
SNPs(rs7270101, rs1127354)25E-5-¢5,

o INREY DT EICFB TITOND7D . BREASCEEREREDHLBE L TUIE
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B ETHUNERDD, JVTF =22V T 5 A0 50 ml/min LT ORER TIIEER. BT
HOBEAR2BEIRAERLR>TND,

o EHBHEDOMERHHILND, IR AP OLMBE IR TOREIIRRTHS, £
7o SR BRI E DB B EcME, BEUVI— M —MEIR T AR O HH B BE IR G
TG IHEE T T OUNERDHD,

4. Direct Acting Antivirals (DAAs)
CHRIFRTANAD T ZAIARERNAY ) 2 THI9,6008 Eo 5t CTH DN, ZDH BT A /L AR F-IZHY
IAFEIRVWOIEREIESEIEIE, NS2~NSEBRIIZ 01T B TD, BUE, IEHERGTY A /L 23 (Direct
Acting Antivirals; DAAs) DR L 72> TWADIZZDHIBHNS3/4A, NSHA, NSHBTEEL THY . £ <E
NTu7 7 =B VANV ) MERIE S IRTE R, RNAMRIFHERNARY AT —BiE A2 L T
%o 201659 A BIFE, NS3/4A7 07 7 —BEHREL ULXT T/ L e AT LEL TR T LE
S R=T LBV OATE, NSSAEBIE A RIEEIREL TIF I TH AL L LU/ SAE LD 2FE, &6
IZSEBFHEFRE L TYARATEANRAS L, HEERICHONSN TS (X1),

NS5A NS5B l

—

1 DAA DR FEEIERBF

NS3/4A NS5A NS5RAAZESE
JoF7-CHEE ERIESHEEE T~
o1 HE . . 2. 771 . F1]
—p_pme= l1elaprevir el sl 7L il
T057- ISR P Dac.lataS\_nr S UREE s
. . Ledipasvir .
" Simeprevir Sofosbuvir
a2l e Asunaprevir
Vaniprevir
=7 E = HEREEFRI HEEmREESE HCV RNA(ZERD
J07 7 - CEERIE T EMAEE  AFNBERMEE

4-1. 7771l (telaprevir)
TI7LE L, a—ketoamide RN DI EALIZEIY BHEN -8 O &G 0 RER P ANV AEKTH
%8 Tar 7 —RIHEATHHTT7LE LI, HCV OB B2 5% Rz LT\ 5 HCV &
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(ISR A ThD NS3HA 7 u7 7 — B EEE T 22880, UA VA bE 258 7)1
T5 N, MR I EAT 1 LD HOV I D0 A L AEANHIVER 2S8R, T 7L EuiE, 74
AT 1 @mT ANV AF(5.0 LoglU/ml BL_E)D C BUBMERFAR DIERHEIZHRTL T Peg-IFEN EUNEY &
OPFHFEELT 2011 42 9 A HARTHFAKRINIZ, SHI2 2014 4 9 AL, 7 /247 2 BoD
C BB PEIFRIZI 1T D IFNGYSE VR LD RITE R FHEA - 5T L Ch s B IS 47,
4-1-1. B A
4-1-1-1. FIERERRG] (72 A 7" 17)

777 L EL+4Peg-IFN a —2b+U /" 3 FIFFHIFRIE DTG R IIFIL 24 I THY  1ZLH D 12 1
(3 3 FBFHZATV, ZD%D 12 W13 Peg-IFN a 2b+U BV D 2 FlZOHH T 5, AATITON
7= IFN #IEE5-FICHR 32 3 FIOF %L 24 BEG-O% 3 MR GH54ER 65 UL T) TiX
SVR 1% 73% (92/126 i) THY, % FEETH D Peg-IFN o —2b+U/ BV 2 FIff R E 48 (49%;
31/63 i) Lob A EICEE ThH-o7 (K2) ', I 17% (21/126 f5), breakthrough X 3%
(4/126 f31) ﬁﬂémi 1% (1/126 i) T o7, MRl - BIGEREOT A /L A8 E SVR 1%L TRIE I 787>
ST=D8, 50 AT Tl 50 M LL XD SVR i Eh -7 (85% vs. 67%, P=0.034),

X2 T57LE IL+Peg-IFN a-2b+J/ EY) > 3 FIGEREED
VEGEEB| (T /24 T18) ([2xt 3 B AR EE Ok 't &Y)

B TVR+Peg-IFN a-2b+RBV Peg-IFN a-2b +RBV
100 -
P=0.002
90
80
73
— 70 n
§
L 60
e
2
c
o
o
(%]
&
P<0.0001
21
3, .
— 4
SVR Relapse Breakthrough  Non-response
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HNTRET T AMBIEIRN S E Dl 3FIEBHIENZ2D2 7B D SVR 213 84% (66/79 1)),
TI7TVENOHFIEFITIL 60% (12/20 1), 3 AP 1LBITIE 52% (14/27 Bil) ThoTz, £eT 77
LENLDTRET T A 60%LL EC SVR 3 79% (85/108 )L EZTh-o7223, TRET T A 60%A
fii Tl SVR 3 39%(7/18 i) T o7z, Peg-IFN o —2b DT RET T A% 80% LA T SVR 3 84%
(68/81 BNEFHTHY, TRET T2 A 80%LL FTIE SVR 2R 60%LL FTh-o7=, USEUL, TRE
T T A 80%LA ETIE SVR R 93%(13/14 BNELEZRTHY, 7RET T ADK T LEHIZ SVR HHIK
TDH, TRET Z A 20040 TH 53% (8/15 fil) T o7z,

A NVABNRED D A HE RVR RO SVR 2% 75% (81/108 i), FEEERHITIX 61% (11/18 i)
Tho7c, £72 eRVR ZR IO SVR 281% 80% (70/88 1), FEEERAFITIL 58% (22/38 i) Tr-7z (3%
2),

%2 F5TLE L+Peg-IFN a-2b+J/AEY > 3 Kl FEED
RVR-eRVR ZE R A (A4 T AHAME (SVR R, %) (/21T 1E) Sk ' &Y)

RVR eRVR
R JEZERK ERK IEERK
PIEAE 75% (81/108) 61% (11/18) 80% (70/88) 58% (22/38)
B 92% (90/98) 55% (6/11) 96% (84/88) 57% (12/21)
3] 39% (9/23) 22% (2/9) 47% (9/19) 15% (2/13)

B ENTIET 7L e og)aE g EEL T 1500me/ H ASEIRSIDIEFI 23V 7270 as, 1
W 1% A P RSO R A oD T R e T, W1 G-l 9- 5% G- & 2250mg/ H - 2250mg Aiii/ H %
NZIUTEITD SVR HHFIZFETHoT-ESN TN,

4-1-1-2. HIEHFRE] iﬂif?ﬁ{ﬁd (75247 15)

A A CIT AT AR PR - I k95 3 AOF L 24 T B 5- O RUE Tl AR
PRI - TEEHBENZH31F D SVR X224 88% (96/109 ), 34%(11/32 ) Tdh-7- (1X13) 6, PERI,
Fln, BRERRFDT AV AR SVR IZBH 2D 0T, FERIT RET T ZNbIRIR R A DL | il
TRIEFABICTIZT 77 LBV 40% L0 BB G-ENT56 . 91%(93/102 )7 SVR HTHY, 40%
A CIE 43% (3/7 f]) ThroTz, RNERBEZNHITITT 77 L EAD 80%LL B G-EN7-HETh
40% (10/25 f51) D SVR K THY, 60-80% DAL 17%(1/6 Bi) TH-7=, Peg-IFN o —2b DT Rt
T TV A OWTI, BEFRFREITIE 40%LL BT SVR 2 80% LL L Toh-72723, iR EZh5]
Tl 80%LL EDJEFITOD I SVR f5il(48%; 11/23 BAFRDBIIZ, ULV DT ReT Z0 A LR R
TR TIL 20% 2L ETH SVR 3 85%LL L E=RTh o728, BEHRELRHITIE 40-80% DT R
BT T AT 33-38%D SVR FTho7-,
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K3 T57LEJL+Peg-IFN a-2b+1)/ E) > 3 Bl REED
BB EERE - EE (S /34T 18 (29 BaBE0HE GOk '° &UY)

100 - B BiamEmRG) BRI
o 88

80 -

70 -

60 -

Response rate (%)

1" )

SVR Relapse Breakthrough Non-reponse

UANABIRED D ADHEFABIC T D SVR HiX RVR 2R 92% (90/98 f51)), FEEERLMH] 55%
(6/11 ) THY, AIAFEHEZNF]ITIL RVR ZRE] 39% (9/23 1), FERERLBI 22% (2/9 ) Tdh-o7=,
eRVR TH DL, AHAIRFAGITO SVR i eRVR B 96% (84/88 i)« FEER M 57% (12/21
), BIVAIREERNTlE eRVR ZERLH 47% (9/19 1) FEERATITIZ 15% (2/13 ) T 7= (F 2),

F7o, TR BAER A I B DR [EHE G 2250mg/ B +2250mg A/ B O Helg i, FHk
BITH SVR FILIFFFAETHY | 5 BICIDH BT AN 5T,

Hifl % DR E L TEZOMICH ., ER D7 L—771351% 60 mLLF 60 R0 2 #ETTI 71
L (2250mg/ A ) +Peg-IFN a —2b+U/ U 3 FIGFRRIE DI R4 Fl LT il s R S
TS ZAUCIAUE, TR SR RER] C221372<, 60 5% LA T 60 s TO SVR HIXENZ
U 83.9%, 76.6% CH B ZIXA LI -T2, SVRIZH 5T DA 113 1L28B & s A L RVR K
DI T AT IERILR ThoTz L@ L D,
4-1-1-3. BIEHEERRGE, B (7 57" 2)

T IEAT 2 RNZRETAENG 3 FHERRERIL, IFN 72U L Peg-IFN=UNE U OFHERIZE
TOEIRG], BLOENGIZ X REL T P 777 Ve VO &iX 2250mg/ H | & 5-1
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Wix7 247 1 BILFRIUL 24 THYIZTHO 12 I 3 FIGHHEITV, D% D 12 31 Peg-
IFN o —2b+U BV D 2 FIFEH Th D, FHEIICI51T5 SVR 13 88%(95/108 f41) . HE4&5]TIik 50%
(5/10 i) To-o7z,
[Recommendation]
® % )42A71% IFN HIEH#5HIKT 5T T 7L L+Peg-IFN o —2b+U/SEVY 3 FifE R
1 24 B 5-TD SVR Fid 73% THY . XREETHD Peg-IFN o -2b+U LY 2 RIGFAEE
¥ 48 18 (49%) LB A RICEERTHo 7,
® ) ¥ A7 15! IFN FHRG - BB HR 45T 77V E/b+Peg-IFN o —2b+U XY 3 KIFEH
Pl 24 BE 5 TO SVR R, £EH 88%, 34% ThHoTz,
® 7 ) F AT 2FUEIRG - BN R B5T T 7L Ev+Peg-IFN o —2b+U "LV 3 FKIGE IR
24 BF 5 TD SVR FiL, £ 88%, 50% Th o7z,

4-1-2. EIEH

T T 7L E NV +Peg-IEN+U/SEY L 3 FIOFHREIETIL, Peg-IEN+USEY 2 FIOF AR EIVBEI
TERIEEEINS %, o5 bEERRIERIE, BFMEIR, i, mh oLy F =8 (BEE) | &
PREE MAE THD,

BEREEIRIE, 85% (226/267 Fl)DBFIZIBIL . BAEEL T 2 AIOHIFRIELDS @mnoT, FBIRF
I 5-BAA7 B B £TI2 56%(150/267 1)), 28 H B £TIZ 77%(205/267 ) D EBFIZFRDH BT
%, 5%(19/355 BDIERFICIXAFK EFED 50%% % CHELLT-, FECU L FifIR/RE D2 i
R LEDREBIDS TUZZRDO DAL, AT A — T v A Das YV I AEMERE(S]S) oS H M U S B B (DIHS)
B L UREBEIRZ D SR HI 2L BFS/e KBS 1.5% (4/267 BICHIRLT=, 7> C, B gk
WXL IR BB LECTh D, FEERICR T DU EI IR ERIE L OEEEDOL & EOFEE
IR CTATRARFIOIN - FT7 L AF —FIOWR, SOIZEIER] TIEAT A RO 2 EH 573
B IERAE B INATOMER DD, L OIEFITIZ, AT RARFIOIA, HLrL ¥ —HFoW
AR CEHEL A RECTH D, 12720, R FIER A HBLL 72 BRI I P = 28 B HALE 2179 O Tldel |
B DO Tho>Th T KR EMEOD LA KIEL  EIE(LO ATREMECAM 3L - NIRIEZRE
FEJERER DIRIR 7 EHZ O W TR RZ IS RETHY | T D%+ 7R BN LETHD, 777
ELE Gl O T A IS B L THIRE R R EEEZB L . BB RHE L OEEEOL LR E T D02
DD,

H % Peg-IEN+USEV 2 AIFFHRE T EEZBIEHO—>THY | ITPA EIxF D SNP
(rs1127354) AMEFEH O Hb fEOIK FIZEHCBR T 5 * 50 % 777 v ez 0f L7z 3 AIOFH
PLEDOBEIE 2 FIOFRIEIVS SHIZE M OEETTATR N, FIENERE G Z G & U7 E PR R AR
TlE. Grade 1 ®&1f. (Hb 9.5~11.0 g/d) 1ZTF 7Lt /L+Peg-IEN+U BV 3 FIHF ., Peg-IFN+
UAREVY 2 BIBEZNZ I T 39.7%, 50.8%DBEE CTHIBLL 7223, Grade 2 (Hb 8.0~9.5 g/dl)
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ITZEIER 27.0%, 17.5%THY, Grade 3 (Hb <8.0 g/dl) D& fi% 3 FIHFHHEES I HEL 222
o728, F72 3 FIPFRARRETIIE MIC DB IERLE,

TI7VEN AL 3 AIGFEE TS, 2 AIBFIEIELFI UL, ITPA Bis 25 CC 7 /247
DIEBITIX CA/AA 7 72 AT DFEFI L DG IRHRBR 4 F 2BV T Hb DK T IIAEICKREL,
CC 7 ) 2AT DIEBITIXIR B MAT: 4 3 B A Hb O FAZLND ©, 1RHBMhT 4
W H ORfRC Hb fEAY 11.0 g/dl Rl AX F 352 LI BRI 71X, i, BMI < 23, ITPA #
57D CC T /EAT | Hilin 50 ik LA L Tho7z, £ 5-H1IZ Hb EAFIEEAETHS 8.5 g/dl K
AR T 922 LB T DR 113K 60 kg ARl s 61 ik B ThoTlz, ZDOXH72 K2 Ff
STIEFITIX Hb [EOHE /TR T DU EDRHD,

B OMEITIZRLTiX Hb [EASHENCHIEL . VeV 2 BN E L TR _&ETH D, 7

TRARI= I FIENEEF] - TGN T2 E N EEPRERER Cl, 1R IR 3 HU e U8
BOE T LI/ NSNZENME SN TERY 0¥ ZEIZHRAFITIZIAE Y AR 20%H 51
TR 85%LL ED SVR MBI TNS 18,

FOMIEE T REEELTC, HRGERE TT 7L EA RGN 7L 7 F = #n (B s
E) | EREEIUED HBL D2 LRGN 0T, Z<OREFITIERG-Bis 1 ERLINICHEBLL
THEY, BERBERICIZM P IV T F =0 RBEO EAISEERLETHS, PV 7 F=
BN ERLESAE. 777V E L ORBEL EEL TS RETHD, RRIEO_EFIITRIBRRE T
AL AEN T RETH D, 2. TI7LEAEPER LT 3 HIGE I EOE N KRR IZ 3
W, I ZER IR R ESINTE LT, A ~O L EVEIIHERI TR, 3 AIPFRRIEIC
VEIHF 2R 2k A PR A 27 W2 Bl B RETH D,

¥, MARERAOR R0 5, 65 mll EOREFNZIB W CTEERFNEH ORI 5 &ITL
STHERRDZENRHBINEIR ST (1K4)%, T725 65 mkE TOREMTIEHE G BIZLDEIEHFBL
RITZETADIVRNDY, 65 % LL_EOJERFI Tk 2250me/ H £ 5-417C 50%, 2250mg/ H A% 51T
3T%E A S THY, 65 % LA EOREGICIZENERZ T+ 270 @& 52 LB Th D I ReMEN
IRIEXINTZ,

[Recommendation]

® 757 LE /L APeg-IFNHUNEY Y 3 FPEARFIE TIXERREBIERSELS D, RBIERH
HBRLZBRIZITBB R D Tho Th T RERI B EDOZEZKIEHL . BIE[LOFIHEM
LA K NIRIK R L B ERER DIBR T #HZ OV THE TR ZIIS RETH D, TIFLVE L
kDRI RICBIL THIRRRLBIEREZ R L . KERIELOEEDLLITRET D,
A1 OEATIZH L Tid Hb fEZ EHIHIITHIZL, YNV DR EICLO LT D,
BERBYIHICIAF LT F =0 RN EFT5Z2L0355,
FFEEIZH T2 ZRMITRINTRO T, REREH T2V,

FIREAE DR R T, 656 LA EOEFI TIIBIVER 2 T+ 57O BER ESVLETHD
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FREME DRI S LT,

B4 T3TLEL 3 RIGHRBEICS T HERA-TITLELFREEZEER 0
EEGRMERARERE (MRRERAKERE ™ &Y)

60 - B 2,250 mg/H 2,250 mg/ Ak

50

(%) # @ o

44 45~54 55~64 65L0E
i (&)

4-1-3. HFIAHA/EH
TITVLEITERYHEIEESE CYP3A4/5 Zi T IHE 352470, [RAILL CYP3A4/5 DHE L
L0 A O M PR E A ERSEDAREMENH D, 2 CYP3AL IZL-> TSN DT-0
CYP3A4 Z#%E 323K L0 HLIZBRIIET 77 L e o M H IR E MK T35l fetE 03D, 2D
72 ZEOFERINOHE R LS TODIED, JFIEEHRG ZEAAET L Gk 2 Z8) Y, It
SCEAS L, B HANCESHER T 52BN MRETHD,
[Recommendation]
o TFTITVEIEYRHEER CYP3A4/5 ZRNICPAEL, It EELRHIEND, £
OEABHRABR-FERERLEIN TS, /Y XEEZSRL, REINIIKHRTHIL
BRETHD,

4=1-4. FEANMHE
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T 7L E LD EZE R (V36, TH4, R155, A156, V170) (L HMF% 5-C viral breakthrough (2725
TREGIHEE 710 Sh=nd, 3 IO RRIEDY AV ARSI AR O A SALTnD
ORI IR OT T 7 L eV MO HEBLERITHIENA RS T 12% ., TR E TlE 22% LS
CUNB, F7- viral breakthrough., ™7 /L AR IS FEBR B 80-90% T A /L A D3 HI S
NDEVIRELDHD ', ZOXIRIMETANVAILST )2 AT 1a T 1b VB ERICHE TS, Z0X)
IRMHPET ANV AD L ITIEFAE T R O & LB ITH S 17 <72 > TN 219

4-2. T AT LE L (simeprevir)

C BT RDANVAD NS3-4A 707 7 — I D EANL, 0 PG OEVTEID 2 BRI
FHiD, —DIEGEO72NE SR (linear) & £ D IEAITHY | H5— D135 T I KB RAEIE
(macrocyclic)zb DA TH D, REIRD/ Ny FALEWT GRS — 7 v el DB ATk 3581
FIPECR ML IEN QD M T 7L EANESIROE — i 7 a7 7 —BIREAITHLDIC
XU, ATV E IO T 0T 7 — B ER O R e T RSN e REIROF R
27 7 —EHEHTHL P, MEOE MKV IEAIMNE T 27 4 — Vb B2 52873 in vitro DFEA
MHPERBRIC L RENTEY, VAT L EUIT 77 LV EVIEE RO 155 &, 156 FOT /R
25 BRI IR XMHEZ R 9723, 36 ., 54 T, 170 FOT I/ R HIZH U IR R HY
— 75 80 F. 168 H DT I/ FELE FITL AT LE MATH L CO AN S5 1, FepE)aEaER -k
D TATLENT T B 1 BIOHE-T 24 BFEEZIZBWDTHO A TR 702803 RS T
WD T AT VEIE, T EAT L, 2,4, 5, 6 B HCV IZkH DR ETEEZ A 9503, Ry
JBZAT Las1b BUTSKE$ 20 AV ZBETEIHIE R 2358, 7/ 2 A7 1 Bl - i@mw A L Z5(5.0 Log
1U/ml BL_E)o> C BUBPERFRIZKT 9D Peg-IFN LU RSBV EOFEHEEEL T, 2013 45 9 H 3K
KRS,

4-2-1. IR RUIE

FIRAT 1D C R MERTF R Ik A7 L EL+Peg-IFN o +UE U 3 FIOF RO I
PRES 2 FRABRELC, B ARE N TlX DRAGON 5B ' (F1[RITAEF]) | STl PILLAR 35k '
(WIENRHES]) . ASPIRE 3R (VAR MG, ATERREENG]) 0 23Tz, 2B DERDRE R
wEEZ B 3 HRRICBIT A ATV E L O &I, HARENTIE 100mg(1 H 1 [E]) . STl
150mg (1 H 1 [ED) B ESAV, BRIRES 3 HREREL Tl HAREWNTiZ CONCERTO-1 7k *
(FIEREHEE]) . CONCERTO-2 3R (RITAHR ML) 2 CONCERTO-3 3R (RiTAHE AR 2,
CONCERTO-4 &R (WI[ERHR G, AiiaFEE ARG, AiaR L 6) | sk Tk QUEST-1 #ER
(KIENEHA) . QUEST-2 5l ' (WIENEHEH]) . PROMISE a5k (RIVAFEE ARG 1 23 fidT S,
ZORFENHESNT, BARENTORBRKRBICBT DR GUERIX, 7 /4 A7 1 Bl @AV A
(5.0 Log 1U/ml BA )o> C BUEVEITF & (FFREZS 2 BRAL) C | il 20~70 5% Cho7z,
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4-2-1-1. HIENEEH]

HARERN TR Iebirz IEN FIEREREII KT 5 A7 Ve Bf LD CONCERTO-1 i
B 2HE XL O 0 12 BREIE S A7 L EIL 100mg (1 H 1[8]) +Peg-IFN o —2a+U/ BV D 3 FlZz % 5-
L. ZD1%IZ response—guide T Peg—IFN « —2a+U BV D 2 K& 12 720 L 36 #BINE 575
Zaha— L CI{Ti 4172, Response—guide D ik, 16 4 HFOD HCV RNA 23 1.2 Log IU/mL
s FT VLMD D 12 RED HCV RNA 2EMEOE121F Peg-IFN a —2a+U /3B % 12 [H]
B G- Giatae i 24 0) L, 2 LIS 36 [R5 GRIBHRIIM 48 1) LU Db D TH D, ftike
LT, 99%DIERS response—guide DIEHEIZHEL 24 H K 51272572, SVR24 13 89%
(109/123 1) THY | xHHREEIZIT D 57%(34/60 ) Kb A EICE L TH-72 (X5),

K5 S ATLE JL+Peg-IFN a —2a+)/\EY > 3 BBt AEED
P ELEESB x5 A BB IE(CONCERTO-1 X ER)”

B sMv+Peg-IFN o-2a +RBV Peg-IFN o-2a +RBV
100 . P<0.0001 P<0.0001
90 89 89

80 -

Response rate (%)

1

SVR12 SVR24 Relapse Breakthrough
IEN #I[EREEFNZ3 3% CONCERTO-4 3k * T, Peg-IFN « —2b Zff L | {AEIIHL

CONCERTO-1 # & [FIAED response—guide TR EIAV7273, 273 response—guide D FEHEIZ A
L 24 BEEHERD, SVR24 13X 92% (22/24 #1]) TH-7=(X6),
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X6 I ATLEL+Peg-IFN o —2b+J/\E) > 3 FIGEREED
#EAEG., BAEBRG. ALAEREDBIZx T 58 #E (CONCERTO-4 3 EX) >

B EAES pamEne B anasEml
100 - 100 97
90
80

70

60

50

40

Response rate (%)

30

20

10

SVR12 SVR24 Relapse Breakthrough

% U ATUE JL+Peg-IFN o —20+ /AE YL DR S IR : #1E A BH & BTABBREITE 2458, #ih
FRABIG) T 48 8

WS TIToi 7= QUEST-1 3Bk ' Tld, A7 L)L 150mg (1 H 1[8]) +Peg-IFN « —2a+J/ LY
> D 3 FI%E 12 5L, ZD#%IZ CONCERTO-1 Bk L [FIEED response—guide TR H3E%
TESFU., 85%DAEBI A response—guide DILYEIZEEL 24 B 51272 o7=, 2K D SVRI2 1X
80%, 7/ Z A7 1b IZBRDE 90%(105/117) To o7z, QUEST-2 3R '* TlL Peg-IFN a —2a & Peg-
IFN « —2b @ 2 BEZ2F%E L., {REHIRIT QUEST-1 B LRI D 7 Bha— LT Tbiiz, 91%DIE
73 response—guide DHHAEITEEL 24 W 51270 o7, A2KD SVRI2 1% 81%, 7 /4 A7 1b
IZIRDE 82%(123/150) Tdh-7=, Peg-IFN a —2a & Peg-IFN a —2b @ SVRI2 [ZFN 2741 88%L 78%
Thole, WTHORBRIZEBNTH Y AT LV R IEIT Peg-IFN a +U/E L 2 A0 AL
48 DR RREL LR L . AEIZ SVR BN@mE Th-o7z,

ZDIDNT, ATV E NP HBEIEOERARERIE 4-12 OIS S XI5 M % 24
HRNUIL 48 HIZFRE T 27 uha— /LTI 1 EEAE DIERFIDS 24 T 5-£72 57, IFN
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WEEHRBNCF1T D SVR RIT[E N EEERER T 89~92%, SRR RERD S /2 A7 1b Tl 82
~90% TV, Peg-IFN o +U BV 2 FIFFFIERTE 48 I DI RIEL L LA BITEm R Th o7z,
4-2-1-2. HIVEHE ARG
AAEN TR I b IFN GG R EREII 353 A7 L eV PRI ED CONCERTO-3

BRI CONCERTO-1 RBRE[FIER DI 7 rha— L Cf i, 24128 response—guide D FEHE

AL 24 BEIEHEE /2 >7-, SVR24 1% 90% (44/49 ) TIh-7= (K 7), [FICLFRENT5
CONCERTO-4 & * T, Peg-IFN a —2b ZAi L CONCERTO-3 5k * L [FER DRI 7 b=
—/LTITIL, 206175 response—guide DIEVEIZEEL 24 TR LR >7, SVR24 1% 97%
(28/29 i) ToH-7= (1X16),

X7 U ATLE JL+Peg-IFN o —2a+!)/\E) > 3 FlGERAEED
AR B B - EEI 2%t 3 B 8B A#E(CONCERTO-2, CONCERTO-3 :15&)*

R , — BAEEDNG BB E N
. RaRRERE [ (smv12:8) . (smvzmﬂ)

100 -

90

Response rate (%)

SVR Relapse Breakthrough

UEA/CETo2u7= IEN BB R BN 53 A7 L E LR E D PROMISE #R5R 151X
QUEST-1 iRBR LRIk D7 v ha— L TIThiz, 93%DAERI A response—guide DIEEHEIZEEL 24
B G2 o 72, 2RO SVR12 1 719% T4 /%A~ 1b Tl 86%(128/149) TH -7,
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ZDEIIT, IFN BRGNS 53 A7 L E B IRE DR RRBR THIE e AL DIEFI)
24 B 5-L720 SVR SRILE PN KRR CTIE 90~97%, MESMEARRBRD 7 /2 A7 1b TIL 86%T
V. Peg-IFN o +U/RE V> 2 FIPEHIHRTE 48 WO B IEL LA B ITEH R TH -T2,
4-2-1-3. HiVAHE R

H AREWN TR Iebiv/z IFN BEREZ Gk 353 A7 L E /L f IR ED CONCERTO-2
ABR 2 TlE, VAT L E L+Peg-TFN a —2a+U/ BV D 3 #lZ 12 #5458 (S ATLEIL 12

W) & 24 W53 H8E (AT L EL 24 #8) SR ESNTZ, WM ORETEH CONCERTO-1 L[RER
D FEUET response—guide (ZIDFRIBHEIAM NG E S, 24 W FTHREINTIEF DI HZENZE I
96% . 98%DIEMHIN response—guide DFEUEIZ A B Ui G- HIMIX 24  L72-7-, SVR24 X2 AT°
LEV 12 BEECIE 51% (27/53 B1]) . AT L E L 24 BEECTIL 36%(19/53) TH-o7- (7)), —JF
CONCERTO-4 &l * TI&, IFN BAF N F 6L T A7 L E /L +Peg-IFN a —2b+U/SEU D

3 F%& 12 B H-LI2#12 Peg-IFN a —2b+U BV 2% 36 JH[E % 5L, MIGHIIR 48 M THY .,
SVR24 1% 38% (10/26 i) TdH-7= (X6),

A AE N CONCERTO-2, CONCERTO-45BRILAIA R B 2 3t R ELT-H DA, 1%
Bz AR 12 FEE AT HCV RNA 28 2.0 Log 1U/mL LA_EJ8i20 L7 partial responder &, Z4ULA
S @ null responder TSR UTZEAT I THOIL TRV, — 5 AN CTITHodU =5 L FHD
ASPIRE 3Bk "1, i A L BN F 25t G L UT- B CTH A0, BN % partial responder
L null responder S L2431 THEEGEZ L TV 5, ASPIRE FUBRTIL., #IGE R 48 A D)
HU AT L EL4Peg-IFN o —2a+U "V 0 3 Hl% 12 8 EHDV ML 24 W5 L7-#% Peg-IFN «
—2atUN\EV 2B 528 | 3 FlZ 48 W 5728, A&k 3 BEICHIVHT LT, > A7 L EL
D &I 100mg FB3E O 150mg D 2 HEZERELTC, ATV EI/L 12 1, 24 1, 48 5D
SVR [T A7 L E /L 100mg TI& 70%, 66%, 61%,  AFLE /L 150mg TiE 67%, 72%, 80%THY,
VATV EVEE G HITC SVR SRICZEEZRBD e o T, AR FAGIZET5 SVR XV AT L EL
100mg & 150mg &HIZ 85% Thho7c, — HRINERHELNFIDSE partial responder & null responder @
SVR I AZLE L 100mg Tl 57%& 46%, 3 A7 LE /L 150mg Tl 75%E 51%THY ., BTG IR
B> HTH partial responder TIE null responder EELEEL SVR RN E W EDIRINT-, FRIZH A
NIZZ\NF )2 AT 10 IZBRE T HE ., partial responder & null responder @ SVR (X3 A7 L E )L
100mg TiE 68%& 56%, > A7 LE /L 150mg Tl 88%& 58% Tir-o7- 10,

[Recommendation]
® IFN HJEEHEHIZR T 5 A7V E L +Peg-IEN+USE YL 3 FGFFRRIED SVR i Peg-
IFN o +U/SEY Y 2 Kl GF T 48 HOMREEL LB L A RICEHE THD,
® IFN RiTERERBITH DY ATV E L+Peg-IEN+I LY 3 FIBEREEED SVR RitE
<L 90~97% Th 5,
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® PN HTRERERBIIX T 53 AF L e/ +Peg-IEN+) LY 3 FIPFFFREED SVR i 36
~51%THD,

o VS ERERABRTiX. IFN HiR R ELN B D720 T partial responder @ SVR (i null
responder LB TRBTHDOILIRENTZA, BARANIZETHT —Fid20,

4-2-2. EITEH

CONCERT-1 i&8# 2 (B DIEMEERIT 92.7% THY , A EFL TR T ILICE S TIERIT
4.9%D I T, *FHRRETIHD Peg-IFN o —2a+U BV 2 FIOF FWEIEIZEITD 8.3%E =027,

VATVENBEERIZB O TEUALE Y EFA 40.7% TRIESIUZA, AST, ALT O _EF13rEb
7RN—1BPEDOBE D FH-CHY, 1.1-1.5 mg/dl 28 25.2%, 1.6-2.5 mg/dl 2% 14.6%, 2.6-5.0 mg/dl
23 0.8%THY, 5.0 mg/dl D EF 1T~z VA Y ERIE, FFRT VAR — 2 —OIEMERRLE
JRAI &G S TS M 722U T IRIZ ISRV T, AAIR G2 Z0 P eV L e fERE LS B 5
L. - BARRE L TR LI B STRERID 3 FRESITRY, EEARETHD, 0k, Zi
SOFEFNE, TEFRATOIM M 6.6 17 ~9.0 JTENTHb 10 TR Th-oTz,

A, BERER, BREE mREEMAE, 25 EERE, WLEHER, BROMOEIER Iz O\ T
1%, B L OMEEE 1T AT L E L +Peg-IEN+U BV 3 FIGE R EL Peg-IFEN+U BT 2 HI6f
MEIETRI% Th D, BMLOBE  FRE 1T ATV ELFEREELS Peg-IEN+U BV 2 FIGF A%
ECHS%THY VAT LVENAPHBEICB O UL, ~EZae U HAKED 10.6 g/dl BLEAS
29.3%, Grade 1 ™1 (Hb 9.5-10.5 g/dl) 75 41.5%, Grade 2 ®O& fi.(Hb 8.0-9.4 g/d)73 29.3% T
V. Grade 3 (Hb 8.0 g/dl #ilii) DA MIT72H 72,

B2 JEREARIE 57.7%D BT BIL 7228 Grade 1 £721% 2 THY, FEBHEEE, BEIEFE, P IERIT
SRBEL[FRE CTdhoTz, AT A —T AV aL U AERERE(S]S), FAI M B EUESEFERE(DIHS) 72 X D
HEREZ 30T,

[Recommendation]
® I ATULE/L+Peg-IFN+UNSEY L 3 FIGFARRIETIL, ARV AR —F—fE O F I —
BIECERE DL INE Y ERRBRLNDI LN DD,
o ZDMDORIVER DT LB L Peg-IFN+UNEY L 2 FIGFRABIELFIE THY | IHHRTR
RITE,

4-2-3. FEHIHEAAFEH]

VAT LEIUEEIZ CYPSA IZXOREHIENAHZEND, CYP3A DL EISCFHEK LD HIZLY
SATLENO ML RIS E 52 D RREMEN DD, FEZ CYP3A Z9R<HE T 23A 0L
BRI MRES N TR E N E LR T L, 2RI T2 A REME R D, ZD72H <D
FANDPFHEER RO LR B LS TS (&R 2 Z2 ) 10, £, VAT LELT OATPIBL & P
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FER EABLE 572, OATPIBL X° P iR B AT L Claik S0 364 & OF L 72 BRI OF 36
DI HREE ERSEDAREME R HHDO T, BT UEEZSIRL | 5 AN ISR T 223
Thod,
[Recommendation]
® I ATULEVIEIZEDRHEESR CYP3A [ZXoTR#I L, T2 OATPIBL L PHEERE
EET DL D, ZLOEAN AR - FRHEELENTWS, TMIIEEZSRL, #
ERNCIKHERE T DL ALETHD,

4-2-4. FEAIMmHHE

AR M2 - AR B2 %95 CONCERTO-2, 3iklk * |23V T, breakthrough, #¢5-F1 7 A
IV ERIIA A4 TH IR AR A, #5548 T HCV RNA Btk B L O B4 OFRIED S
7= Failure 1z x5 E LT NS3 7'm7 7 — B OB A -2 B PIBETSI TS, Failure 1] 61
BIDHH 59 Bl TR FARMPBRIATRETHY, 5B 54 i (92%) TU AT L E /T L Ttz A3
HEBPRHENTZ, TOIFEAE D 168 FD TR B (54 7 52 B1]) THY, 42 1T D168V
T2 5 (D168V D HMZE 73 35 (5], IR G285 Z AN 7 41) | 10 1% D168A/H/T/E/X
DHIMBHDHVNTIRAE R Th o7, 168 FOT I/ B BRI 2D -7 2 FEFITIE, 1 BiliE
Q80L HUMZESE | 1 #4113 Q80K & R155K DIRE LR Th o7, KikBROXTRD 9T%(137 /547 1b
ThoHD3, WS D ASPIRE SRBRIZIBWTH S /2 A7 1b TIX AT L E T D2 X
D168V MFEAEZ EDHTE ZHICKH L TT /Z AT 1a TIXFEL T RIG5K THAHZENHES
NGV

WA DEGEIREBR TIX, 7 /2 A7 1a IZB W TERBHLARTIZ Q80K DB 23 & 25L& SVR
MK T2 A REMES IS &7z 1012, Q80K DI s 12 HUIT /4 A T 1la D 23-41% THIHHE
NDT=D RN R T INK F L7 D FTREMED DD, 7/ 2 AT 1b IZBWTIE, Q80K DIt x4
IXFECHD 1,
[Recommendation]

® U ATFVE N +Peg-IENHUNEY L 3 FGF FIRIE DN R L2 o TREH Tid, MRICTHEZE RS

BHIND, 7 /FA7 1b TIL, 1ZLALH D168V ER ThHD,
® FHAT 1a BV TIREBMARIIC Q80K DEMEFERINH DL SVR RMET T B 8
3D D, 7 /ZA7 1b TiL, FEEBETFZ2ENIFH THS,

4-3. B4 AL )L (daclatasvir) « 7 A7 7L E )L (asunaprevir)
4=3-1. XU THAE )L

B Z2AC AT THAFE S TR IS &7z NSBA BLERITHS (1) ', HCV DO IAEIE R
F BRI NSBA 13, 447 7/ BRIE D BBV BRLE H 22— R D8I Th D, ZOMIRIZIL IFN
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B DN AT B2 95 Interferon sensitivity determining region (ISDR; aa2209-2248)<> IFN+1J/X
EUAREDO N FIZ L% TS interferon/ribavirin resistance—determining region (IRRDR; aa2334-
237T9)FEL T D, NSEA DEREIZ DUV TIE 0T HIBIL TR A /LA RNA #E8YCH
PR EE R CODHLDEEZ LN TEY, 222 HCV ORI IEAICEB W Ta T E & NS5A
AP EERTHZENHEE ST D, NSSA FLEANTAL /> F-FLEAITHY , A /L ABEFE
FNCRE RN EDNHIRSIN TS, X TTFHAE LTI TAY)D i E IR D NSSA 18 B4 RPLE
FITHY, CaE /R TH1Z R~ 1E0, Flx OF )5 A 75U CTHERE 7R, HCV JERR#H 12
BT AN N ROBGE DD, X7 FF A /L 10mg LA EDOWARIZEYD HCV RNA SANBHZE 13
DI HENHESILTND, M BRAICIEF 7T X AL ELT 1 [E 60mg % 1 H 1 [BIf& A& 59
Do
4-3-2. TAFTLE L
— T TAFTLEIIT T FLE AR AT LE L EEEE. NS3—4A fElkE 2 —4 v e L= 7 a
77 —EHEAITHS (K1) ', HCV OIS [ ik NS3-4A 13, NS3 &Z D[k 7 Th
% NS4A KRR SN D IEIAEGHE AR THD, NS3 1% T0KDa DZAEHEE A THY, T D N Kifi
53D 17X/ WElaal1-180) (2B 7 a7 7 — B A G A TWD, B 7m7 7 —Eid, I
FI AR NS3-5 & H [ OB 2 IE 737 CCTHT - TV D BB S iEliE R Th o, 7m7 7 —EfH
Fix, 20w 7a7 7 —BEEERETLIEED, UAVAYT ) AOBRSRLT A VAR TR
(LB AN AE ADPEEZMHIL . VA VAR &8T5, & iR o7er7—8
FREHTHLT AT T L e L, UL EDISRERBEFICID T /247 1as1b, BX T4 D HCV IZ
KU TR ANVMEREZB L TOD, BANIZIET A7 LereLT 1 [E 100mg 2 1 A 2 [H
572,
4-3-3. X U HAL )V /T AT L e L
DBEIZEWT, 77, [FN 25 LIaREICREK O RIERHDWVIIAMEDBE | 5T
IFN Z & Ty ML TR L7 o T R ISR L CH VT X AR L/ 7 AT 7 L eV R IE O R R
DATOA, EDREFRAEZIT 2014 4 7 A2 IFN Rk - RIARER], RiTaE BB L CRER
RS HUT, Fe W THIENGHRBI, BB DA RER DM T, ZORERA521FT 2015 4 3
(VAR B I R DSRUBES AL, &7/ 2 AT 1 BB T A - ARABPEITFBEZS0E B -~ T 5 28
MDMRBREE AT ST, AL IFN 7V —DHT ANV APRIETHY , ZHIZL->TIEN DL
TEMZIEDRECE L i, FEAIM 2R RONTFIE 228 ORIEM ORI HDT20 | 7 A )V AT
FBOVRIFRIZ 53 72 i - R BR A S D AT LY | U722 il 23 e S ETIThn b2 e DWW
EThD,
4-3-3-1. MBS CTORLAEH
o> DAAs E[RIEE, TAFTTLE L BUTHAE T, WG BEAITORRIT 4 Tz
D 2AIFRBIEN T4 D, Lok BId, KENZIBWTHITEHE Peg-IFN+U/SEV A ff FEEVA T null
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responder THo727 I FAT 1D 21 Bkl L, X 7T7XAL ) ET AT T LENLOHF L
#1772 11 fil(group A)LH I T HAE NN ET AT T LE /T Peg-IFN+ U RSBV AREZFEFH LT 10
ffil(group B)L& LLER L7255 A E L CT0D 1Y, JRIEHFIT W3 s 24 B TH -7, Group A
TIELL 1L Bl 4 11723 SVR T8 oTc, 77 2 ZATRITIET /2 A7 1a TIL 9 Bl 2 f5ild SVR(22.2%)
ThoTed, 7 /547 1b T 2 Bil&d SVR 1272572, — 75, group B Cid, 10 #ilH 9 i3 SVR (2
72olc, ZORERMNG, 7 I2EAT 1la T0H T/ Z AT b IZBWT, X IFHAE /T AF T LE
BN IBFR I D ED RSN,

4-3-3-2. EWNERA RO piiE

4-3-3-2-1. IFN RBEREARTERB, AMABI, BTG w ELh5)

AFRT IFN 25 IR ERIE ISR O ARIBRHDVII AT A D BE | 72N IFN 25 TeiaHk
ECEN LIS T BB TR BE 7T X R /T AT T L E L IRIEDSE 3 BRI ThnT-
“ R RIEBI DO FelTF 3D THY | REHENFIRE 87 5, IFN 23 ToVaRIE IR £z
A FIRE 135 B117C, ZALZHVAERR O FF 9L 60 7%, 64 7%, MEBI (B /%) 39/48, 38/97., 1L.28B
Bn -2 (rs12979860) (CC/CT,TT) 16/71, 94/41, HCV RNA #(Log IU/mL)DH H4f 6.8,
6.6 Tdo7, Child-Pugh /3% grade A DOREMERTFIEZIEFIE 22 Bl 5 FAL TS, FEUEMEAT
A2kt G L LT BRI Thiu Ty,

R3 HUFBRE I/ TRAFTTLEIIERNEIHEHAE
(IFN B - A6, saREDs) S5 Es >

IFN &R EEIC

R IG5

En LI 135 87
F#6. R[] 64 [24-75] 60 [40-74]
R, Bt/ &t 38/97 39/48
RIEHRFEE 11 11
IL28B iEIGFZE (rs12979860)

CC 94 16

CT 40 66

TT 1 5
HCV-RNA. # 3{E[SD] 6.6 (0.58) 6.8 (0.47)
Peg-IFN 4% 100 N/A
Peg-IFN A E& 35 N/A
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EIEBDOFLT AV AR T, IR AR D HCV RNA [EME(ERI 4 3 B (RVR)75.2%, 12 i
H(cEVR)91.0%, 24 ¥ H F7= 1314 TRHEOT)I2.3%, 1AL T % D HCV RNA 7E & FBRAH =
1% 4 8 H(SVR4)88.7%, 1AL T # 12 3 H(SVR12)85.1% THV | 2SERID SVR24 1%
84.7%(188/222) T o7z, HERNIE, IFN(+ UV RIERMA £/ IR ER G2
% SVR24 1% 80.5%(70/87), 87.4%(118/135) T | ARAEMEIFAEZIEHI TI% 90.9%(20/22) Th -7
(8) , ZDINTARUEMETIEZS IV TH A ML RS AL

K8 AHSAREI/FAFTTLEIERNE 3 AR
(IFN 4% - ST A, BAEEB) : SVR24*

100 84.7 87.4
80.5
(7]
et
c
< @ 60
& ©
> Q
U Y=
o) 40
.?i 118/135
20
0

‘ sy IFNGRBY) N
eal] BURRRS  rmes rmw RIEEFEZ

B  RIN 7BIC A5 e, F37IPN OIRPENRICKREER L 5.2 5 1L.28B Bin %%
TiX, TT #EL TG/GG BEIZRITD SVR24 1ZZFNZ 4L 84.8%, 84.3% THV , 1GIERN BT =T8>
7o F7-. AEHN . PERI. BHAAIEED HCV RNA &708 , Z DD 2 K ThIBEL RIZF % Th-
7= (%9),
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B9 #USRREIIN/FTRFTTLEILENRNE 3 HHER
(IFN FE4E - B 6. sra i ESH) - B REFRlZH 1= SVR24%

93.9

81.2 899 83.1

83.1 855

100 " 618 843

80

SVR24
(% of patients)

7

TT TG/GG <65 =265 M F <800K =800K
IL28B F T4 A HCV-RNAE

TR TRICTA N ADFRERBOTIERNL, BERBIFE, IFN(+ VSV NPEHIPRIE NI £
TIEARTERE BIRE T, ZALZA 6 61(7.9%) | 11 51 (8.5%) TdhroTz, IRV AN AR EH%
D 7= JiE i (viral breakthrough)lZMEZNHE, IFN(+ U SE V) EIE R 21T BIRE T
2010 #1(11.5%) | 4 B (3.0%) Th o7z, FIIGHKE TR HCV RNA B2 1 41, 2
I CoH-oT,

[Recommendation]

® X UFEAC)N/T AT TVENPERFIEIL, VANV AHEITR B OB 072508 - R BRE
HOEMNICEY ., BEIRE BT RSz ETIT,

® HIERENFIIR LU IEN(+H Y ASE YV REATH A E IR BB R E LT F I T FAE
W/T AT FVENGFREREDOENE 3 R Tid. 2REHID SVR24 11 84.7% ThoTz, &
201, IFN(+ U/ SE Y )BERTHE IR EHE A L E 1T 5 SVR24 13 80.5%,
87.4% ThH o7z,

® 1L.28B EinFLHL, 4Fih, 1B, BIRGRF HCV RNA B8 OW RN FIC X IEHB R D=
IIHENRD T,

o SN DERKFRBRITISVNT, Genotype la TIXTREIRIEIEL., SVR IX 22.2% THoTz,

4-3-3-2-2. FIENAHMH, AITEHR RG]

WIENARG], AR FRBIIH L CHH 77X AL L/ T AF 7 L e G AFIEO S 3 FlBRS
1T Tng 20, ARRERIL, WIENEHEGNI L I 7 TXAE N /T AT TV E NI REEE T
T LB L +Peg-IEN+U/SEV L 3 FIGEFIREIE D FLIERER . AVAR BB SR L T3y 772 A8 L/
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T AT T LVENAGEREED NS T aha— L CIToi e, EGUEFI DT 53340 T, F)[E]
TEREB 119 61, TR 22 Bl T o7, FIBNERBIZOWNTITT T 7L E /L +Peg-IFN+U/ Y 3
FIOFRREL O lGRERE LT T2 | ARl T BT 57 k& FRERAIA | 70 a8 2 DE
BIEE TR, Fz, RUEMEFIEZ (Fibrotest score F4 JEB) & 2KD 6 1 (5.0%) IZEEF -
TW%,

R4 FHOSBRE I/ TRAFTTLE I ERNEIHERER
(FIEAES. R AEBRA) 2EES "

MEEEH RSB EE RG]

fiE 1511 2% 119 22
F#n., P R{B[EE] 57 [20-70] 65 [45-75]
TR, Bt/ &t 48/71 7/15
REMFEE 6 1
IL28B jEIGF % E (rs12979860)

CC 79 16

CT 38 3

TT 1 1
HCV-RNA. 1 3{BE[SD] 6.84 (0.6) 7.01 (0.5)

*! Fibrotest score F4 M JEHI,

ZORBUCB T HIREEGR T B B LR R THY , HIENHEFIZIST S SVRI2 1% 89.1% (Lhiik
XRDT T 7V ERIRIETIL 62.2%) , AITEH FHEAEITlE 95.5% T 72 (X 10) . AiFEHE L) 5
R IEN A « A3 DR REER IR PERI, F s, 15 B AGKF HCV RNA & IL28B
BAR T2 CHOIRE BRI A B2 ZE XA DR oTz,
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K10 #952AEI/FRAFITLEIERNSE 3 HHAER
(FEIAEM. ATAEE A : SVR12'°

95.5

100

[o2]
o

SVR 12
(% of patients)
5 3

20

£ [E16 B 151 Dp=ps-&=58 0]

4-3-3-3. EIEH

IFN ik - AR, AG R R Z st RE L5 3 fHRBRIC BV CHEER A HEHRT 13
B (5.9%) TROOLNT-, BBBHE ORI STAFFRIL, SRR, BUF% CTholo, », KR
Eﬁ“ﬁﬁkbf%&‘%%ﬁf ZHHNTZDIL AST/ALT _EF-CThHo7-, KRR, #5 12 8% E

HEZE, AL 4 B SICFREREMR A A G TL . Graded D ALT ERBHONT-H;

AlEEbick 52 Ik 5V aha— L Tirbhiz, TOfER, Grade 3/4 O ALT E5-
AST EJ-(Grade 3: FEYEE LR 5 521 E 10 LA T Grade 4: JEYEfE LR 10 f58) 25, £h
2 7.2%(16 1) . 5.4% (12 i) (THBIL 7 ', &5 F 161X 10 41 (4.5%) Th-o7-, ALT EH-DIE
BURF I oD T Al 3 G- Bl AR R 10 I Th o703, FRFLCIT 4 T8 by VEF]TIiE 23 IZFBIL
TEY, —EOMEAITHALN -T2, LL, Grade 4 D ALT EFRNSHBLIEFOIZEAEIZE
WL ALT 23 INUIZE 8 THs Grade 4 (2T HETOHIEIL 28 H LN THY | Fied iV VER]T
X5 HChoTo, —J7, HGHILFITIX ALT (XL, Hikf] 10 filooh 8 5T SVR 23
BRIV, ETo, FIENEREG - BiEHR R G2 6t G & LT 5 3 fHRREBRTH | Grade 3/4 D ALT |
F--AST 523, PIENEFE]ITIEZLZI 15 Bil(13%) 6 BiI(5%) . RiAEE ARG TlEVWivh 1 4
(5%) CHBIL7=, AST/ALT EFRICE28 5 H LG ZENORET 5 Bil(4%), 1 #1(5%) AHiLiz
D3, ZHUE 6 Il 2FC SVR MBSV TN D,
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FEio, RUEVEFREZIEG] & E AL LA DREFI D T BNEITAH B2 ZIXA DIV -T2, IR
TEMENT I 28 LG IR EABR DRI G2 L 70> TROT | RRMEDHER STV TR, FEAE M T8 ZESE 51
TIEE I THAEC I/ T AT TV ENAGFREIEEITIRETIEAR,

[Recommendation]

® X UFHAL )N /T AT T VENGEREIED IFN Rk - AiAH ., e R ESR LR tREL
7-EWNE 3 tHFRBR CiX., Grade 3/4 ® AST ERJ  ALT EFA, 22 7.2% (16 4) | 5.4%
(12 B ITHBL , HBEF 1B 10 £ (4.5%) ThoTz,

® ALT ER OB —EDMEAIIA LN T,

® 5 12 A% FETIT 2 AMT L, LI 4 BRI LI EEREE A E=%—L, Grade4 ®
ALT ERER R EZ P IELTRER. ALT 1326 CHREL,

o JEREMTELZNRELERABRIITON TRL T, KEMbREFEIh TN, FER
EPEFRE S TIIE 52T R E TR,

4-3-3-4. HHIF A AEH

KT HAE L CYP3AL DIETHY, 7 AT 7L E/LL CYP3A X° OATP1IB1 8L 2B1 @
HEThD, Fo, X IFHAL VL P HEEHE ., OATPIBL, 1B3 XU BCRP OHENEH, 727
7L E LI CYP2D6, OATPIBI, 1B3, 2B1 X O P #EE AE OMLEIEH . CYP3A4 DFFE/EH %
BT 5, @RSz CYP3AL DOFFEIEETIIPAESL, OATP OFHLEIK IRk
CYP2D6 DIEEDOHFHIZL ST, ¥/ TX AL T AT T UV EZ I 3O M FRE MK T
RO EFTHAREMEDRH DL, ZNOOFFNIFFHEERESN TS, O, HHHIZEY,
WBE B2 500N HIANIOFAER LS TS (B2 IR) 20 122 Bl iRf CE%
ML, JIKHERTHIENLETHD,
4-3-3-5. FEHIMHPEZL 5

DAA DIRF I FA REBIFS T LB AR 120 CEAIMIEZL ) LT, 7u7r 7 —EHEAIT
DT AT T LEILTIE NS3-4A 818 168 7 H O T /EEZE 5 (D168A/E/V) ' A3, NS5A BAFEHIT
HHE T HAL LTI NSSA fHIEk 31 % H BL N1 FHOTI/ELZ R (L3IM/V & YI3H) ' 28
HBILTND %, HOV 3 E D8 THRIERLFI DO ZARNEICE Lo A VA TH D20 . DAA IRIERITNG
ZNODMEE R T AN 2% B T DIEGIPAET Do XV THAE N /T AT T LEVENE 3 R
B (IFN AR3EA « AT, BRI D REXTG) Tl X AL I — 7 = R Lo TIEHR BR Aa i
(2 HCV HEANMNEZE B2 5k LA T2 214 Bl b JEIRAT T2 YO3H 85 L3IM/V BRE2H 75
FEBIDZALELL 30 6 (14.0%) | 8 451 (3.7%) fFAEL 7=, VR¥ERITD NSHA FEIEk M2 ¥ A7 MERI D15
RAEZX11A, B ITRT,
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B11 FUS2REN/TRTTUEIVERNE 3 1B (IFN TE4E - Rt 241, A EENSG) -

AR NS5A THEZEERDFERIZH 1= SVR24' *

A. IFN(+RBV) AN 4% - A i 22451 B

SVR24
(% of patients)
3

100

oo
o

~
o

o]
o

e 95.3

B. AIVAERENGIEE

SVR24
(% of patients)

100 ~

80 -

20 -

60 -

40 -

88.1
47 .6 50.0
- ol o 8 6
EREL  ERBY CxmnL ZRBY
Y93H L31MNV
85.7 85.0
>
33.3
16.7
8le : . .. 9
FREL  ERBY CERAL ERBY
Y93H L31MNV

*NS5A T ZEEDRBIZIIZA AL I —OIT O RiEER-=,
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IFN(+UASE V) ARG A - R BIHE T, IRERTIC YI3H ZEEAFAEL el 72 107 filH SVR
DAFHITZDIE 102 B THY | ZZ R L OFEFNZIRDE SVR 13 95.3%& RAFTH 7273, YI3H 225
DMFAELTZ 21 BCU SVR X 10 ] (47.6%) (12 EE -7 (K11A) , — 5, BITRRESFIRE CILIEHE
AT YISH B EBIFLELI) S TERITD SVR X 85.7%(77/66) Toho7=DITxt L, fF4ELTAES]
TIE 33.3%(3/9) TH-o7z, LIIM/V EF T, ZOERPFAELIR) -T2 80 #ilH 68 ] (85.0%) T
SVR BMEHHITR, D TITH 2B DD L3IIM/V ZEERBFIELT 6 #iITIX SVR L72xo7Did 1 4
(16.7%) DI To-7= (K11B) , £/ O 3 FHaER (HALLMARK-DUAL) Ti&, 1A5HIIC 48
1] (8%) DIERIT Y93 ZLENAFAEL . ZHHDFERITO SVR 1% 38% (18/48) | IRFERIIZ 27 #i] (5%) D
JERF]C L31 BERNMFEL, ZIVHDRERITD SVR 1F41%(11/27) Th-o7z ',

F7o, VIENEF ] - AR A Z 0t R E LT 55 3 HHEBRTH  1AFEATIC NS5A FEIB D28
BAEHTDUANADBFIET HETRREAEDN R EUR T T HZEMHALNIIEIN TS, TERRTIC
NSSA SO AN E ST 129 FlOIH | AL TR —F 2 AIEIZE 5T YI3SH A5
L311/M ZE BNTFAELTIEFNZZ 200 18 511 (14.0%) | 6 1] (4.7%) THY ., Wi 5720 L s —
T BPFAEUTIE BT 23 451 (17.8%) Tdhroiz, 22 BBFLELeh o7 106 BTl
104 11 (98.1%) 123V T SVR12 R INTZ— 7T\ i T2 LW T IS B AEAE LT SE B
(ZH31F D SVRI2 FERIE 11 41 (47.8%) 12X F-T0 7= (K12),

K12 Z9S2RE I/ TAFTTLEIERE 3 HHiRER (FRAEG. aiaEBERA)
SBFERID NS5A THHEZEEDHEANZH 1= SVR12'P*

97.3 98.1

100

80
vy
i)
| =

892 e
€3
vy Y=

o 40
S

20

0

ZRLL ZBHY  ZBELL £RHY  ER4L ZEHY
Y93H L31/M  Y93H or L31I/M

*NS5A T ZEEDRBIZIIZA AL I —OIT O RiEER-=,
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EDLIT, Z I THAC I /T AT T LG RE DRI AR RS B CIEm A9 5 Z Al
ANARHET BZEDRHES TS 2, F70h  TRIEATICIE NSBA S Y93 720 L L31
IR S TIEFNZF3 VT, breakthrough &2\ M relapse #2 IZIMMEZ B4 HIE 3 5L, NSHA
TR T35 NS3 SO D168 10 S RASHBLY 2, WSh 05 3 4R (HALLMARK-DUAL)
Tl VAR RR I Tl L31 25578 63%. Y93 ZEHL78 58%. NS3 D D168 Z5H 78 92% THIFL .
NSBA & NS3 DLt HEZS B IE T7%C HELL TUN= 1%, =D 572 NSBA & NS3 Dt ZE R D5 |
NS5A SR ODMPEZE T 1 AELL BT 2L D RSN TS 77,

In vitro MZ&IZIBUNT, YI3H & L3IM/V Dffi 5535 NS5A L EfitHEZE A /L A%, YI3H R°
L3IM/V Z B TH T 27/ AL, NSBA HEANI X LTI mEDmMEEZ AL TR, A TSH
CHRED R T ETHPERR Tl 131V-Q54H-YOI3H ZERBRA N5 2 Lt BAE STV (35).
NSHA FHEFIDIEFRFED I MERNIZ IO T YI3H & L3IM/V L& RIS 952 80F 192U T (X AL
IR — I EUARE) ThV, NSBA S EHEE SITHD TEN THOLBESND, LIL, ¥ 7FHAE L
[T AT FLENAPERBREOIERRA BB TIE YO3H R L3IM/V 28 s IC Rt a5 2 &
D, NS5A Z HifitHEA Bt MM ITAFAETDEEZOND Y, 29 LIeLH - ZAIMEER Y A L2
WZxt LTI, BUREAUCRENL SV B RIRIREIT 2 LD BRI CIE, ), 2 - 254
Tt 1 L2 2 HBLS H0 2 L REETH 5,

&5 NSHA FEEIBEREITHT HH VIFREILOMETOT4—IL (XHER ' &Y)

Replication Level (%) EC5o (ng/mL) Fold
Replicon* Average (SD) Average (SD)f} Resistance

WT 100 0.0019 (0.0007) 1
L31M 99 (23) 0.0062 (0.0014) 3
L31V 158 (54) 0.053 (0.015) 28
Q54H 83 (18) 0.0024 (0.0003) 1
Q54N 83 (29) 0.0027 (0.0006) 1
Y93H 27 (16) 0.046 (0.018) 24
L31M-Y93H 70 (68) 13.5 (12.2) 7,105
L31V-YO3H 50 (38) 28.1 (24.7) 14,789
Q54H-Y93H 22 (7) 0.018 (0.005) 9
L31V-Q54H-YO3H 189 (25) 36.1 (7.7) 19,000

[ Recommendation]
o FYur 7 —PHEAITHAET AT FLE/LDIEEELL T NS3—4A 41K D168A/E/V A3,
NS5A FHEAITHDZ 772 A /)LD ZE 2 LU T NSHA f8i8% L31IM/V & Y93H REET D,
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® IFN - RAH], BNEREDHEZNRELZENE 3 MR T, IBEINCRIT 54
VIR = T RABIC I DRFHC LY LIIM/V H32ED 3.7%, YI3H 25 14.0hZFFIEL T,

® [FNHUNREV)AEHE - ANIHABIFE T, IGHERTO YISH BERZRL-HYD SVR RidthLh
95.3%47.6% Cdho7z, —FFRITARESBIRETIX. IHWERITD YISH BEZL-HVD SVR =ik
85.7%-33.3%, L3IIM/V EEARL -HVD SVR [ 85.0%16.7% Tdh o7z,

o FENARS] - AERFRGIZ R LU 3 R TIL, Y93/L31 IC&<HEE R P EFEELR
DA TIEBITIX 98.1% 123V T SVR12 BAERRINT=— T, B H RO ULNTINICERBTFEL
TERICIITS SVRI2 i 47.8%5 ThH o7z,

® X JFEAL /T AT FVE NG RFEDOIERA I TIL, NSFA RIS EMEERY AL
R, HBNIEARNTH T DEHIMET ANV AP EREICHBL T 5, ZH LTS E - 2 AL R
TANVAK L TiE, BRI CTHMLSN- A DRIGFIEII RV | /BT, 2 E - ZHIMEY A
NABHBASERWIENEETHS,

4-4. X=7L L (vaniprevir)

2014 9 H, 7T7VLEN AT LE N T AT T LENMIHKE 4 O7 a7 7 —BRHEKREL T,
NETLENPNEGRENT, N=FLE LIS AT L E LV RRE, KERIRIEE (macrocyclic) b5, 5
2 7077 —BHEERIC G EHSNDIEARITHY, 7 /247 1 B 28I 1b Blod HCV IZxL T
BRVPLY A VAR ZREOZ LD in vitro IZBWTORSIVTND W, N=TLeWEsr /247 1 Al
D CHAUEBMEIF I3 L T Peg-IFN @ —2b-USE U EOF G- L B AIZIZI A= L E L e LT 1 E
300mg Zz 1 H 2 [l A 4592 % KIRNGHHI. AA R ERRBITS LTI AT Ve VIRER 12
B G5 2ATHDN, BRI L Cid Peg-IFN @ —2b - URE VU L FRULAR=T L E LY 24 5
EATH OIS, VATV ENV LT RS,

4-4-1. 1B A

7 IEAT 1D C BUBHEITFRIKE 5/ =7 L E /L +Peg-IFN+ ULV 3 FIPERIEIZ DX,
NTIEETE 2 KRBT O, 22 TR RG] 90 FlaRfREL T, =71
100mg, 300mg, 600mg., BLOT TR EED 4 FE/THRIRAES TSI, £ OfE F: 300mg/
B3 B G- B ESI Y ZORERE B ERENE 3 BTN,

4-4-1-1. YIENEH G

HIERGRBN 355 3 AHRBROXI T 70 sEL T DT /2 A7 1 Bl @A NV AED C RIS HET
K (FFREZZ I IR 540) THY XL HO 12 HlREIF =71 E /L +Peg-IFN a —2b+U BV 3 FlIff
. 20 12 181X Peg-IFN o -2b+ U BV 2 FIfFHEWS T aha— L CITiLz, DR, 3
AIPFAEED SVR24 1% 83.7%(82/98) TV, *FHREL 7= 2 AlPFARED 55.1%(54/ 98N ~THEIZ
B TH-72(K13),
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K13 /N=ZTLEIL+Peg-IFNa-2b+1)/\EY) U 3FIGF AL
ER%E 3 185HERICH (5 SVR24'®

92.0
100 83.7
76.9
@ 80
I 55.2
o .
g.l -g 60
-
S 40
s
20
0
#EB R RAERBR ALARER RARRER)
(partial responder)  (null responder)

BIENERB]ORE Rzt m K RN D L PERISCHIR TIL R ERZEI AL > T203, 1L28B 1
a1 2MClX CC TD SVR24 73 92.2% CTdh->7-DIZxI L. CT/TT TiX 67.6%Tdh -7~ (X14),

E14 /N=TLE)L+Peg-IFNa2b+1)/\EY V3K AEE : B REFAICH = SVR24'®

92.2
100 88.1 80.4 85.5
73.3
67.6
— 80
[75]
]
o
3%
> o
V) Y=
© 40 -
*
20 -
0 T T T T T T T T
M F <65 265 cC CT/TT
51 FH IL28B
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4-4-1-2. HIVEHE AR
1 B A L ZBSE GO FIEH (IFN BREDH DT B Y OB RIHRTE) OFR - 7L — 27 21—
Bz 5t G L LT RRBR AT AL TS, e IR EZRSTERFIE 25 Il THY, ZDHH 23 HiI T SVR24 DNERLS
AU, SVR24 13 92.0% T 7= (X13) , 25 FlHREHEE T L —27 Z—fFl1% 6 T, 55 4 #IT SVR24 A3
BTN,
4-4-1-3. AAHEEN G
T A L 28 BTG R (IFN BJIRESH BT AU EOFE R OBl 4 515 L U HRER T
X AT VE VBT S=TLELR 24 BB G-ENHEWH T R — L Tho T, XEGUEFIE
42 $1(26-69 7%) THY ., RGO T HCV-RNA 23 5-RE2D 2.0 log 1U/mL LA K T L=
7> (partial responder) . #5V M 2.0 log K DAK T TdH-727%> (null responder) (2L THENT M T4 T
WD, EDRER BRI BB 2RI H51F 5 SVR24 13.61.9% (26/42) TH Y, partial responder Tl 76.9%
(10/13) ., null responder T 55.2%(16/29) LWV RFE CTH-7-(X13),
[Recommendation]
® IFN #IENERFICIITH/ =T 1L E/V+Peg-IFN o —2b+ U BV 3 KB HIRED SVR24
1% 83.7%THY. xa“ﬁﬁﬁé@ Peg-IFN o —2b+YU/SEV 2 FIPEAIZIITS 55. 1% HLARIZ
BERThoT,
FRHDNIEXT L —7 2 —FNE1FD SVR24 1% 92.0% T o7z,
IFN BiERRES B 21238155 SVR24 1 61.9% THY ., partial responder Ti 76.9%. null
responder Tl 55.2% ThH o7,

4-4-2. EIWEH

WIENERRBN 1T 53 =T L E /L +Peg-IFN a —2b+) BV 3 FIGEARETIE, EERENEH OB
4451 (4.1%) | EFEZREIERNCED 123 3 41 (3.1%) AHNTZb DD | M HFEOZ LR 4 61 (4.1%) |, 2 B
(2.0%) LB BRFETIRN T2 N=T VeV GRECE MR E (R, B0 K& OV ) O BB S
BTz, B E IGIEE O ITREE FIIHEE THY, EICEG-BMG 15 B LINICHRILLT-, &
7 HIBEEE (R, B R OV D OF E RS0, 288 i 2 FlCRRO LI, BB TIEHDIcLD
B G-HUEFIAS 1 B, FIo=T L)L 24 BEEDTOIL TR T 42 Fil P G- 1k FiliE 1 4
DH T (B5FH T ALT/AST L&),

[Recommendation]
o [EHNE 3 HRBRICBWVTA=TLENHDOIRREZRIIBALFE Tho=n, BIBE
EOHBHEER ‘o7,

4-4-3. FEHIFE A AEH
N=T L EIVEEIZ CYP3A X TREHEIL, 72 OATP1IB1 BX Y OATPIB3 OIE TH5H, HiE
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ST, &F 2 (RS2 CYP3A OFFE K E/2 3B E IR OATPIB1 3L OATPIB3 M # 3K
EOPFRIZE ST AT LEALDIMHPREME TRV EF TR HLZENE, ZhHD
FHNIPFREE T LS TWD, Zofth, JFRICEY, % 52 550032 T2 3ANIFHEE S
SNTWD (EER2Z ), B ERNIRM SCEEZ L KR T22ERRETHD,
4=4=4. FEFHME

NR=FLE /LT NS3A fHIOD R155G/K/Q/W, A156T/V, D168A/G/K/T/V/Y 28 FUZ k% U ClHEAE
FTHIENHEII TS 012 FEINGE 3 BRI T, YIENRES], AR ARG - T2l en e
FUTBWTEL-RNZZAG0 NS3 FIGE S T 2R FAE T 20 SN LM b T i, Z DR R.
HIENERRBNZ BT DL R ANV 2R HBNZEITD SVR24 13 87.7%(57/65) THY, IEMHBIL & 7= 4
FEFNZF1TD SVR24 (83.7%;82/98) L[AIZETlho 7o, Fio, HIAE TG - BWh il THEROFFIEIZL
THAENRESEAL T HZ LT o7, YL EDD, bEbEFAIET D NS fHI DB (R -2/ T, =71
E/L+Peg-IFN o —2b+U "V 3 FIPFHBEDTEIRMARIITI R EREEL 52 720 DEE 2 B,
72U N LE VL U CEE R D168 A HAH T DREE A ENAR S0 HhCA FT A /L 2%
ELTZ 65 Bl 2 BIOHRTHY, Fiz, TTTLE NV AT LE NV T a7 7 —BHEKIC I IREY
ATV, treatment failure OFERAU72 NS3 SEIRO ML 24 H F HIERNIA B O ERKRER DR G L7
STV, (- T, 7r7 7 —EEANGEAR D ORE R EL TEUTMEE BRI 5/ =71 e
JL+Peg—IFN o —2b+U RV 3 FIFE I EDO B M DWW TIES B DB EEN L E TH D,
[Recommendation]

® RIRINDIFIET S NS3 FIROBRETZEUL, /N\=TLEL+Peg-IFN o —2b+U/ BV 3 HIff

FRBEOIBR AR R E R B 520,
o Tur7—EHERICIDBEARIIDOMEREL TAELMHEERITHT5/3 =71 )L +Peg-
IFN o —2b+U eV 3 FIGFRBREOF IOV TIT, SR DBFESLE THD,

4-5. VIR AT E )L (sofosbuvir) /U3 7 F & 1=

CHRIFFRTAIVADNSEB 1Z1E, A NVAE UM THORNAKIFHERNARY AT —E 32—
S TUND, NSEBRY AT — BTk DEHEEH BRI ANV ZFNTIRE2HIT T BiLd, —2i%
HCV RNABE RO BRI A /L AT I IA EN DRI ONSEBRY A7 — P EA] 5ol
NSEBARYAT —E i H OMERTEEZ L HE T IR Th D, VARAT BT ONS5BARY A
F—EEFEAITHY, RN CIEHERB# CThDY )T 2D AL RS S EHCV RNAKE
ORI AN A8 G T IZHIA £, RNAH R 5% (18 Hchain terminatorE L CTHER 7%, B
DNA K ORNARY A7 —BIZk T2 EEA IR, YRATEIIZLDOHCV Y ) Z AT IR LT
VANAEWZALTEY, in vitroDL 7 Va fifidsz W27 v e A Tld, 7 /247 1a, 1b, 2a,
2b, 3a. 4a, bads L U6alTxt 3 250% A 20 EE (ECH0f#) 13%Z410.04, 0.11, 0.05, 0.015,
0.05. 0.04, 0.015% 1X0.014 1 mol/L Cd->7=,
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VIRATEIATKE K OB 21X T & 258N E D L THRGRIRTESITWD A, HAREWNT
WXETHT I EAT2RNKET DY RATE L /USRI L DR R B BR AT AL, O 5
ZbEIZ20164E3 1 | 7 2 AT 2R CRUBVENT 2% - (RIEHEATREZE IR T2V RAT E /L /U SE Y
FRIEDAGRENT=, FTE I EIXY AR AT E/1400mga 1 B 1E], USE Y LOFFH U123 [ 0 %
595, BEEOBHERE (eGFR < 30 mL/43/1.73 m*) /23BN 2 L EE TR A RO REIC
*FLCI i?&%@%f&;é UV OE SR BITERANRBL-EEORESCT 1EIT, USe Y0
W SCEITE D BT T ER WD, UASE Y BIF L TR AL _ b=l ol i 7k
RINTND,

4-5-1. YA TORUHE (36)
4-5-1-1. YIENEHEH

WIEERE B2 %52 L7= ELECTRON BR ClE, VRAT E LA TIRIEL U A~ IFN LU/
EVOFH OB A TN LTz, &7 /2 A7 2 AR CiE, YARATE/VEA] 12 @8 (10 41) |
AT N/ VRV AR 12 3881 (10 B1) . VARATEL/ VAU 12 IS Peg-IFN % 4 i
83, 12 WPFH (& 9 1, 10 B, 11 ) L7z 5 BEMRES N, YARATEILEA] 12 #H# D SVR 3
1% 60% T o7=DITHIL, YARATEL/UASEYAAFHO SVR FHiZ 100%, YHRATEL/U Y A
Al 12 SERIC Peg-IFN Z0f F L72BETH Peg-IFN OO AR5 SVR i 100%THY, »
JEAT 2BNZBNTUIIANEY PP B THLHZ L BET Peg-IFN O HII AN ETHLHI LN
=Y A

BTN /XA 2 BIYIENGHRBNCR 355 3 FEB RmAT e /U eI fF A 12

HH[H & Peg-IFN+USE U 24 W D F & 2MEHEEER D FISSION 3R CI%, 7 /247" 2 4
(2%} 4% Peg-IEN+U BV G 24 38T (67 f51]) D SVR 28 78% TIH>7=DIZKI LT, YIRATE L/

UASEVUHEH 12 388 (70 1) © SVRIF 97% Todr-7= ', POSITRON #ER TIX7 /2 A7 2 # > 109
Bl SVR TR TIL 93%, FRABEMERFIEZTOD SVR 1X 94%, 18 MEAFR TP SVR 1% 92% ThH 7= 15,
VALENCE B Cld 32 FlZ*x5REL SVR 1T 97% TH -7z ¥, LIzhi> T, BLEDORERREBROWT
AUZBNWTHYRATEL /U YA 12 B O SVR 13 90%LL ETHh-7z,
4-5-1-2. BEIGHE 5

Peg-IFN+UNE U AGRIBEDH HBEIRIRGI DT /247" 2 BNk 55 3 MBI OV TR, v
RATENL /UYL 12 R (36 ) AV N 16 W32 ) THIBELI-T % 2MERERD
FUSION &R Tld, SVRITZNZ T 86% (12 H[#]) & 94% (16 #fH]) Th o7 1%, YAHRATE /L /U AE
UOER 12 B OREERFEZE TD SVR 1E 60% ., 18PERFKTOD SVR 1E 96%., 16 HFIAE TIE
RAEMEFREZE D SVR 1X 78%, 18YEF28TO SVR 1 100% Tdh-7=, VALANCE #RBRIT 41 fi]% %)
GLLUTYRATE N /U Y 12 IR OO HFEETHY . SVR 13 90%, FFEZE 9 510> SVR 1% 78%
Tl
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£6 T/RAT2RIKSTBHYRRTE L/ INEY U GEREED
BV 3 HHERER BRI

SVR12 1{21ERF#%/ SVRI2
R EE BB =
%) FrhEZs (%)
SOF+RBV, 12W (n=70) 97
FISSION'®* KAE
Peg-IFN+RBV, 24W (n=67) 78
TS B 2
92
(nh=92)
IFN A~ifif
. SOF+RBV, 12W (n=109) 93 RIEH
POSITRON'™ 25 44 - o o4
FUegd N
(n=17)
placebo (n=34) 0
2R
97
(n=30)
SOF+RBV, 12W (n=32) 97 REM
A -
AR 100
(n=2)
VALENCE'® placebo (n=18) 0
2R
94
(n=32)
PN Z80 SOF+RBV, 12W (n=41) 90 RIEMH
+ , n= =1
BTABED -
AR 78
(n=9)
2R %
96
(n=26)
SOF+RBYV, 12W (n=36) 86 RIEMH
FFREZE 60
FLISION'® IFNZ&¢ (n=10)
BAEES 2R
100
(n=23)
SOF+RBYV, 16W (n=32) 94 RIEMH
FFREZE 78
(n=9)

42



4-5-2. EWNERARFEROpGE

HARE N TITOIE 3 FRERARGRBR O GIEFIE, 20 mlh b, R 40kg LA T, HCV RNA
75 4.0 log IU/ml LA ED5* 2 5247 2 B C RUMBNERTFI « RIEMENTAEEZE TdHY | AST, ALT 23 HEE(E D
10 LA R i/ 5 TP B, 773 3.0 g/dl BL B, ~E7 e BN T 11 g/dl LUk,
BT 12 g/dl BLEDSHEAANIIETH T2, JGIER] 153 HlooE | FIENEHEAS 90 #i, BEIGHE
25 63 BT, WIEHRIR DY IFN A 80%, IFN ARTHAK2S 6%, IFN 22 FE72 EFIHS 14%, BETRIE
BIOHHETEREEN DY 24%, BRI 7L —27 20—208 1%, IEN R 5% Tdho7-, 7 /4
AT 2a 3 60%, 77 /XA 2b B 40%, EEIHEERIL 57 i (25-74) . eGFR @ 9B iX 85ml/min(51~
209) T o7, FFAEMBDUNE Fibroscan (>12.5 kPa) TRMILIZAFHHZEA 11%8 £ T2, KA
Feh- &L, YARATE L 400 mg % 1 A 1 [ UANEVASIKREHRFIZLY 600mg, 800mg, *
721% 1000mg ZFAA 4D 1 H 2 [81C 12 @5 L,

RO SVRI2 1X 97% THY, HIENEFED 98%, BEVEHKD 95% T SVRI2 DRI, BT
T, KD SVRI2 1F97%, FIENEHE T 98%, BEIAHE TIE 96%, IFAEZE TILAIAD SVRI2 13 94%
(16/17), #ENREEETIX 100% (8/8), BEVGHE TIL 89% (8/9)&4ed T Th -7 (M15),

IFN VB IZH 1 D6 R DO BB EIRIZ L% SVR12 O T i372<, 1L28B (rs12979860) A ¥ —
CC @ 9T%ZKxI L, ~Ta-~AF—H non-CC TIL 94%, 4FHif 65 AT 97%ZXFL 65 mLh =T
94%, HCV RNA 5.0Log AJii®> 100%Z%FL T 5.0 Log BA EClX 96% Th -7 (X]16).,

TRIRBEAG 2 I T HCV-RNA FaME{K(<25 TU/m)iZ 97%, 4 B S TiE 1005 THY ., 1G5 T
® HCV-RNA FEREMEALHHNTT L — 7 2L — (37203572, SVRI2 D3G50 -T2 5 ] (F)EE
W2 1, BETRIRE 3 B 1T 2B FRECTHY . BAROFIRERIT 3%, HIEITEHE 2%, BEREETIL 5% TH
STz TRRAE T 12 W AR DO PRI /e<, SVRI2 D473 SVR24 1Z785T=,
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SVR12
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®15 7/847 2 8-C RUGMAT & - REMFEEICHT S
YRRTEIL/)NEY D 12 BHRREDRERNR FUARE AR
(B 3 tHERREER )

98 98

88/90 80/82

FELEHR

100

60/63 52/54

Bt

m2{kK
m SR 2
o RFREZE

16 /347 2 8-C RISHAT £ -RIEMFEEICNT S
YIRRTEIL/JIREY D 12 BHABREDAEDR  B=RAFHIZHT1= SVRI12
(BN 3 EERREER )

98
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CC non-CC
1L28B

7 94

116/119
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<65 265
Fin

100 gg

<5.0 Log 25.0Log
HCV-RNAE
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[Recommendation]
® S XAT 2FD C BUBMERT I - REHEFRRZ T T2V R AT E NV /UNEY - 12 BOFH
LD SVR Rix\E<, BN 3 tH3RBR T 95~98% THD,
o JTHZE. IL28B BT AL, ks, BItARE HCV RNA BRE OERRFITLBEESRD
g Y AN

4-5-3. EIfEH

HARENE 3 FHEREER BV CRIVERIE T3%DIEBI TRELLIZA, Z 0 84%H38E i (grade 1)
ThoTo, TebrmME ORIVERIZSIATEZR O 29% THY |, MISITE M2 12%, S 10%, SHER
23 T%., BEREHEEEDS 6% Tdho7z, Grade 4 DREIMEMIT/R2L 1RFEIELBIHEL 72 Grade 3 OEIMEHIL 2
Bl ST 1 BNEABEZELZZIN, $5 1 FlIXU eV EBHEL 7= — @O @ e VL e v M fE T
olz, BEREIWEALL TUIRTHROB MIZEDABEBILERIEIZ LT T 74 7% v —1 BilndE
Shvic, BWERNZE AT LB 70 T, B MIZEAV eV ED 20 #i], SIREHAKIZESD 1 HO
TRIENS 1 BldooTz, I O B KV EIEH OFBUE & B S 2213 e o7z, i L DE]
TERR BB 1T 2R EL TR TH-T203, 65 sl ECTITEMOBEEN 26.5%L %<, ~E/ 1
EAEDORL DY 65 AT O-1.0g/dl (ZRLT 65 kL ETlE-1.7g/dl THo7=, LIZA->T, ~F
7ae AEOZEENZEVI A I EAEUICHE T 228N UETH D,

Fo, VHRATEVTIEICBB CTRBESNDZ 0D, BRI E ORI I mEFREL EA
T, BRI T P R RE R B B ISR D YR AT E UL 400 med A BEFHENII AR ETHDHA,
HE B RREE K& QML BT B TRV, FRICEREAEIEY GS-331007 DI Hri FEAS b
AT HITEMND I SCE TR, EEOBERERTE (eGFR<30mL/4y/1.73m2) X Etr &4 2L
THBAREOBEIKRT I HI3EER Lo TN D

723 fhD DAA I EIRE, FEAUEMEITFEZ I X E N ERRBROXI G L7 - THEL T, R
RS TNRNZED D, FERMEPEF A TR L TR 52T RETII W,

[Recommendation]

o [EWNEE 3 HRER TIX Grade 4 DEWERIX2RL BWERICX 28 5-H LT eh o7z,

® 65 L ETITE M DOBEEED 26.5%, ~EZ O BB H5-1.7g/dl THY . BHEIZR2Y/EY
CHAERBESVLETHD,

o EEDBHEAEEE (eGFR<30mL/43/1.73m2) XiIZa NELT B AREDBEITHT
LR GIIEERTHD,

o EREMFEELHNRLLUERRBRIMTONTRLT, ZaMLHERIILTVVRVaD,
FEREPEFFEEER] CTIIR 52T RETIIAR,
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4-5-4. FHIHAAEH]

VIRATE /LTI AR —2— (P FEER A, IR E AE) OEE THL720 IENT P
PR Q28T A8 A L0 22 L TYRAT E O MAE T E MR T 45 fetE B 5, L
TeRo T, 7 PR A EHEERAEZA TV 7 7By IV AR~ BE Y Ty AT
UAREVYY (B b Pa—r XU —NIEPHERTHY V777 F o 7= /7 e 2 — V3R
HEEITHL (BER22M]),

— 7 SIEHIFI DT ra AR B ra) WALV RATE L EOHE IRV TIIERIR IS
DBLBIIIRNESNTND, FHIL MU A NV AERIE CHHT T 7EL Y TAR VAL
TIIRE NN a VT VR VT 7oL ULVE R ETRATEILEDBERIZ BT
HERRIIZER DD LRI T2 N eI TN D,

[Recommendation]
® YVRATENMIPHEEREOEE THA-H P HEEREFEERAEZE T 77oEV,
HANNTBE Y To= by BAIATF YYD (B b Pa—r X -U—N IR Y
T77F v T2 ) 5NEEZ— VI HHERE THD,

4-5-5. AR

L Var R ME Y RAT VTR FISHERER R 3528 Tl B2 L7ofE 3. HOV
7 2ATIZEDH T NSEB D S282T A HE NS4z, SHIT S282T AR AFEAL-L 7 Var o
T oA, $282T ZEHIZLY EC50 73 2.4~18.1 fHITHIILT-, ZD X7 in vitro 7oA D
FEDNS . NSEB D S282T A BILVAHRAT E/VESZ AR FSHZENRENT-,

— FERIRAIRGET Tl BARENE 3 MEFRREERIZISV\ T SVRI2 2R L TG D7
=T V=7 T RRNTOFE R, S282T BRBHHVIBEHROEAT NS5B FLESNCEE 4 B
IR ST REAEITICB VTS Y RATE ST AR X Do Tz, 7 22T 2

WX DY ARATE NV /UAREY AR 12 BRI OWESNE 3 HHERRFERD FISSION, POSITRON,
FUSION OWFFUZIRWTE SVRI2 Z R LR -T2 FHR GBI D S282T AR Tt d, £
FUERTIZ W THIR PRI A D205 T,

[Recommendation]
® Invitro 7 EAIZXY, NS5B Ik S282T B RIIVRATENVMHEE BT 52 L0 MRS
TV,

® [BIRV VA NARNTTIE. EN - ¥ENE 3 FEEBR T SVR 2R L7220 o7 6hD S282T R
IR SN T FRBET BV THYRAT E VXA SN2 o T2,

4-6. IIRATEIL /LS AE L (ledipasvir) BE & F
NS3/4A. NS5A, NS5B ZHE)ELT= DAA DBIF S, Ao X —T7xrl 7 —0D DAA PFHEEDE
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KRB N ZHAT O TS T NSSA [LEFNINTNOL VAL EENLF—RTv 7 Th D,
NSBA & 447 7 /EEGIR DV ARG B THY | BERIETEA R/ 03 HOV HFE R F-TZRIZIE
WMZEHTHY, NSHA FHEHAIT NS3 FLEAILVE 10~1000 1558 /712 HCV 8452 4MHI 45, NS5A FHEH
THDHL U /RAE UL, B3V EWHRIRFE T HCV HE A2 R 0350 . =D BCs 137 /24T
la BT 31 E=2E/L, 1b TIL 4 ETEATHD ¥, YRATE /L LI/ SAE VRS AN, KIE K ORK
INZTCD T DEEAMNE DL THGRIRFES IV TWAD A, HARENTIThNT=s 2247 1 BIZxt 356
RRBROFEREZS LICAFE CHAGRHFESI, 2015 4E 7 27 /XA 1 B C BUBVEF 7% - B MEF
BEZR Ve L CRRREN T, Mk HRIZYARATE /L 400mg LT/ AE L 90mg O [ & FH &ALA Az
LA 1[E 12 8RO EET2, UNEUAIOFA LAV, BEE OB H#REREE (eGFR < 30 mL/43/1.73
m?) £ L EET B R RO BE L IR SR THD,

4-6-1. MBS COAURE (F£7)

WA TITOALZ 3 FHEREREER, ION BRERTIL, YBRATE /L 400mg L7 XAE /L 90mg D& E
FEELE A% T U ASE YO O B e I O gt M oz,

TON-1 BRI WA 76 865 JEMIZ R GE L, YIRATE /L LU/ RAE VLS HID 12 #H72 L 24 38
B9, BLOUAREYUBEHOFET 4 BT H MELTZRBRTHD 10, UV PR LD 12 #iA
FRIED SVR 1 9%, USE VBV 12 BIGHRED SVR 13 97%, VSV HRHZRLO 24 HTRHEE
O SVR 1% 98%, USEVAEHBHOD 24 HIRHRED SVR 1Z 99% Tdh-7=, ION-3 FRERIZAFEZE Tl
WIENEHE 647 Hlaktgl L, YARATE L LR AEVELSHI 8 MBI AU OO F 215
2 BE. BROUAEY AP AZRLO 12 WIBROGET 3 BRI Z MELIZERBR TH D 1, UYL
72U 8 WEIEHREED SVR 1 94%, UASE UGSV O 8 IRHEHED SVR 1% 93%, ULV fFRZ2LO
12 IRHERED SVR 1E 95% T o7, ION-2 3lBRIE, _T A —T xml - UNE U RIEOBEIRE
440 Bzt Gl L, YRATE L LR AEVEL S AID 12 B2 24 WG, BLOUAE U HHHOA
25D 4 BECTHZ MELTZRBR CHD 12, b5 20% M UEHERFREZSIE B Cdh o7z, U SE VA
72U 12 FVEFREED SVR 1E 94%, U SE VB 12 BIGHHED SVR 1% 96%, UV ff 7L
D 24 WIRFERED SVR 1L 99%, UNEVAPFHHDO 24 BIRIERED SVR 1% 99% Tdho7z, FFEZE 23720
JEFID SVR 23 98% T -7 DIt UFEEZ Tl 92% THY |, FFFE BV TE 12 IR D SVR(UAE
ULPEHZRL 86%, U NEUOEHBHY 82%) L0b, 24 IEHD SVRUSE VAL 99%, U Se U ff
Y 99%) 23 m =R T o7z,
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R7 T/3AT1 BT BYRRATEIL/LUIRRE LHREED
JESVE 3 HHEREREABR ALIE

NREHE BEAS FFREZE(%)  SVR12(%)
SOF/LDV, 12W (n=214) 16 99
SOF/LDV+RBYV, 12W (n=217) 15 97
ION-1  RAE
SOF/LDV, 24W (n=217) 15 98
SOF/LDV+RBYV, 24W (n=217) 17 99
SOF/LDV, 12W (n=109) 20 94
ONo2 IFNZ&T SOF/LDV+RBV, 12W (n=111) 20 96
ION-
BAERM - &S SOF/LDV, 24W (n=109) 20 99
SOF/LDV+RBYV, 24W (n=111) 20 99
. SOF/LDV, 8W (n=215) 0 94
KABED
ION-3 SOF/LDV+RBV, 8W (n=216) 0 93
TR 2%
SOF/LDV, 12W (n=216) 0 95

4-6-2. [EWERRFER DAHE (X 16)

AAREN TN 3 MHERARFERIZ, 20 2L E, {KE 40kg LA =T, HCV RNA 78 5.0 log 1U/ml
YLD 2547 1 0 C BUBVERTF I - RUEMNTREZR 25t R L LT 1, G 341 BlDSE | FIENEHE
23 166 B, BEVEHE DS 175 I CTHY, ZTDHr b7 a7 7 —EERZ G TRIREBOH AR 40 1 TH-
Teo 77 HAT 1a B 1b RUNZ T 3% 97%, VI EEHRIT 59 ik, AT AR DU NT Fibroscan (>12.5 kPa)

WU TR DY 22% 5 FAL TNz, FRAI G- &lT, YARATE L 400mg L7 NAE L 90mg DIE
EHERAFZ LB 1R 12 8RO TRV FEGHHEEE VBV AR EHRICLY 600mg,
800mg FE/ziF 1000 254 %D 1 H 2 BITHT T2V CVAGHARED 2 BECT 2 LEI0AF T LT,

2RO SVRI2 1F 99%THY, U SE UG HZRL T 100%, USE VRSB TIX 986 TH -7 1, 4]
ENERAFID SVR 1Z, VBV AHFHIZRL Tl 100%, U E VB T 96%., BEEHEBID SVR 1T/
EUVHERZRLT 100%, U SE VU HEHBD T 100%ThH 7=, FUEMEFEZFIIZBVTE SVR (&, U
EUAPEHZRLT 100%, U SEVFHBHYT 97% Th o7, 1L.28B(rs12979860)~7 1+~ A —% non-
CC TH SVR &, UNEVAAFHZRL T 100%, UASE VA HEFHBHD TIX 98% Th-olz, 7' r7 7 —EIHH
Flz & T IRIE OB DRER] 40 B TIE2HFI SVR ElaoTz, SVR BMFSILRM > T-DIXiRE R Ik
L7z 2 Bl& VR TRITHIRLT 1 BlD A ThoTo, FRLTE LN, UAE VA HFHBRZEIV DT B
P ARIBIE TR ZE D72 55 kD LAMETHYIRAI T ReT L AL BAFTHT8, IR T 4 B A
T HCVRNA 23 f LU 72, ASEG]TIIIERBA AT LUK 0T NS5A @ YI93H ZARAAFL TV
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77
KEGRBRBROFE I ASX U ZFHLARWYIRATE L - LR AE LELSH] 12 5%
WT I EAT 1 BID C BUBMEIFA - (BN 12k L TORFRBE N,

®16 7/547 1 8-C RIEMHAF & - REMFEEICHT S
YRRTEIL/LUIRRE IV 12 BHRABEEDRENR
(EIN5E 3 tHERREAER) '

100 100 100 98 96 100
100
- 80
3
c
~N Y 60
23
> 2 4
“ 5
NPT 171/171 N83/83 167/170 N80/83
0
2k PWELAE  BLAE 2K #EGEE BakE
SOF/LDV SOF/LDV+RBV
[Recommendation]

® ' )ZAT 1BID C RUBHERTAR - REMIFREE IR T2V RRTE /L - LU RENVELEHID
12 EMIEED SVR Ridm<, ENE 3 HRER TIL 100% THS,

® %, 1L28B BixF 58, 4. BAARE HCV RNA B2 0 RK FICL BB R D
G E oY (R AN

4-6-3. RIEH

AARENE 3 HERARRBRICIBO T, BWERR LIS ASE UGB EED 2 I THY ., 1 BillX
FZTHIEL, 1 BlIEOMEIRIZE DR B Th o7z ) SR HININTREZ COMPE R (L a R — &,
FEPRIE . ARAHEIE) | OB L HY | A EFRRARIT ANV AL E RYYEA JF R L e, &
BRREERIIOTNLI AV HHVEED 2 B THY | 1 HliX EROIME IRICEDETH], H9 1 Flix
PR LAEZE CTh T,

UNSEV AR UBEORIWERIZL 65%DAER] THRIALIZ, b mHEEORIERIIEMHIAZ D 29%Th
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D MUZIZIRR DY T%, 2R 5%, FRIEREFED A% Tho7z,
[Recommendation]
o EWNH 3R TIL, VLU BERBICREO TR LTS 1 Bl TeRIfER LD 1.2%, BEE
REIWERAS 1.2%38D b=, UNEVL BERDRVHRRATE N LI RRAEVELE A 12 B
s I, BIERICES# G I B3 ERREBEIERb 20T,
o FEREMHEELZIRLLEARRBRIIITON TELT | Z2ELHRINTWRNZD,
FEREMERFEEIES TIIER 521THRETIIRY,

4-6-4. HFIAHAAE

VIRATENBERLV/RAE ) WII T AR —2— (P BEE FVE, FRIHEE ) OB Cho7od,
JEEINTT P OBEE (255 B A 34 SO A 2L Tl IR B MK T A AT S D, LIZ3 > T,
BR7e P OBERAEREEREZ ATV 7 BV IR BE Y o= BAFTA R VY
(BohPa—r X U—NIIHHERTHY, V77T Fo | 7=/ e F— VI IEBEE TH D, F
7. BN pH 23 EF-F 2L LV SRV OFEMRMEDME T U, SR E MK R 3572012, KEEET L
=UL KL~ 7R BNIpEORIEEA], H2 ZAREEGUA, 7 rbr R T ERIIH TR TH
Do —HVVRAE D P ORER AERLHREINEE P T O EME I I AF v mRRgF |
7RO METIREN ER-F25720 . ZUHOFEANIOF LR CThHD (B E2Z2 1) 1,

WA DTHIRZICIBNT, YRATE/LE DAA BKNIINZ T34 & ar Ot 5 IR IkRIED
RENRZET- LT 9 JEFIN G S TND, YRATE L L P2 AE VELAHIN 3 i, VRATE L -
B UFHAC NN b B, YIRATE N AT VE AN 1 Bl Tholz, ZRHDSE T fITIEB
Ty =S T, 6 BITCITIAEBR AT 24 REEILAP, 750D 3 fIIClE 2 265 12 A LIS
FEL, 1 BIZSCMEIRIZEVIEL | 3 BN AN—AA— I — X AR Z T LT, YIRATE L LU/ S AL LR
BAILT A F v LOM B OFEMLIRIRFEHOEIF IR TH L8, OO IFHESRE T2
[

[Recommendation]

o PHEAHEBEERLAETIIZZLEY Y INASEE L Tx=bMy BAITFREYYY
(B b Va—r X U—N@ZHRZER. V777 Fr, 7=/ A EF— VI HRERE R THD,

o HIEEA, H2 ZARMEFEHH ub R 7HERIIIL VAV O MUEHRELE TS E 57
DHRAERRETHD,

® VORI unRFFL T HRENML, LUSRRE LD P HEEAECILBMEE R I TS
FEERICLmEHRER R T 270 HERE THS,

® JRARTEN VUNRAENEEHIETIZF v DHF AR FICLVIRIMED R RZ X 7L
TIEBI D HESN TSI, TIFF u B ENOREFIZR TR GITHR TER,
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4-6-5. FEAMHM

LA G MEL DS A AFE FICHERES T2 & Tt A B AR FT LR R NSBA @
Y93H AR HE N, SHIZYISH B RAZEALIZL 7 Var O 7 A2k, [FZRIZEY EC50 23
3310 fFIZHEIM LT, ZD X572 invitro 7oA DFERDG, NSHA D YI3H A HIFL U/ SR VR %
K TFSEDTEN RSN, £ DM NSBA BHEZEAL T2 7V a Hifa T, L31M, P32L Tl EC50
28 2.5-10 FFHINN, L311, L3IV T EC50 23 10-50 {32401, P5SD Z8# T EC50 23 1001000 fi%
WZHAINUT =, 250 NSBA ZERL Yz d, YRATE KL TS Th o7, F2YRATE LT
$FUTMTEZ 7R S282T ZBHEL 7 Va d, LU/ RAE WKL TR A2 R LT,

ERRARETCIX, AARENS 3 HERREBRICIB W TRITEE 1907 1—7 > — 2 AfRHTIZEY
76 1511(22%) TIRFEBRI AR RIS NSHA A FLA R I EA7273, SVR12 Z AL L7 > 7 DIXIREERIIC YI3H %
AL TN 1 BIOHRTH -T2 (SVRI2 1X 99%) . SVRI2 ZFEERRLIe T2 1 IOT 4 —F v —7 T AR
Broofs S IEHATIR L ORI T 4 R T YISH BRI HSNIZ03, ZOMd NS5A ZR . B
FTUVNSEB @ S282T 2 T HES 72 o7 M, 788 ZORBROIAHKRTGTIE NSHA BRERIOBEIR
FEENEEENTEL T, LRLOIBHBLARTO NSSA ZRAFNKT 5V HRATE )L - LI/ SAE L OIR R
BHARIL, HLETHIBRIC L TERESNZb O TR BIF(ET % HCV-RNA 0 NS5A 28 5 (&
BT 2R BT Db D THLIZLIZEE T U ER DD, B X 7F75 AN /T ZAF 7L e
FAEDIFZ NI TE ST NSS5A ZEMIHEL FBIZ DN TOYRATE /L LD/ S AL L OTEFRE) R
[ZOWTIE, Bl THBD TR,

[Recommendation]
® In vitro 7 EAIZEY, NSHA FHIK YISH B EIIL U RELES BT 52 L3RRI T
5,

o ENH 3 HERREBRCIL. NS5A FLERIDIBGREEDRVVER W CHERBILARTC YI3H 28
REEALTHERIZ SVR BERENT,

® X UFHRE)N/T AT FLENGERFIEDIEENFI THEES N/ NSEA ZEMHEE ROV
TOIFRATEN LD RRE VDI B OV TIL, BRE THLML TR,
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5. BT RIS DRI
5-1. 7447 14
5-1-1. JEAHYTEHE )7 61

T IEAT 1 BREFNI L THAE — R ERIR TREH TE D DI, IFN 2 —RELTeHir AV IR E
(IFN-based antiviral therapy) T&% Peg-IFN(IFN) U ARV + 707 7 —PHER (AT E L,
N=TLEN, TT7LEN) 725 ONT IFN 7U—0 DAAs combination (IFN—free antiviral therapy)
THDHE ITHAE IV T AF T LE NP R OV RATE N /LD RAE AR TH D, —F5 . FioA
VAIEREATOIRNG A ALT DSEEE CThiuX, JFFE#ERE (SNMC, UDCA) X Peg-IFN (IFN)
VERGET), £, T /EAT 1L 2 MOIRE YL DOIERIE, 1 BUTHEC T IREE R 2700,

B ARKTARTA L TIE, BEREEI Th->Th, AIENRE CUANE VBN SN T Peg-
IFN(FN) BRI T O VIEBIE, BRI AR 2 D R TR 7 L7257 72 | BERIE T
22<HIEREREEL TR,
5-1-1-1. IFN-based antiviral therapy

2004 4, DNENZINT Peg-IFN+UASE VG RIRIEDME I ATREL 72D | Peg-IFN (2B %
ORI 22 CIREhRIT M _EL7=28, Bl ORWER B I, Z0%  IREA~ORISPEZ
B THEEMMEEE T HL AR AT AR T8 — (response—guided therapy) & H.0MZ, il %
DBE BT HIRED A K GNDIDNTR o7, 2011 FITIZONETHID TD DAA A
(BT T T —EHEA]) THHT T T L E L E Peg-IFN+USE Y LD 3 FOFHIH EL M H
A[HEL 72572, Peg-IEN+UNENAZT Z7 L E VA G T 52 & TIRIFEITIA 48 18 (72 ) 25 24
MRS AL BIER OREIZH Db DO JEHRAIRITIAGNI M ELT, £L T, 2013 4 11 AIZ
W, 2T T 7T — B EAITHHL AT LN B NF )2 47 1 BN L TRRER T ST,
ATV E NV APeg-IEN+UASE Y 3 AIPFFRIEIL, 777 L E L +Peg-IEN+USE Y 3 AIOF A
[ZEEL ., TRIFEIIRIT 24 BERICTHDA, 1 B 1 BONRTHHZE, DREOYIETEEFI R
Z g K55k (DRAGON 3Bk ', CONCERTO-1 #B *', CONCERTO-4 Bk **) TD SVR 73 80~
%L EETH -2 E, FRWEAMEIZB W T T T '-ARFED Peg-IEN+UE Y LTI R % Th-
72, IHIZ, 2014 4 9 AT, RCLE 2T mr 7 —BIER CTHH =T LEART ) Z A7 1
BURE BN KT U CTRRIRER P S AT, DENZIIT H/3=7 L E L +Peg-IEN+USE Y 3 FI(F L
DINETRIRBN 6T DR R TO SVR 13 83.7%L R THY . F-FWEHICHOWTH 7 TR
? Peg-IEN+UNE Y LIRS Tholz, BLEXD, BITE, A7 L EL+Peg-IFN+U/SEY L 3 Al
PFIEER DN R=TF L E L+Peg-IEN+UE Y 3 AlfFFHEEED IFN-based therapy D —i&
REZpoTNND,
5—1-1-2. IFN—free antiviral therapy

2014 4 7 H, 1ZU®HTD IFN 7U—DAAs combination TibX 7 T7H AL )V /T AF 7L E LG
FRIEIMREBRGE AT Lo, ), X 7T XA )L/ T AT 7L E B REREIL, IFN Ak A A 1

52



725 ONT IFN 2051 0D B DR i FH CTdoo 72743, 2015 4F 3 A X0, FIENEFHE], AilEH B ec
KL C b ARBE H 2NV BIAERGR S, ISR XU TH AL/ T AT T LE A RRIEIL.
) HA T IO TORMNTR EAUEMITZ IR TRE L e o7z, DREICRT 54775
R/ T AF T LR BEOPIENRFR BN AT T D EERFERTD SVR 1% 89.1%THY, IFN 73
fifi G720y IFN AR - At A BIZH1FD SVR & 87.4%E R Th -7,

7272L . DAAs combination {&¥5 CHENMFHARD T2 5 mSRIC L AL SA ST 5,
LIzho T, ZITHRE N/ T AT TV E NP RFREE R ET T 256 12T, IGRANCY 772 AL
MitPEIZBIER 95 HCV NSBA Ik (Y93/L31) 5 12 (B H) BWp WL a iR HZENEET
0%, FEERIT, AIEFEBEENE], IEN RS - A B2 88 SHERRBR 2RI 1T 55 774
AEIV/ T AFTLE NG OFERNEIE 85%(188/222) T o723, YI3H it E A BH25E (14%
5HD) ODFENFRIT 43%(13/30)8, BEBLWNIEAED 91%168/18DIZLLUIKFE TH T 2,
L3IM/V MRHPEZS B X KA (3.7%) Thr 7o’ BRNR GG E DFERFIL 25%(2/8)&, 1TV E
HLT2WNGE D 87%(179/200)IZ L LARHE TH-7= *(X11A, B) , X7 TFHXAE )V /T AT LEL
OF IFRRIEDIEE NN I TGS S AT BT 16 %D | B LA 0280 il
STWD ¥ L3> T, BIRERUCRIEE IR Wb DD | X7 FH A IV /T AT 7 L E VIR
(ZiE, MR85, Y93/L31 BREZREL, ZRBHIVUR, JFHIEL TH VT2 AN /T AT LE
FERIEE L, — 7 TA T T LV EVIHEICBIR T 285 F 2 AT AT L E L EFET HCV
NS3 %I (D168) ThH A, 7 /2 A7 1 B HCV @ 1% ARG UOME(ER T, DAA #IEERE T
X IRERNCHE T2REIIDRN, X ITHAL )V /T AT T U E AR DIEZ NI TH
FEZAL72 D168 Y A /L ATTIRIAE T HIR 2 WAL K 1 FRRITIEZ < OSE BT I LA
T FAVII =7 RE) ERDTEDRHESIN TS, F7o, RIBDHEY | ¥ AT L E /L +Peg-
IEN+U RV 3 FIPFRREDH DUWOIT =T L B L+Peg-IEN+U R UL 3 FIGE O FEE 25 C
1%, D168 BRI ANANETFTHAREENH DI | X I THAE )N /T AT T L e L&
AL, JFRRIE L THESRES L2 (4-2-2-1. 77 7 — B EANG IR O & 2 0E 5 O FHE R O TH £
).

2015 E 6 A . & 2 D IFN 71— DAAs combination T#HAVHRATE /L /L2 L1
FIEDRIRFR AT &0 o 7o, RERIZEITDHE 3 FHRBR Tl RIGEBLUOBERREO T /247 1 8l C
BUIF 2RI 166 5, BEIRHE 175 (il RABPEIFREZ 76 FlA 3 Tkl YARATE/L /LT3R
B 12 BB GRELVRATE L /LU SAE L LU OO 12 83 5 RECEE LB AT
T, FRRITENLNRIGIEHF T 100%(83/83), 96%(80/83), BEIAHE T 100%(88/88),
100%(@87/87) T o7z, BIERIZ OV THWNTNBBMARE D Tho7eZlNG | YRATE /L /LU
AZE NG IR, 72 AT 1R T8 —RIRTH D, 72720, YARATE VT EITEE TR
WENDZ LD, BIEDOBHERERE®E (eGFR<30mL/4y/1.73m2) X IXEHr & LB LT 5B ALD
BT G RTHD B, £ FUTHAE )L/ T AFT T LE VO RRRE R, FERE
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PEFFREZS I TR L TR, DRIV TORNZ LD, 53T _RETER,

[Recommendation]

® J AT 1IBENIHTDE—BIRANL, YHRRTE N /LU RN RETSHD,

® YO3/L31 BEENRVEGR | FITHRE N /T AT T LENGFRARIEL @R kL5,

® FIHAT1ENIX D IFN-based therapy T, ¥ A7 L E /L4Peg-IFN+UNEY L FEHBE
2B NI =TV E /L+Peg-IRNHUNE Y G BB N RINB L 72D,

® HUANAIREEITORVWES . ALT BREEE ThHIVZ, FFE#EHE (SNMC, UDCA) R
Peg-IFN (IFN)> #5217,

o T )EAT 1 Bl 2 BIDBRARBIDOIEFIL, 1 BUTHELTIBRE BT,

5-1-2. WIENAFRIZIIT DI AL APFEDZEIR (X17)

FIEAT 1 FOYIEIRIERE]TIE, YRATE L /LU SRAE A REN R —RIRThH D, £
72, Y93/L31 EROIRVERNI L TEHF 77X AL )V /T AT 7L e LD R E225,
— 5. IFN-based therapy TliL, 7 /ZA7 1 RETANVAEIEFNIHKTL TIE, ATV E L+Peg-
[EN+UAE Y 3 FIFHEER SN AN =F L E L +Peg-IEN+USE UL 3 FIGF IR EEDNSRIN L &
RHM, ZIHO SVR ZE, IL28BSNP M5 FZ RTINS L LN D> TD, Alb, T4
TLE LA4Peg-IEN+URE U L fF FIRIE DO EEREFNI T AE NS 3 FHiRBR(CONCERTO-1)

TlE. IL28B a2 MBI D& 212 1%, major allele (TT)T 94%, minor allele (TG/GG)T 71%T
HY . N=T L E L +Peg-IEN+U S Y U F F 1% Tl major allele (CC)C 92%. minor allele
(CT/TT)T68% CThoT= LT T, FIHAT 1 RIE T AN AESEBNC KT H AT LB )L+Peg—
IEN+UARE YO RTEZR D NS =F LB L +Peg-IEN+U S E U LT, IL28B #&is 1%
B major allele ZH 3 HIEFNIR L THELES LD,

BT I AAT IR AR AN ARIERITlE, VRATE L/ LU AE VO RRIERD NS H 7T
HAE V)T AT T L E NP R IRBRER ] 4L TS 28, IFN-based therapy &L Cldi A7
E/L+Peg-IEN+U/RE Y 3 FIPFAF LRSI S=F L E L +Peg-IEN+USE U 3 FIOFHH L
DPRBRIE FH 1372< Peg-IFN(IFN) BAMURR A D DM FH P RE Td %,

[Recommendation]
® J ) ZAT1IRIOFENREEITix. VA NVAEDZ B NDLT | YHRATE )L /LU IA
ENBERBRERE —BIRTHD,
® Y93/L31 BERDBRUVEBFNIXL TUIF 7FFARE N /T AT FLE NG RRES BRI L7
Do
o JISAT 1 @UANZREIEF DFIENGRITIE, VAT VENEIIIN=T L +Peg-
IFN+UEY Y 3 FGEARRESEIE L0, Wb 1L28B BmF%R!D major allele %
B DIEFICHR L THERE N D,
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® T )RAT 1B ART A NVAEFEHIZ XD IFN-based therapy &L Tik Peg-IFN(IFN) ELfd 5
HEDHBMEHFEETHD,

K17 45 /847 1 8 (DAA BEELL)
AEIO—Fv—hk

CREBHER LY /2471 8x1x
(DAASBEREE/ZL)

- 1. SOF/LDV *4
#Ea & 2. DCV/ASV (Y93/L31Z5 Bz L) %5

P s || 3. SMVET=IEVAN/Peg-IFN/RBVH ¢
kil (IL28B major type)

18
v 1. SOF/LDV *#4
Baf | |2 pov/asv (ve3/L31ZE RAL) *S
"e%g;ﬁ‘gg{fw 3. SMVE =L VAN/Peg-IFN/RBV4# F
- (BT BB HRHI7)

HUBRUEORRIZBLVTIZ. IFN-based therapy [LIFRBHMFOIE T RAMNBHHIEEEES D

HEENE. BHCERGITEDERBAIEEEMCRV A LAFMEETS.

I RBVEFAZE L \Peg-IFNIFN) ¥ O BEA MFITHEA MIZS L

O EE OB SRR (eGFR<IOML/ £/ 1.730) RIFBEHEZHELT BT 2 OBEITHT HS0OFOBREERZRTH.

3 Genotype IbTIEDCV/ASVERIRAELE D, f=FZL. DCV/ASVAMATIZIL, EAYIY/ I EREFAEL., ERHGL
EHERT H. F Iz, DOV/ASVERA BN LA HIEGCERSh D ZAME T AL RTH LTI, REFRTHILSI:
BHGAREIIEOIEEBEICANLS.

#6 IFNSRATDIE S A LR BBILBGH THB.

#7 Peg-IFNIFN) B IR fEER S TUNIZRBVHAALE DB M.

5-1-3. FHAIRIZIS T DIBHN A T

IFN/Peg-IFN+ U BV A HEEDO FEZE 2 %95 IFN-based therapy ([ZLAFHBEDORN
1. BIENEIRIF OGO SOGTED e BUWEIRE 722 171, IFN/Peg-IEN + U Y IR IE
DIEZZNN BT DRIEIRA~DFUGHENE, “relapse” (HCV RNA MR WS- AL L7208
TR THIZHHEBL 725N “non—response (%) ” (JRH HIZ HCV RNA OR2ME(L72 L) 1IZK5]
D, SHIZ, “non-response (%) 71X, 1FEAE KD 727> 7= “null response” (HEBILG 12 18
BED HCV RNA BEOJ/D 2 2 log Aii) &, “partial response” (EHEH HCV RNA (ZfEMALL722)>
ST TBFBAG 12 B RED HCV RNA EOWRD D 2 log L IIZ 1T B0 1%, 7eds, VB Y%
il L7203 T2 BETR I, 37205 IPN 725 TNE Peg-IFN BB IE DO BEIRE B 542U/ e
OF ARIEIC I DRI T, BRSO S PEITER O R TR 1-L7eblan=d | JFHIEL T,
WIENGHED ST EHIHED, o, AREE RS R A OLEH HIENEER O S EHIHEC TG HRZ21T,

Peg-IFN+U S f AR IE DO FEZ NN 5T T2 [FIEEEO R Tl BTTAE DS null response
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TRNWZENUESMETHY, FITHNERE T 48 MR OEHER 54 % T EFICR LT, 72 WO
JERFG-AATO LRI R WM ELTZ ', o, 777 L E L +Peg-IEN+USEY 2 3 FIFH
[CEDFHRIRIZR O Th, AR R, FEF ICEERIRE NI THIR 7 THHZ LN D
REALIZE 3BR C/REN TS 1%, ZHUE, Peg-IEN+UARE Y G FIRIEREIGR D7 /247" 1 Bl C
RUBVERF I LT, 777 L E /L4+Peg-IEN+USE Y 3 FIOF FAIRE 48 W #5247~ 7- B R kbR
THHMN., BHERNENFRIC THIUZE, IL28B SNP (rs12980275) M3 AV ¥ —T L /L (CC) TH~AF—
TLW(CT F£721% TT)ThH SVR RIZFF AL THI-Z NS TS 18,

— 5 RIEDU AT L E N A+Peg-IEN+U Y 3 FIOFHREEIC I DBEIRRE BN T 555 3 AR
B& (CONCERTO-2/3 Bk *)Ct . relapser, non—responder |Z%}9° 5 SVR HIZFNE 1
90%(44/49), 51%(27/53) T 7z, ZHIZ, Peg-IFN o —2b % FV 7= CONCERTO-4 7%  CTH AR
9 relapser @ SVR 2% 97%(28/29). non—responder T 38%(10/26)T&HY . Peg-IFN o —2a % /=
TATLEIL 3 FIDFAEIE(CONCERTO-2/3 3B ) DfE R LTUE R TH-72 (M7), 2D
12, VATV E L 4Peg-IEN+USE U 3 FIPFHFIEIC ISV TH | BRI R L, BiRE R Chich HEE
72 SVRICBA G- BN+ T D, £iz, N=T L E/L+Peg-IEN+UE VL 3 Al GF A E TOENS 3
FERBR Tl =7 L E LG relapser (2% LT 12 . non-responder {Zxf LT 24 8 L 4
IRBT DI LT TERUVON, 4 % D SVR ZIZ, 92.0%(23/25)., 61.9%(26/42) T 7=,

—J5. IEN 7U— DAAs combination (X2 AL RIT, IFN BB DT IFN+UASEY A
MFERATREOTEF SOCHE LI TIEERR Th D, AFROHK 7T 5 A )V /T AF T L RRED
5 3 FEARBR I, BTAREZNREIC BV T SVR24 13 80.5%(70/87) T o7z, SHIZ, VIRATE L/
LU RAE L R UASE YO HERIEOENE 3 FHERER T, BRI BIC) 95 SVR24 (Ve
ZOEHLZROEET 100%(88/88) U U Of FIEETE 100%(87/87) Tdh -1,

[Recommendation]
® Pog-IFN(IFN)+ U e B FIREE DIEZNFIIZ R 4% IFN-based therapy (2L B FIGHED
SFRIL. BIENRRRFDIBRA~DRIED B BV MEIEL 2D,
® [FN 7U— DAAs combination (ZXDFHERZIRITL, IFN BEMH DT IFNHIAE Y HEH
FIERETT R DB RS HEL I ZIERIFR Th D, BEIERGIC T DR COYRRATE NV
JUTRAEVBEREED SVR I 100% Th o7z,

5-1-4. FHEAIRIZBIT DHT ANV ARIEDIEIR (X17)

PRGN B W THRIENRE DS & LRIRROIG R it L7025, Bl 77 /2 A7 1 BIDOFHIRIE G T
X, YRATEL /LU RAE N FRIED S — BRI TH D, £z, YI3/L31 ZRDIRUEFNTL
TUIH I FH AN/ T AT 7TV EN R ED @I L 725, —J57 | IFN-based therapy TlZ, v A7
L E L 4+Peg-IEN+UASEY L 3 FFE LD NI =L E L +Peg-IEN+UIE Y 3 HIl G s
BRI E 72 D73, AR OIE@Y , ZHH0 SVR SITFHARIFO SIEMEIZ I K& ZEZRHY | AiiEH#
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LN T SVR 32N 5~6 Bl THLHDITKIL ., BINEHEEERE]TITK 9 BlEm, 2ol v A7
LEL4Peg-IFN+UASEY A IR IER B NI S =7 L E/L+Peg-IEN+USE Y A VAT, BilTA
TR B L CHERE S,

BT RAC ) )T AT TV RIRRNZI, W), & 772 Ze VI BAfR 4% HCV NS5A 1
1% (Y93/L31) s -2 M (B B) #HIEL, ZEXRHIVUL, KAILL THITHAE N/ TAFTLE
ORI E L, 7 AT T LBV IZBEIfR -5 HCV NS3 81k (D168) iBs 1- 2 M (25 52)
T ATV E NN =TV E NV EDREMMEZ AT 208, 7 u7 7 — B EANERIE DI ERIT
37547 1 B HCV O 1%Ki ThHhH720  BREZRITD20, LinL, AT L E /L+Peg-
IEN+USE Y 3 FOF IR TE S AU NI A= L E L+Peg-IEN+USE UL 3 FI O IR E D IEE 851
I%. D168 AR ANANFEAFT DA RN D DI | X I THAE )V /T AT T e kIS HE
RINT, VARATE L/ LAV B HER S S,
5-1-4-1. DAA Z & IR HRIED72UNVE B O FHE R
5-1-4-1-1. HIVEHEEHRAMG] - HE2H

[FN—free therapy CTiHDYRATE L /L /S AL VI FIRIEIRB NI HE I T2 A )V /T AT L e
JVGFFRIE T, RITERR R RN LB R RICBR L2, 2072 | WIEAER G LAk, YHRAT e/
LA VO FARIE NS 8 IR L2 D, 72, Y93/L31 ZERDIRWERNIH L TIEF /T4 AL L
[T AT TVENVGEIIRIED BRI 2D, £To, ¥ 7 TH A )V /T 2T 7 L E AR FRANZII /)
Y93/L31 EHEAREL , ZEP2F UL L2 5, YI3/L31 ZERBHLGEIITX 774 AE
/T AFTTVEIARIRIZE D E N HRITH 4 FNCLEEDLTLEND, HEBES LW,

— 77 . IEN-based therapy T H A7 L E /L+Peg-IEN+U S 3 FFFEER L NI A= 1
E/L+Peg-IFN+USE Y 3 FIGF R Tl AT RGN RO T HIR F-L72 5, AL BilG
PR BITIL, AT L E L APeg-IFN+U BV HIRIESH DU NTS=T L E /L +Peg-IEN+U/REY
UPFRFRIEDOZE N RITH 9 FILmBETHVIRERINIE L2278, RINEFE BN F T, v AT E L
+Peg-IFN+UARE VP DOZEZNZR A 40~50%, /X=7 L E/L+Peg-IFN+U LY fEH THI 60%12&
CELTD | BIEEENEINI L TlE, S AT L EAAPeg-IEN+UAE U BEHREH DT =7 L
E L +Peg-IFN+UASE Y A A IIHERE S R, Tz, AT L E L 4+Peg-IEN+USEY L HIJE
EH DI AN =T L E /L APeg- IEN+UASE U A FRIE TE DGO T2 556 NS3 kD A
NWABEBIE T DIRTPENZEE B BIZAN TELERHD,

7286 UNEV AR O Peg-IEN(IFN) BAIERICL DN HIDL G & AT L E/L+Peg-IFN+Y
REVPEFEED DT R=F LB L+Peg-IEN+U S U A FRIEIC L W EE IR G R O B 4T
TRIRIEN BN L A AT REME N BV T2 | [FN-based therapy ZHi{T 3 A S 1L, VAL EL
+Peg-IFN+U Y P IE £ 71T =7 L E L +Peg- IEN+U AN EY U PF IRIEZATOZENEEL
Y,
5-1-4-1-2. IFEN (+U B V)R « FIVE ] o k4]
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LIRIHEAT L 72 IENGUASE V) IRIRDSEIEF O7=80 H 1k L7p S TERICTid, T E CTRDATIE#
PEIEDMTHOILTET=D3, IFN-free therapy THY ., U\ V4 FH L 720 » DAAs combination T&H5 Y
RATE IV /LA VO L DME - ATREE 720 | HESES D, X VT X ALV /T AT T L ELf
LT AN AR ES BRI TH DAY, FIEEER S FIARIE AT ) Y93/L31 ZRAREL
BHNDHHGEIIIFRNE L TH VT HAE )V /T AT T L IRRIT TR,
[ Recommendation]
K )EAT 1 RIOFEIBEREI T, YHRRTE /LIRS RIERE —BIR Th D,
Y93/L31 ZBEROIREFNIKR L TIF 7T ZAE N/ T AT FLEN G RRIELRIREE 25,
AT R BT, AT L E L +Peg-IFN+UAE D U B FHRIEH DI/ =T L E /L +Peg-
IFN+UARE VG RRES BRI L 725, BERED B TIX, AT L E NV +Peg-IFN+U LY
U BERRER DN/ A= L E L+Peg-IFN+U B BRI BRIE I HER S R,
® AT VLENAPeg IEN+UNEY G RIESH DV S =T L E L +Peg-IFN+UNE Y P A R

ETEBRB/ONRD T 5E . NS3 THEV AN AEEE T IIRIBENIEEE BICAN
Do

® [FN (Peg-IFN) BB D BB TIX, T ATV E L +Peg-IEN+U Y G AEES DV I
N=FLENAPeg-IFN+UNSE Y GF IRIEZITOZ LB FIRE Th D,

® IFNGHUNEYNEEDBIVER THILERSTREFNIZR L THYHRATE L /LT /R VA
FIEDSHERESND, YI3/L31 BREDIBRVEFNIH L TidF 775 AN/ T AFTFLENGEA
IZEBATANRERIEL ATRETH D,

® FLIUANAIRREITORVIGEIZ, ALT BREE ThIVZ, FFEH#ERE (SNMC, UDCA) R
Peg-IFN (IFN)A &8 5%#175,

5-1-4-2. DAA Z G TeIBIRIE O & DIEF| O AR K
5-1-4-2-1. DAA Z& e IFN IRIRIE DB HIEH| O G #

DBREIZENTX, 72 EA T 1R T LV ATV E L AR=TLELRLNNIT T 7L E L
+Peg-IFN+U/SEYY 3 FIfFABIEOIEENFINZICH =5, W TROIBRFRICBW L, 7 eTr T
— BRI DIMEL B OTFIENE 2 DD, ZOT280 , 2O LTRERNIH T 5 IRFEICIT, a7 7 —
VRLEAZ G T2 HRATE L/ LU SAE AR ESHER SN D,

PATVLENHDHNNIN=T L E NG FEDIEZE NI TRHES Iz D168 ZHE)S X /T4 AL
/T AFFLE NG RFEDTBR DRI KT T B HONWTOTE T A3, £-EHN -
SRR BT 57 0T 7 — B I ERNGEE O MEF OG5, D168 2 HAt SfEF Tk
[FIRAEDZERNRIMENZEDNBESNDTD 2 2 Bl Tl AT L EL B DLW IN=T L E
NOFRIES DX 772 AV /T AT T LG BRI KD FEHRIEL, JRATE L THESES L0,
[FERIZ, ATV E NG IRIER O AS=T L E G IRE, N=7 L e RER DO AT E
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IR REREIZ LD BRI OV TS, D168 ZREDZEIZONTOTE T U AN RNT L5, JFHI
LLTHERES 2L,

—J . EIAR T 0T 7 —PILERITHDHT T L E L+Peg-IEN+USE Y L ff FETE O FE 520 151
x5 2 T T T —BIHEAE S DY A VAL (AT L E L +Peg-IEN+U S EY )
RRE =T VE N FHBERD NI 77X A8V /T AF TV E G HBRE) ICL D BB
DONTh, B S TIEF U AR HERSNZR,

[Recommendation]

® IATLEN R=FLEARLWNTT IS LE N +Peg-IEN+UNSEY L 3 FlfEAEEDOIH EE
BN DEIRERICIX, YRATE IV /LU RAE VG BB RN D,

® D168 BRUAN AL, VATSLENL NR=FLENL, TRFTFLELDWTIITHL THEEX
MEZH 52,

® JATVENHDNIN=TVENGFRFIEDHEE BT, IFHK T, D168 RV AV
ABREREEICHEETAD ., VAL VEVHEWNIN=FVE LB RRIERDZ 755 A )V
[T AT FVENBERBREOE AL, JRAIL U THERS LR,

o I ATFVENPFRBIERZ ON=FVENGEREE, A= VENLVGERBEESR DOV AT LE L
OFRREIT, JRRIEL THERE 2,

® 777V E NV +Peg-IFN+tUNEY A HERBIEDIEZE B T258 2 HRT7e7 7 —BiHE
Kz & ToHir A NV RPEE (AT L E L +Peg- IEN+UNEY G AR R . A= L E BRI
EROWNCE 7FFRE )/ T AFFLE B REE) ICEABIEEIZ OV T, B T
T AR HERE R,
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©18 4#/847 1 &2 B (T 07 7—HEEH/Pee-IFN/RBV RTAHDIEE3H))
SAEIO—Fv—hk
CRIEMF X5 /8418 28
(7T 7—EEEH/Peg-IFN/RBVAIAE D IEZEZHHI)
<Hiaf> <Hm> <>

DCV/ASVY %2

%1
SMV/Peg-IFN/RBVEEFE |—  SOF/LDVE" | | -0 Ipeg-{FN/RBVEL?

DCV/ASV *2

13— VAN/Peg-IFN/RBVHEFI |—{  SOF/LDV! | NIV Peg-1FN/RBVER P

: SMV/Peg-IFN/RBV{if F*°
TVR{Peg-IFN;’RBVﬁFﬁ]—{ SOF/LDV*' l VAN/Peg-IFN/RBV 5 FB*°
DCV/ASVY 3

28— TVR/Peg-IFN/RBVHERI |—|  sof/RBVE! |

I EEOEFEAEEE (eGFRCIIML/S/1.73m") RIZENEHELT IR T LOREIIHTLS0FOBREIRETHD.

NSRRI LY EEENDIBTEREL DEMTIIDCV/ASVILEDEMEAENZEABES ., FHVANH DL
SMV/Peg-IFN/REVEE A MIZH T Z0162 TR OFEFIZOVTOIE FLAN WS, RAEL TSI

LHEAROBMBICOVTOIETLANGEL, L. TIILE L ERMEOBREROE-HEFSEENT+HTH o
EF TILRIRREGS.

5-1-4-2-2. DAA fffHIZ&2 IFN 7V —1a RO & LIEHI DO FIEH (X18)

B IFGEAE N )T AT T VETARROIEZZE BT, BEIZ Y93/L31 ZRNPEESNTODIES]~
DRFNZIT, HES FE D3 @R G 72 2 B9 57280 | 20 7S B D3 i 1 Wi & DN TR )7
FHI VANV AT B ORI+ 53 72 705 - R A R O EANC K-> TREISh D L E R &5, B
RHIZIE, IFN B G5 AEECH L5 G2, FEAIMMEZE RO AR L2 5720y [FN-based
therapy Z1TV>, IFN 2MEH TEZ2WGAITIE, SO DB HESERIMIEZS B HBL ARG T2 |
FEAMZR BERI MR A K AL ORE RA B E X 72 L TR iaR a8 2,

VIRATE /LD AE VO FELIEIR T 556, YI3/L31 28825 oMt 2 B4 GE/C
HIEL, D7adlt 1L31-Y93 LB RNV EEMEGRT D, ¥ IV THAL I/ T AT T L R
EICEXFFEI L31-Y93 ZEERAS DRERI TITV/ARATE L /L ORI HEIE DA %)
PEITHEREN TEDL T, FIRIEDO B OV TOTE F U AR, 20 X572 1] 0D 38 i Wi 72
BONZIEHE T T, Y A7 725 NTE BHNIH L TIRATE /L DS AE A RIEE1T
Yt DENRESOIR DGR L RITHEIERF DY AT %+ 3 (TR L T $H A E T %,
[Recommendation]

® X UFEARE)N/TAFTFLENIRROIEZNEIT, BEIZ Y93/L31 ZERIEFEEIN TVDIE

BI~DOXINTIL BES B E IR W2 B 57 . ZOXORIEFI DI T #HE
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JFIREE RS DU MIT ANV AR B OTRRRIC 5372 A7% - B2 FF O E MIC o TR
SNDRENRHD,

o EKMITIL, IFN #5013 RE THAH AL, EAIMEZE B OFESEEL /25720 IFN-
based therapy 4TV . IFN M TERVERITIL, IO 2 MR KA ZE RO H
BEBH T, SR EKAIMTHE B E L Z OfE REBSEX - L CHEIRIEREBIRT 5,

19 4 /%47 1 E(DCV/ASV BARD T RIA)
AEIO—Fv—h

CRIEHRF X5 /54T 18X
(DCV/ASVHET;AE D IEZEZHHI)

<IFNEAE 14 > <HEaE>
ke SMV/Peg-IFN/RBV 3 %3
NG VAN/Peg-IFN/RBVHf %3

13

IFNAS B A% - A il B4 SOF/LDV (Y93-131% B ZE RAL)*

1 DCV/ASVIERIDIEE T, BRI vsaﬂsﬂ:iﬁﬁﬁéhfuéﬁfﬁl«a)‘m;l 1. ﬁ%Ft‘EL%ABﬁm#IJEﬁéif
%’:téb. hm;mﬁmmmmmﬁabmh AR, R P& S i

A
‘HFNT"%fﬁTﬁ""C?Béi& 121, ERFE TR OBFEEA BB EL S IFN-based therapyE1T457,
#3 GMVETF-IZVAN/Peg-IFN/RBVEBE{TSBSIZIE. DI6SEREAEL. DISTEENGL N LA ERT D
FONAMERTERLMES(ZIE. L MECERFEEZROMBER 6. #ﬂ&iﬁlﬁﬁ%ﬁib%mﬁ%&ﬁi
Zf- LTEYEREERT S,
5 SOF/LDVABRERIRT HIBEIZIE, YO/ LN ZEEEZ SO MM EERHMIAEL., LdEE31-YRZEEEZEALL
CEEEDE TS, DCV/ASVIARICEYERAN-131- Y32 ELERA L DEH TIZSOF/LDVABOE LIS TE
5F . BAMDHRISOUTOIL 7 AAMLY, ;m:omwlommﬂmmbm_ LM AL, REURDAELUICER
r J,. -7 X 3 H 1= g .': J" '._ (N

5-2. ) ZAT 25
5-2-1. FENAEE (4 19)

2015 4E 3 A 7 /XA 7 2R 2% C, NS5B polymerase FLEH] (BEER) THH Y HRATE /L LY
NV EOGFFENRGE KGR SN, RIRIZEBT 55 SFHEG R RER ClL, HIENERO S /214~
2 Bl C BIFABE 90 Bl L C/HRATEL(400mg/ H)/U eV 12 #5231, BITEA
(ZEDHIEB1372< 98%0D SVR HAMFHALTIRY | RIFRIEILST /2 A7 2 BUIENRHR 0O 5 — 12U
TdD, VB AUHL LTI A L A_ = LWNF RO HE KRS TV,
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7235 IFN-based therapy TlL. VAV AE THIUL Peg-IEN+UASE YRR, KT AL A
B CTHIE Peg-IFNIFN) LA A BINE TH S ¥ ' HCV RNA &7 1,000 KIU/ml (6.0
LoglU/ml) Kiifi T aUE Peg-IFN HMUZRTE THIGMN HIFF TE D, K12 HCV RNA 78 4~8 i Tk2
PAL L2 A 80%LL_EDSERI T SVR 2353515 190,

BRI, T IEAT 1L 2 MOIRE YL OIERIT, 1 BUCHEC TR A 2709,
[Recommendation]

® 7 ZAT 2 BUEFIDFIENERDE —BIRANL, YRRTE N/ INEV L GERRETHD,

® [ AT 2 B U ANARIEF DFIENEEITIL, Peg-IFNHINE Y GERBIE. 7 /247 2
B ART ANV ABIEF] DFIENEHRITIL, Peg-IFN(IFN) B BRIES BN L 72D,

® 7 EAT 1 Bl 2 RIDRABRGDOIBEIT. | BUCHECTIBRE IR,

-2. FHAHE (X 18- [X 20)

AR OIEY | 2015 4 3 A, 7 /X AT 2BNZKL T/ARAT E L /U Re Y AF A R &R
Mz, RENTIT D5 SHHERIRFABR T, BEIGIR DT /2728 C BT 985 63 Bl L TR
AT E(400mg/ H)/U/SE VL 12 B 5-2MT41, 95%(60/63)0D SVR 2 Th-o7 ¥, 5%, 7 /4
A7 2 DBEIRIEBINT R L TH Y R AT E L /U ATV BB —RIRL 2D, ATARNT T
L E/L+Peg-IFN o —2b+U BV 3 FIGFHIFRIE DG EITH Y RATE /L /U A A D HEDE
S,

IRF T IHAT 2 EHIREBINC A LTI T 77 L E L +Peg-IFN a —2b+U eV 3 Fl G F ik
L ATRETH DA, ENE 3 HRBRICISITS SVR L, BRG] TIE 88%E mR THHLD

TSNP Tl 50 EARER THDHT=8 | BRI B CIIHERES 720,
[Recommendatlon]
® J AT 2FUEFDOBIRRDE —BIFNL, YHRRATE N IRV HRBE THD,
® HIVBWENT TV E /L+Peg-IFN a —2b+U "LV 3 HPERRIEDE ALY HRRATE L /I
vV G RRE S HERRIND,
o FIEAT 2RIDFEMREITIZ, TFFLE N +Peg-IFN o —20+U "V 3 HIBF AR A 7]
REThD,
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K20 4 /84728 (DAA BEELL)
BEIA—Fr—h

CRUEMRF R4 /A T 2R %1243 %4
( DAAREREZZL)

1. SOF/RBV %5
#EEEE ] 2. Peg-IFN/RBV*®
Peg-IFN a-2azE 1= IXIFN (ka5 - EYMILRE)

pLi]

AR 1. SOF/RBV**
! 2. TVR/Peg-IFN/RBV (B2 B ")

HBTUAOBIRICELTIL, IFN-based therapy I [EREMF OIE T U AN HLILEERTS.

T ERE, B ERATE OB R VB IR A L ARGEETS.

9 RBV B I L1EL \Peg-IFNIFN) B OB A S I EARI SR L.

R L BIOESBEOBRE. 1RICELTSOF/LDVTART S

O EE OB HERE (eGFR<I0ML/ A/ 1.73m*) RIFEMZLELTIBT 2O BEITHT 2SOFOREFRETHD.
S IENSRARE B A LR BORIREIG(E. Peg-IFN a -20/RBVDAHTHB.

#7 Peg-IFN(IFN) BRI A S U I RBV B B RUE D B HAH.

5-3. ALT IEHFI~Dxf i

Peg-IFN+U B o fJf R IE A AT L7269 Bl AR IR ALT IE% C BUEMF & 809 i
(M/F:269/540 i, Y4BT £11 1%, 7 /XA 1 Hl/2 #1:550/247 5], B£8R 36.2+
16.5 2> ANCET DIF RO CIE, /MR 15 75/ 1l LLEOREMN=586)TlX, {16 ZhRICEk->T
FIE R BRI e I TH-TH 3 EORFERIL 1.5%Th 7228, M/ 15 J5/ ul K
W ORE(=323) TITMBBIT 3 FEORERMRIT 10. 1%L FHETHoT=DITx L, E9hBi, BB
TIX 3 ETOHNEIT/RL, Peg- IFN+UAE U HFRIEIC L > TF B EA IR SN - ot S
AT D(p<0.001)"! FE7z, ALT EHFIE ALT 551D TIE Peg-IFN+UASE Y AfF B IE D)
FILFEZETHD >

L7235 TALT 30 U/L LKNDSERFITE | i/ ME 15 75/ w1 K ChHIUTHIT ANV AL R
VNE SN ETR D, — 7 ALT 30 U/L A2 I IMRER 15 7/ 1l BLEOFEFNZ W TR, 3<IcHt
TANVAEIEEREA TR TICRORBIERL TH I, LAURIEFIZ ALT 2 EFT 5L HY, Bl
R CRE T ANV AFIEICH T 20O D03 S 55 5 IIXIE RIS 72D, 7ok, BIEDLD
AALT IEF B TOTE T U ARHLHDITFEL T Peg-IEN+UAE Y HIEETH D03, DAA+Peg-
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IFN+URE VG FIRES DU ML DAA combination (242 IFN ZU—IRIRIZE VT, [RIEEDTRE
IRDBIIFFCEDLDOEB 2 BND,
[Recommendation]
® ALT IEEFHI(ALT 30 U/1 AP IZx 2V ANV R ALT _ERGIERBRICHTIT 5T
LHTIRETHD, Rzl IMEER 15 T/ u ] K DB TIIFEMBH)RIBRPIEELL Y,

6. FFREZE (63 DR e kg
6-1. RAEVEIFEZS (23 HH10 A VAR

FFFPARREAMRIZAL, R, IR, TTHEINAE . BE R IRIE 7R E DRTFARRIER D220 IR AEA AU
HFEEZE | AR SR 2 D IR BB A FEREMEATAEZE SRS, 8 EE D RTFRRHEI LT T3 R DD T IS
X FFREOBYAZEETHD, Fiz, HREEE TR TOHARICERTIZEM THRIRE
L%, LI T, FFEZE DR B ISR L IF AR 2O M #F 206l 528120 | AE VT
IR TR 25T A NV AFRIE D LENED E O, B PERFIE X DI A VAR PRI I D A
JVADPERRDGFOIAUL, IR SCIF AR EORAELEIH T HZENFRFTED T, LnL, 54 C &Y
BIENFROIEFRE DR OM EIZFF 5Lz DAA THHT 77 L E/L - AT L E L« R=T LBV
FAUVB T2 x5 D ORI 25 72< | FFEZR (692510 AV APEIEILZAVE T Peg-IFN+U/E
VP RRIED A Th o7, FTo, JURIFMHELERAFIT IFN KT THY | Iz TIFEZ A OF
T2 PERSRE TUAESE | KD YLIMERIS D 23 IFN JRIR DR E L7257 ™50 FFiZEF 23815 HCV
PEBRIZEEE T -T2,

— 7. 2014 4E 7 QX I THAE )/ T AFT T LE VBB, 2015 4F 6 HIC/RATE L/ LY /R A
ENBERRERENENT 2 Z AT 1 BIORE T KRS, 72 2015 4F 3 AIZYHRATE L/
UAREVAERFRENT )2 AT 2 BIOREYEITREA IRKR SN2 b TR BE 2BV TH
IFN 7U—®D DAA 1285 HCV HEBRDI I REEL Ap o7, YARAT BV /LI /AL NV IEIL, 7 /2 A
71 BRIOARAEVERFRIZE IS5 @R e D, 2721, BEO B HESCHENIER TIX 2R ThH
BI28 ZHOUTEBITIE, Y93/1L31 ZBENIpNZEaffEl LT LT, ¥ 778X/ T AT 7 LE VA
WIEHEBIET Do Flo X UTHAE I/ T AT T LN RIEEATOBRZIZ, THILZ2 FHEE 5 3
LD FTREMEZ RIS AND LENR DD, FTo, 7 /847 2 RO REVEIFEZE LY RA T E Y
NEY COFRERIENHER SN D,

—J7. FHEEIEFNZRI L CTT 77 L e « AT L ENL « R=T L EIZ L S IFN-based
therapy #1729 & Tl
[Recommendation]

o C BIRMBHEIFREZE TIX. B LR 20Mmilz B 8L THEMBARYIC IFN 7Y —0 DAA IZX
BHTANAIEREIT,
® T IFAT 1 BITIIYRATE N /LI RAE NG RENE B ThH D,
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o EEOBHMEEERSBITESTIX. YARRTEA/LORAENLEERSEETH ST
D.Y/LII BENRBRNZ LERER LI LT X7 7 XA MT R F7 LV EAGFREE
EERT D,

FIEALT 2 BRI TIIVRRTE N /I B R EEZTT),
ARSI L TTITTLE N VAT LE L - _R=FLE T ES [FN-based therapy 17T
IRETIIRVY,

6-1-1. Peg-IEN+USE VA fJf R IE
DRENZIBVTIL, 2011 F OB XL T Peg-IFN a —2b 721X Peg-IFN o —2a LU
EV OO FIRIED, TANAZEST ) ZA T\ DD TIRBRIE ] L 72> Ts, [EI IR BRI
BIFD C RRAEMEAFREZE (2545 Peg-IFN a —2b 1.0 1z g/kg/B+V eV Of IR 48 OB
BRI, 1B D A V25T 22%(15/69) . 1 RS A /L AR LIS T 79% (26/33) D SVR #THY,

1 BB A VAR LS CEWE RIPEDR REN TS, £7-, Peg-IFN o —2a D 90 u g & 180 g D 2
R &LV VO S 48 T OTRIFEAE TlX, 90 u g BET 28% (17/61), 180 u g BET 27%
(17/63) @ SVR FTHY | MFEHFIZ ISR Y, 90 p g BETIE, 77 /2 A7 1 BT 21%
(10/48) , 2 T 50% (6/12) @ SVR HTHY, 2 BUZKITHHMENR R,

RABMETAEZE 1256542 Peg-IFN o —2b OFEER 5813 1.0 1 g/ke/1 | Peg-IFN o —2a DAFHE

BH-E1L 90 u g/ THD,

[Recommendation]

o C RUREMITEZLIZH TS Peg-IFN o —2b DEYER 581 1.0 4 g/kg/TMTHY, Peg-IFN
o—2aiX90u g/BTHD,

o EWNERRHBRIZIITS C RRBEMATHEEITX S5 Peg-IFN o —2b 1.0 u g/kg/H+I LV
O RS A8 B OB EGEIL. 1B UANVRET22%(15/69) . 1 BIFVANVARLIS T 79%
(26/33) D SVR RTHY, 1 FmTANZAEBUATRWAEIRESN TS,

o ENERRRIRIZIITSD C BRBIEFFEEITHR TS Peg-IFN o —2a 90 u gtUSE U HRAE
% 48 WOIREBAREIL, 7'/ Z A7 1 BT 21% (10/48) . 2 BT 50% (6/12) D SVREFETHY,
2 BUNTHR D/ IMED T,

6-1-2. X ITHAE I/ T AT T LV A

KT8 AT NSHA [LEA], 7 AT 7L E/VIE NS34A fEIR A L= 7 e T 7 — B EH
Thd, X UTHAE L1 E 60mg & 1 A 1 FFREAO#EE 72T 7L E/E 1 [E 100mg 2 1 A 2 [H]
g, 2 FIPFHICE-T 24 BE#EGSND, RETEFEZE] TG &OMEIIARZET
oD,
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IFN A - NG, AR R M R E LT H I T X RE /T AT T L ELOENG 3 #
FRER TITATRIREELN B 87 7], IFN Z 3 Lol MBI AN £/ TN 135 BRI R EIRoT
DS, ZOIHENFIFED 11 1, IENGRBV) AN E kS « ARTHAGIEED 11 51, 5+ 22 HloRAEHERTFREZE
JEFINE ETRY, 22 Fild 20 #1(90.9%) 75 SVR Z R L7- (£8), fUEMEAFEZ BIEF L2
LIS DIEFI & D A R BIZAR T, ORI, BN 3 FHRBROKE R Clx, Ao Lathibic
FFIEZE « ERFAE 2R DA BRI AL,

x8 ENGE 3 HFABRICHITHNEMEFEL LIFFFEEES DR
(IFN F5E#E - A 251 e mRES B>

KIEMFEE JERFREZ
iE 151 3 22 200
SVR24 20(90.9%) 168(84.0%)
EELGAEER 2(9.1%) 11(5.5%)
T 0 0
% 5 ki 2(9.1%) 9(4.5%)
AST 170 1(4.5%) 15(7.5%)
ALT 10 1(4.5%) 11(5.5%)

72720, ENE 3 HEBR TGl o TODDIIREMFEZ DA THY | FEREMENTEZE
BNIE 7T Z AN /T AT T LEANERFEEORBREH 72> TEHT | ZaMEb MRS TUR
VY,

[Recommendation]
® [FN R - RNAH ., ATERENHE R RELTF I THARE N/ TAFTFLEALDENE 3
R T OREMEATEZERES D SVR HiX 90.9%(20/22) Tho7z,
o FHhk-ZeLHICREMEIFEELENUANDEFEDEICE BRZERIZH LR,
o FEREMFFEEIERICRT 55 752N /T AT FLE LB BRI AR FH 572<
LML HERINL TR,

6-1-3. VIRATE L /L VSR LOF Rk
KK D fifs R FABR (BELECTRON, LONESTAR, ION-1, ION-2, ION-3, GS-US-334-0113, SIRIUS)|Z
BWC, 7 /5247 1 B C BIREMEATIEZ 513 Bl RATE L /LSRR LYY (12 @ ET-
I 24 )2 G- 1, ZOFER, SOF/LDVI12 il #% 5 CIIRIBRO I TIXE DR 96% TH -
(ZRFL L IENTRIRIE OB HATIEZE TiX 90%EL IR Th -7, — 75, SIRIUS™ I, Peg-IFN/U B4
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L7 e T 7 — B EAI/Peg-IFN/USE VL N L Tho T AUE M C BUTFAEZ 155 Bl LT, YAk
ATE N/ LD RAE NV EUASEY OO 12 G- EVRATE /LU RAR L 24 B G- EORAES
EFHTRBRCTHDLN, BNRITZNLTI 96%, 9T% TH o7, ZOLINZ, BITEHE O FFiE 2SI % L T
(3. YIRATE L /L DRAE )L 24 885 B LT RIF G RN EERES TITY RATE /L /L V7S AL
NEVAREY DO 12 8 G- 0SB R OIFEIRIEL L 725 AT REMED RIS TN D,

— 5, ORECBITLENG 3 FHEBR T, Y HRATEL/LURAEL U (12 #BEE)N
T, 7847 1 8 C RUMEMEITREZ DRENEFRF]TO SVR T, YARATE L/ V7S AL LR
T 100%(13/13) UV O HEET 92%(11/12) TH Y, BEIEH B TIX, W adh 100%(28/28)
100%(23/23) T o7z, Flo, YRATE L /LU SAE VTR, AEFFRICEHE G IRITEEH )
STz, ZORERAZZT T, DOETIE, FIENRE, BRI DL YRATE L /L P/ R AL (12

WG PMRBRFR AT SV TS, 72385, FERAEMEIFREZIE BN 5T 2 Y RATE L/ L VS AR LA F
TR IARIRE A 230, BB HEERSI TN e | 3 RETIEZ2R0,

[Recommendation]
® ¥ A7 18D C BREHEFERICHTHYFATEN /LI RAENLVGEA 12 BEO SVR £
IXEINE 3 FHRBRCIE 100% Th-otz,
o Hih- Bt LbICREHIFEE L TN LS DESIEDMICE BRERIIALNZR,
o FERMEMIFEEELICRTT AV RRTE N /LR NG R IR F 3724 4t
HHERBINTORNZD | EHTRETIERY,

6-1-4. YARATZTE L /UYL
WSS 3 FHEBR T POSITRON BBACIX, 7 /4 A7 2 BLOYIENREARME AT Z T SVR 1%
94% Tdho7z 15, Peg-IFN+USE U ORNEIRIEDH LY ) 447 2 BNk % FUSION BT, Va8
A7 UV (FH 12 B ORMEHEATEZTO SVR 1E 60% CTh-o7- %5, VALANCE #BR Tl
JFREZS 9 il SVR 1% 78%Thro7= S, [EWNE 3 FHERARFER Clix, IFAEZ Tl ek SVRI2 X
94%(16/17), FIEAEETIL 100%(8/8), BEEHE TIX 89%(8/9) T o7z, MFiEZL DA MIZ LV EIEH D3
BB LB 23R T 1,
[Recommendation]
® JEAT 2TD CRREMIFEEIISR T DY HRRTEN UYL PR 12 HE O SVR ik
ENE 3 FHRBR Tl 94%(16/11) TH o7z,
B ZEMELHITREMEIFRZE L Z SN DIEF L DMICH BRERITHLIR,
FEREERFEERER IR T DY HRRATE N U REY B FARIEICIIER TS F 23724 | B4tk
HRERBIIL TR,

6-1-5. 1 B ARAEPERTAEZS | 26T 2500 A /L APIEDOERIN (1X]21)
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TRAB PRI RE 25 VIR L 23 R B LA T L T BRI 3 & DO TRk, REIDOHID AV 2%
EOBNINLETHD, HIENERE - BEREA &S | REPEITEZ TRIRFR TS TS Peg-IFN+Y
NV 2 FIPFHIRIEDIRENEAMENTZD | VRATE L/ LV SR RIS —RIR T
%o XIFHAC /T AT TV RFRIEN BRI L7223, 1BYEF R RIRE, MR/ Y93/1.31 2
BATBFANCIEL, BRNGHST-GEITIIE I THAE /T AF T L E A REIEII D,

AN RFE AT TOUA NV AR DBELNIRN GG HDOIHIT A VAP IE DM IS D372
WEEIZ, ALT ENELE (30 U/LER) THAAE B CIINTIEER L, HDU L Peg-IENIFN) D &% 5-
EATD. FFREZE 2% 75 IFN 7203 Peg-IFN O/ BRI IEIT, TR OHERE R IE 3 KO R
OIHNA A THD A REMED/RSILTND 200 %, LinL, B TOREFI TR EHNL01T Tl
22K IR BBIVRWG AT 1L B e > Tp a1k 2,

[Recommendation]
o T AT 1 BIORMEMEITFEE Tk, #IENEE BHERFILL Y RATE /LY /SRR
FREESHELRIND,

o HEDBHMIEEELBITES TIX. YHRRATENL/LIONRENGRRENERTH DT
D, FIFERE)N/TRFTTLENGRBFEGRIRER L2503, BT R R, 87
Y93/L31 BREZBEENTIEL . BENDHOIBAITIIF 75 F AN/ T AFFLE AP
FREII TOR,

®  HIUANRFIEN CERVEEIT, ALT BERFEE THIVZ, FFE#ERE (SNMC, UDCA) %
179, ¥ FF2c8E#{b % B8 172 Peg-IFN (IFN)D> B 5-b BN L 2B, 72721, ZhEH
HHOIRWRATXIRR P IR B> TREEP LT3,

6-1-6. 27 « RABMEATBEZ KT~ DH00 A /L AP IEDZEIR (K21)

7 )8 A T 2R DARAEMETFIEZE Tl Peg-IEN+URE U PFHEEITINZ T/ ARATE L /U/SEY
VOFRBEE IS RGRE IR o T, XU T HAE IV /T AT T L O R IE O LR RGE 372\, IFEN
A B SAVDREBITIE, FIENRE - BETERR G H VIR AT eV /U Y A R E D AT
L7 %, —J7, IFN g SIS DIER] T, Peg-IEN+UNE VL 2 FIGF AL OTRE 1T
AT E /U Y APHFARIEIC L URL . ERIBUSS 2N Z2EM D YRATE L/ VY A
PRIEINFEARTRIR L2 D, 72720 1B EEDOEEIRICIB W TIE, IFN-based therapy (ZIZFHEHH] D=
BT UARDLZE BRI AND (X21),

WTNOBZEITBNTH, FLVANVAFIEIC LS TUAVAPEBRDP LW A IPN JR#E A~
DEBFMENRIRNG G L ALT 28R ThiuE, FTEERENRTE (SNMC, UDCA) 2179, F/-, fT4
#iba H¥E L7 Peg-IFN (IFN)D & 58I/ D, 727120 DIRNHOLNRNG A 13RI T
1EFEHE > TIEF A P IR T2,

[Recommendation]
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o T AT 2 FDRMBMEITELE TIT, FIETEH - BEIREREIL S YRR TN /U SV HER
BIENEARIGRLRD,

0  HLUANRFIETOUANZEERBPIBONLRVGE | HDVNIHLY ANV AFRE DS AR
BAIC.ALT BAREE ThIuZ, FFEERE (SNMC, UDCA) 2179, £, FFREFLE
B8 7z Peg-IFN (IFN) B#: 5B L 72D, 72720 . IRV HONRWG AR
IEFEHEIZPE > THREE T IET 5,

K21 77547 1 22 RRUEMERFEE REE5R - BAR)
BREIO—Fv—hk

CRI Rt R ZT
1% 1. SOF/LDV *?2
2. DCV/ASV (Y93/L31Z R75L) %

RASTERFRER

2% |—{ SOF/RBV*? |

1 Peg-IFN/RBVE AL BRME LA D.

2 EEORERERTE (eGFR<IOML/ 4 /1.73m" ) RILBME B ELT LR T EDEZITHT HSOFDEETRETHD.

%9 Genotype IbTIEDOV/ASVERIRM LA D, 12121, DOV/ASVAERRATIZIZ, BAHYI/ LI ZEREREL, TRAGNZE
EHIRT S F fz. DCV/ASVIERD EEN LA~ BB BREN D SHIMIED LR SHLTIE. REF A THISN
FHSEARETTVCLEBEIZANRD.

6-2. IERAEMERFAEZ IS5 2P0 A /L ATRIF

FHAENEIFBEZ CIE, PR RFEDY A7 3 i< IS BN U I b A 2h e iaiiik s
2%, LU, ITBAEZ D C BT ROFIEITIY 5 FERITK) 30%X7 77 XML | s T
IIRBREETIC HCV OHERE- 13 80H %2 B #8L T IFN JGEMTHIL TG T 195 oD ER
BRCl, 7 /2 A7 2 RUEFIZ2E 126 LT Peg-IFN (+URE VAR R) #EEOFIMERS IS STV
2 18 UsL, FEME MR ZE CIE, IR R o iR | B, EYYE ., FFE R 203 EY
2L B E O MERD D780 IR IRIZEDHZEN L, FT-, Child-Pugh 433 grade A/B
(2L | grade C T, TRIRICHED BB ZRBYYWE S DRV SR E STV TS 19, iz FEAREMEATAEZE
KT DX I FGHAC N /T AF T LVENGERIE YRRATEN VO RAE N ERRIERDNTY
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BRRATE N ISV GERREOZ 2MITHRIN TEL T, HGEITHIRETIERN, LLEID,
BURE S CIEMUE ME TR 28 1R U CHER S LA BT AV ATEFR I 20,
6-3. I/ MRBAEN DR

M IRIBA BN 632500 AV ZPRIER MR OREIWER D720y DAAs (285 IFN 71—
DHLERD, IS 22 A7 1N LT, YARATE L /L O AE O LR G NT
Y93/L31 ZRDIRNGGE DK IFHAC )N/ T AF T LENGEREE, 7 /247 2RI R LTV R
AT/ VSV ERESHER SN D,

JER R TTAESE LD i IR S BEZE 7R IE B Tl Peg-IFN E721ZU VO R IEZE A
T HZELITREETHD, M2 T4 B R ENRZEF21HT (partial splenic embolization; PSE) IZ&
D, M/ IMREE NS IEN JRRAE AT 5 LRDRIILTND 19 OMETIL, FIT Child-
Pugh A OFFEZZRIGUC, PR DU T PSE 2475721, Peg-IFN (+USE VLG A) #1%
MIHAZILTND, WT IO T ED | 1ZEAE OREB TIEFAZ M/ IMREL DO BN 2540, TRk
FETIRT I HAT 2 BITE SVR BB TWD, Lo, Mg ik 50  iE PSE Wi
BWTH, BIEEYYIE (overwhelming postsplenectomy infection; OPSI). PR IMARAE . AFHERE 2 5
REDH B EHENRESLTWD T A Tl MR Z NS5 A FEEL T
thrombopoietin—receptor agonist Td5 eltrombopag 73BT IIV TS 73 N ETIXEZ KK
[BEASILTUVRYY,
[Recommendation],

o CRUFEMEMEITHEZE TIT, IFNIGROF DK, &#IZ Child-Pugh 434H grade C T,
IFNVEROBAMEIIAR R THY, MERIAD I L ORRGIE2E DEBZREIER DRBEBHD
ha,

o JEREMHFEE I THFIT7FREN/T AT T VENAPERRIE, YRATE L /L URAE
NVHERBERDICY RRTENV /IR RREOZEMITRABIN TR T, 5%
TTHRE TR,

® [/ MEIRABITIE, 7/ ZAT1BUCK L TIX, YHRATE N/ LU RRE NG FEERDD
IZ Y93/L31 BRDBRVFEDHF IFFRE N /T AFTVENGF IR, 7447 282 %t
LTI HRRATEN/UNEY B RFRE RS ND,
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7. WFIREER L

JIFIFEEREIEIT HOV O BERRE B &350 Tlded | IFRZTREH LU RO MM LE R A M2
HZLE BETHIRRIETHD, C BUBMENTR CHFIEEFRIE O I/ HDIX, AST, ALT flA
B E T BB T, IPN SOHTAVAFIEN T CERWEE | SiVA NV AFTRIETUA LV ABERR
INTEIRST-BE | IUA N AREEFH L LR WERERETHD, IFIE#ERIED B THLRZMIC
HHAMENRENTODDIET VYT 4% v a— L fg(ursodeoxycholic acid; UDCA)EHR 1) %A /7 7
—/7* > — (Stronger Neo—minophagen C; SNMC) T2,

7-1. DIV T AF T a—) kR (UDCA)

UDCA [FAEV R THY . 1 H 600 mg~900 mg D G-AMRRE H L72 > Tb, UDCA DT
R HVE RSP IRAREEH S ERTHH D, MR E OB S UDCA |ZiE &
DHZLIZ IS TIFIRE RFES DL FUEB LA AER | SR B Ju7 A h— 3 A 1E
M72E D FHARESITNDS ',

UDCA DOFHEREUGEZNFIE, 1H 150 mg G500 biv g 19 170 EZ izt THifTS
e ZEEHREBRTIX, UDCA 150 mg/ H #5- #2600 mg/ H 33100900 mg/ H & G-HETD
AST, ALT {8, v -GTP fHIZAEIZHEL W 9 -, BIETIE C BUBMEAFRIZKTT 5
UDCA O 5- 813 600~900 mg/ H A1 THD, RITEAIL, BT, THI, BEHRE DY
{EZHEARDSFRD HILD A, FLERAIR N EM N, UDCA OFEFEINHIZH ROV TOL hrARY
T AT ISR I D FE A NG B D TRl Te b bl ST D
2. MO)RAI 77— —(SNMCO)

SNMC IFTHEDRL D THDH T VFNIF U BNER S THY | ITEE ~OERBEFF L7 VF Y F o
DFFOFAT A MERNCLOTIRAEVER  IFRIBEOREER 728 Th b, ZNHDIERIZE ST
ALT fEDO S EE HDHEEZ BN TWA, 1H 40 ml 12> H #5975 B A TO “EERRRICE
T, SNMC # GRET 7 7 2R BEL VL A BT AST, ALT fEOSENMGHI 717, #5803, 40
~100 ml Z38# A £/ XM 53205, BARTITOA A &G TIE 40 ml &£5:-59% 100
ml B 5O BAE B ALT EOUENRD B ™10 F- SNMC OEMI#E 5132 he— L
FOHE BT ZIE ~OERZIHIL Tz 7 B EL TXARA YD A MUE, & i EAE72RE
VAR SV

SNMC DFEFEINHI B FAZ DT, B RIEBNZ IV T, G-I G REIC L TF
BT RNRD o Tz V& 235 70 1T, SHIT IFN FREDN ) Th o7 fERNIZ BN TH
SNMC O 5T BIIRW SSRGS LD 717,

1-3. UNITAFR A= VBB )X 77— — O ERE
SNMC e SNMC (& UDCA ZfF L= OF RiEL D2RECOEE = P — L aBR T, OF
MEECTHEIZ ALT [EOSEER NG >T ) ZOINH I ZRIEDILFLIZA HTH D,
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[Recommendation]
o C ARMBMAT/ITRT BT IE#RELL T UDCA DOWNAR *SNMC DR, BLOHEA| DG
FREERHELRRIND,

8. JR ML

C BB M RIZIB W OISR E BRI ZH L T0D, BB TIE~EZ re s 23080
ELT-EE R ARy EL THOWO D MESRE ThD, L LERD B RICTEE T 5 &l b
FEPEOIRNER BT O TN IRE P ERSIL, BREAR ADRK L7209 %, C R MEAT I Tk
RN L DEAEAR ADREDHER D — R 72> TDT8 | B IMERIESMHBIIREE L TB RS
iz, FTE ML CIIEHIRAZ O 5280 KU Th D, BMEIEOmEIGIX., FFIL#ER kL
[FBRT AST, ALT fEA S E 20338 T IFN FOH AV ARIEDN AT TESRVWEE | fio (v
AIFRAETTANAPEBRIN TEIR ST B | UVANAFEE R LLURWBERE Th D,

1994 4E1C C BUBMERTFSNE B CIBIMMRIEIC T ALT fEOIE TR0 HNDIEN B ANLIES
7= B XBICENO SR CiToi =37 A ® randomized, controlled study C. JEIMEED
ALT fECEZD R DGR DI, B MM IEIZL > TALT L 50% LA EAK T 92 E 511 80% .
ALT EIEFAE T DIEFIE 40~T0%E 5 S TS 1 180 SRR ARG CId. REIRO7R7E M
BT OEREG IE % SOHICEELZRD R EIN TS 5, SLIZEHIN2E RIS
T, BRI E RS ZE @GS Tng 1%,

IR, —ARAOIZIE1[E] 200~400 ml & 1~2 R X7V, 7=UF fl% 20 ng/ml LLF
FTIRTSELHILE AIRET D, ~EZ BB AN 9~10 g/dl LRIl a3, Mz ikl
EMREOREIE AR, BEEENREZIL, 72V F VE, ~E7 R EES S, @ E R LFEEE B
M2, BIVERNZ, BRI LAMIR, MER TR EIHZENFIUCH D,

B 1ML1X UDCA £7213% SNMC ED O THIMBYZR 0 R 3780 B4 %, UDCA LiEIIED N T
I%. UDCA HME:H-X0E ALT fEOMK FRHLI TS ) £z SNMC EOfF %L TIL,
SNMC #5328, D BEOEMEZHHTLI8CE->T ALT ERSHICETHERESINT
W5 1 ML T R DER T OIRRA A B DOEHZLIZE ST, EHIZALT EEZSGETED,

[Recommendation]
o CHAMBMAFRICH L TRMEIEIIE ARIBE ThHD, /AT E#ERIELL TD UDCA D
AR, SNMC DR EDPEBELE R T X&THD,

72



3wk

1) Choo QL, Kuo G, Weiner AdJ, et al. Isolation of a ¢cDNA clone derived from a blood-borne
non-A, non-B viral hepatitis genome. Science. 1989; 244: 359-62.

2) Kiyosawa K, Sodeyama T, Tanaka E, et al. Interrelationship of blood transfusion, non-A,
non-B hepatitis and hepatocellular carcinoma: analysis by detection of antibody to hepatitis C virus.
Hepatology. 1990; 12: 671-5.

3) Hagiwara H, Hayashi N, Mita E, et al. Detection of hepatitis C virus RNA in serum of
patients with chronic hepatitis C treated with interferon-alpha. Hepatology. 1992; 15: 37-41.

4) Cardoso AC, Moucari R, Figueiredo-Mendes C, et al. Impact of peginterferon and ribavirin
therapy on hepatocellular carcinoma: incidence and survival in hepatitis C patients with advanced
fibrosis. J Hepatol. 2010; 52: 652-7.

5) Tkeda K, Saitoh S, Arase Y, et al. 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. Hepatology. 1999; 29:
1124-30.

6) Kasahara A, Hayashi N, Mochizuki K, et al. Risk factors for hepatocellular carcinoma and
its incidence after interferon treatment in patients with chronic hepatitis C. Osaka Liver Disease
Study Group. Hepatology. 1998; 27: 1394-402.

7 Yoshida H, Shiratori Y, Moriyama M, et al. Interferon therapy reduces the risk for
hepatocellular carcinoma: national surveillance program of cirrhotic and noncirrhotic patients with
chronic hepatitis C in Japan. IHIT Study Group. Inhibition of Hepatocarcinogenesis by Interferon
Therapy. Ann Intern Med. 1999; 131: 174-81.

8) Asahina Y, Tsuchiya K, Tamaki N, et al. Effect of aging on risk for hepatocellular
carcinoma in chronic hepatitis C virus infection. Hepatology. 2010; 52: 518-27.

9) Enokimura N, Shiraki K, Kawakita T, et al. Hepatocellular carcinoma development in
sustained viral responders to interferon therapy in patients with chronic hepatitis C. Anticancer
Res. 2003; 23: 593-6.

10) Iwasaki Y, Takaguchi K, Ikeda H, et al. Risk factors for hepatocellular carcinoma in
Hepatitis C patients with sustained virologic response to interferon therapy. Liver Int. 2004; 24:
603-10.

11) Okanoue T, Itoh Y, Minami M, et al. Interferon therapy lowers the rate of progression to
hepatocellular carcinoma in chronic hepatitis C but not significantly in an advanced stage: a
retrospective study in 1148 patients. Viral Hepatitis Therapy Study Group. J Hepatol. 1999; 30:
653-9.

73



12) Shindo M, Hamada K, Oda Y, et al. Long-term follow-up study of sustained biochemical
responders with interferon therapy. Hepatology. 2001; 33: 1299-302.

13) Takimoto M, Ohkoshi S, Ichida T, et al. Interferon inhibits progression of liver fibrosis and
reduces the risk of hepatocarcinogenesis in patients with chronic hepatitis C: a retrospective
multicenter analysis of 652 patients. Dig Dis Sci. 2002; 47: 170-6.

14) Tanaka H, Tsukuma H, Kasahara A, et al. Effect of interferon therapy on the incidence of
hepatocellular carcinoma and mortality of patients with chronic hepatitis C: a retrospective cohort
study of 738 patients. Int J Cancer. 2000; 87: 741-9.

15) Hoofnagle JH, Mullen KD, Jones DB, et al. Treatment of chronic non-A,non-B hepatitis
with recombinant human alpha interferon. A preliminary report. N Engl J Med. 1986; 315: 1575-8.
16) Hayashi N, Okanoue T, Tsubouchi H, et al. Efficacy and safety of telaprevir, a new protease
inhibitor, for difficult-to-treat patients with genotype 1 chronic hepatitis C. J Viral Hepat. 2012; 19:
el34-e42.

17) Hezode C, Forestier N, Dusheiko G, et al. Telaprevir and peginterferon with or without
ribavirin for chronic HCV infection. N Engl J Med. 2009; 360: 1839-50.

18) Kumada H, Toyota J, Okanoue T, et al. Telaprevir with peginterferon and ribavirin for
treatment-naive patients chronically infected with HCV of genotype 1 in Japan. J Hepatol. 2012;
56: 78-84.

19) McHutchison JG, Everson GT, Gordon SC, et al. Telaprevir with peginterferon and
ribavirin for chronic HCV genotype 1 infection. N Engl J Med. 2009; 360: 1827-38.

20) McHutchison JG, Manns MP, Muir Ad, et al. Telaprevir for previously treated chronic
HCV infection. N Engl J Med. 2010; 362: 1292-303.

21) Hayashi N, Izumi N, Kumada H, et al. Simeprevir with peginterferon/ribavirin for
treatment-naive hepatitis C genotype 1 patients in Japan: CONCERTO-1, a phase III trial. J
Hepatol. 2014; 61: 219-27.

22) Izumi N, Hayashi N, Kumada H, et al. Once-daily simeprevir with peginterferon and
ribavirin for treatment-experienced HCV genotype 1-infected patients in Japan: the CONCERTO-
2 and CONCERTO-3 studies. J Gastroenterol. 2014; 49: 941-53.

23) Kumada H, Hayashi N, Izumi N, et al. Simeprevir (TMC435) once daily with
peginterferon-alpha-2b and ribavirin in patients with genotype 1 hepatitis C virus infection: The
CONCERTO-4 study. Hepatol Res. 2014. Jun 24. doi: 10.1111/hepr.12375. [Epub ahead of print]
24) Kumada H, Suzuki Y, Ikeda K, et al. Daclatasvir plus asunaprevir for chronic HCV
genotype 1b infection. Hepatology. 2014; 59: 2083-91.

25) Arase Y, Ikeda K, Suzuki F, et al. Prolonged-interferon therapy reduces

74



hepatocarcinogenesis in aged-patients with chronic hepatitis C. J Med Virol. 2007; 79: 1095-102.
26) Izumi N, Asahina Y, Kurosaki M, et al. Inhibition of hepatocellular carcinoma by
PeglFNalpha-2a in patients with chronic hepatitis C: a nationwide multicenter cooperative study.
J Gastroenterol. 2013; 48: 382-90.

27) George SL, Bacon BR, Brunt EM, et al. Clinical, virologic, histologic, and biochemical
outcomes after successful HCV therapy: a 5-year follow-up of 150 patients. Hepatology. 2009; 49:
729-38.

28) Morgan TR, Ghany MG, Kim HY, et al. Outcome of sustained virological responders with
histologically advanced chronic hepatitis C. Hepatology. 2010; 52: 833-44.

29) Camma C, Di Marco V, Lo Iacono O, et al. Long-term course of interferon-treated chronic
hepatitis C. J Hepatol. 1998; 28: 531-7.

30) Marcellin P, Boyer N, Gervais A, et al. Long-term histologic improvement and loss of
detectable intrahepatic HCV RNA in patients with chronic hepatitis C and sustained response to
interferon-alpha therapy. Ann Intern Med. 1997; 127: 875-81.

31) Pradat P, Tillmann HL, Sauleda S, et al. Long-term follow-up of the hepatitis C
HENCORE cohort: response to therapy and occurrence of liver-related complications. J Viral Hepat.
2007; 14: 556-63.

32) Reichard O, Glaumann H, Fryden A, et al. Long-term follow-up of chronic hepatitis C
patients with sustained virological response to alpha-interferon. J Hepatol. 1999; 30: 783-7.

33) Saracco G, Rosina F, Abate ML, et al. Long-term follow-up of patients with chronic
hepatitis C treated with different doses of interferon-alpha 2b. Hepatology. 1993; 18: 1300-5.

34) Imai Y, Kawata S, Tamura S, et al. Relation of interferon therapy and hepatocellular
carcinoma in patients with chronic hepatitis C. Osaka Hepatocellular Carcinoma Prevention Study
Group. Ann Intern Med. 1998; 129: 94-9.

35) Wills Rd. Clinical pharmacokinetics of interferons. Clin Pharmacokinet. 1990; 19: 390-9.
36) Bocci V. Administration of interferon at night may increase its therapeutic index. Cancer
Drug Deliv. 1985; 2: 313-8.

37) Morgano A, Puppo F, Criscuolo D. Evening administration of alpha interferon:
relationship with the circadian rhythm of cortisol. Med Sci Res. 1984; 15: 615-6.

38) ke, JRAR, NEMEH, i CHREBMEFRICHT 54 ¥ —7 xn rORERE  QOLIZK
TR LR R Y T AGE 19955 9+ 46-9.

39) Zeuzem S, Welsch C, Herrmann E. Pharmacokinetics of peginterferons. Semin Liver Dis.
2003; 23 Suppl 1: 23-8.

40) R B =T xm s o-2b WE| (7o v hw B M) WRASCE. MSD, 2011.

75



41) RTA B —T xr s q-2a WH| [T AR TFEM) IRASCGE. FAAREE 2011.

42) FLOANZHF Ta~07 A GERATSCE. hoEE, 2011.

43) LA NZE] TLA b —)v) T 7 VA SCE. MSD, 2011.

44) Arase Y, Suzuki F, Akuta N, et al. Efficacy and safety of combination therapy of natural
human interferon beta and ribavirin in chronic hepatitis C patients with genotype 1b and high
virus load. Intern Med. 2010; 49: 957-63.

45) Arase Y, Suzuki Y, Suzuki F, et al. Efficacy and safety of combination therapy of natural
human interferon beta and ribavirin in chronic hepatitis C patients. Intern Med. 2011;50: 2083-8.

46) Katamura Y, Suzuki F, Akuta N, et al. Natural human interferon beta plus ribavirin
combination therapy in Japanese patients infected with hepatitis C virus and a high viral load.
Intern Med. 2008; 47: 1827-34.

47) Nomura H, Miyagi Y, Tanimoto H, et al. Occurrence of clinical depression during
combination therapy with pegylated interferon alpha or natural human interferon beta plus
ribavirin. Hepatol Res. 2012; 42: 241-7.

48) Haller O, Kochs G, Weber F. The interferon response circuit: induction and suppression
by pathogenic viruses. Virology. 2006; 344: 119-30.

49) Sen GC. Viruses and interferons. Annu Rev Microbiol. 2001; 55: 255-81.

50) Stark GR, Kerr IM, Williams BR, et al. How cells respond to interferons. Annu Rev
Biochem. 1998; 67: 227-64.

51) Soza A, Everhart JE, Ghany MG, et al. Neutropenia during combination therapy of
interferon alfa and ribavirin for chronic hepatitis C. Hepatology. 2002; 36: 1273-9.

52) Raison CL, Demetrashvili M, Capuron L, et al. Neuropsychiatric adverse effects of
interferon-alpha: recognition and management. CNS Drugs. 2005; 19: 105-23.

53) Capuron L, Gumnick JF, Musselman DL, et al. Neurobehavioral effects of interferon-alpha
in cancer patients: phenomenology and paroxetine responsiveness of symptom dimensions.
Neuropsychopharmacology. 2002; 26: 643-52.

54) Cotler SJ, Wartelle CF, Larson AM, et al. Pretreatment symptoms and dosing regimen
predict side-effects of interferon therapy for hepatitis C. J Viral Hepat. 2000; 7: 211-7.

55) Raison CL, Miller AH. The neuroimmunology of stress and depression. Semin Clin
Neuropsychiatry. 2001; 6: 277-94.

56) BREESL, IMRBCS, SUEFIURR, ff. Ro25-8310(_7 A X —7 = w7 )L 7 7-2a)D C HE L
PRk 2 58 T AR ERIRARER. [R5 & K5, 2003; 501 655-72.

57) McHutchison JG, Lawitz EdJ, Shiffman ML, et al. Peginterferon alfa-2b or alfa-2a with
ribavirin for treatment of hepatitis C infection. N Engl J Med. 2009; 361: 580-93.

76



58) Ascione A, De Luca M, Tartaglione MT, et al. Peginterferon alfa-2a plus ribavirin is more
effective than peginterferon alfa-2b plus ribavirin for treating chronic hepatitis C virus infection.
Gastroenterology. 2010; 138: 116-22.

59) Rumi MG, Aghemo A, Prati GM, et al. Randomized study of peginterferon-alpha2a plus
ribavirin vs peginterferon-alpha2b plus ribavirin in chronic hepatitis C. Gastroenterology. 2010;
138: 108-15.

60) Awad T, Thorlund K, Hauser G, et al. Peginterferon alpha-2a is associated with higher
sustained virological response than peginterferon alfa-2b in chronic hepatitis C: systematic review
of randomized trials. Hepatology. 2010; 51: 1176-84.

61) Nishiguchi S, Kuroki T, Nakatani S, et al. Randomised trial of effects of interferon-alpha
on incidence of hepatocellular carcinoma in chronic active hepatitis C with cirrhosis. Lancet. 1995;
346: 1051-5.

62) Di Bisceglie AM, Shiffman ML, Everson GT, et al. Prolonged therapy of advanced chronic
hepatitis C with low-dose peginterferon. N Engl J Med. 2008; 359: 2429-41.

63) Lok AS, Seeff LB, Morgan TR, et al. Incidence of hepatocellular carcinoma and associated
risk factors in hepatitis C-related advanced liver disease. Gastroenterology. 2009; 136: 138-48.

64) Bruix J, Poynard T, Colombo M, et al. Maintenance therapy with peginterferon alfa-2b
does not prevent hepatocellular carcinoma in cirrhotic patients with chronic hepatitis C.
Gastroenterology. 2011; 140: 1990-9.

65) Lok AS, Everhart JE, Wright EC, et al. Maintenance peginterferon therapy and other
factors associated with hepatocellular carcinoma in patients with advanced hepatitis C.
Gastroenterology. 2011; 140: 840-9; quiz el2.

66) Kajiwara E, Ooho A, Yamashita N. Effectiveness of biweekly low-dosage peginterferon
treatment on the improvement of serum alanine aminotransferase and alpha-fetoprotein levels.
Hepatol Res. 2012; 42: 254-63.

67) A ERE, AR, ANEEERS, . C RUBMEITRICK T ORI v F—T =1 o 2a D EJF
HEZ7 V) FY FUORANC I L TAHEIC ALT 55 KLUV AFP 2~ &8 5. TR 20115 52: 644-51.
68) Di Bisceglie AM, Stoddard AM, Dienstag JL, et al. Excess mortality in patients with
advanced chronic hepatitis C treated with long-term peginterferon. Hepatology. 2011; 53: 1100-8.
69) Nomura H, Kashiwagi Y, Hirano R, et al. Efficacy of low dose long-term interferon
monotherapy in aged patients with chronic hepatitis C genotype 1 and its relation to alpha-
fetoprotein: A pilot study. Hepatol Res. 2007; 37: 490-7.

70) Shiratori Y, Shiina S, Teratani T, et al. Interferon therapy after tumor ablation improves

prognosis in patients with hepatocellular carcinoma associated with hepatitis C virus. Ann Intern

77



Med. 2003; 138: 299-306.

71) Kudo M, Sakaguchi Y, Chung H, et al. Long-term interferon maintenance therapy
improves survival in patients with HCV-related hepatocellular carcinoma after curative
radiofrequency ablation. A matched case-control study. Oncology. 2007; 72 Suppl 1: 132-8.

72) Sakaguchi Y, Kudo M, Fukunaga T, et al. Low-dose, long-term, intermittent interferon-
alpha-2b therapy after radical treatment by radiofrequency ablation delays clinical recurrence in
patients with hepatitis C virus-related hepatocellular carcinoma. Intervirology. 2005; 48: 64-70.
73) Witkowski JT, Robins RK, Sidwell RW, et al. Design, synthesis, and broad spectrum
antiviral activity of 1- -D-ribofuranosyl-1,2,4-triazole-3-carboxamide and related nucleosides. J
Med Chem. 1972; 15: 1150-4.

74) Lau JY, Tam RC, Liang Td, et al. Mechanism of action of ribavirin in the combination
treatment of chronic HCV infection. Hepatology. 2002; 35: 1002-9.

75) Bodenheimer HC, Jr., Lindsay KL, Davis GL, et al. Tolerance and efficacy of oral ribavirin
treatment of chronic hepatitis C: a multicenter trial. Hepatology. 1997; 26: 473-7.

76) Dusheiko G, Main J, Thomas H, et al. Ribavirin treatment for patients with chronic
hepatitis C: results of a placebo-controlled study. J Hepatol. 1996; 25: 591-8.

77) Reichard O, Andersson J, Schvarcz R, et al. Ribavirin treatment for chronic hepatitis C.
Lancet. 1991; 337: 1058-61.

78) Schvarcz R, Ando Y, Sonnerborg A, et al. Combination treatment with interferon alfa-2b
and ribavirin for chronic hepatitis C in patients who have failed to achieve sustained response to
interferon alone: Swedish experience. J Hepatol. 1995; 23 Suppl 2: 17-21.

79) Fried MW, Shiffman ML, Reddy KR, et al. Peginterferon alfa-2a plus ribavirin for chronic
hepatitis C virus infection. N Engl J Med. 2002; 347: 975-82.

80) Manns MP, McHutchison JG, Gordon SC, et al. Peginterferon alfa-2b plus ribavirin
compared with interferon alfa-2b plus ribavirin for initial treatment of chronic hepatitis C: a
randomised trial. Lancet. 2001; 358: 958-65.

81) Yamada G, Iino S, Okuno T, et al. Virological response in patients with hepatitis C virus
genotype 1b and a high viral load: impact of peginterferon-alpha-2a plus ribavirin dose reductions
and host-related factors. Clin Drug Investig. 2008; 28: 9-16.

82) FEFPORS, AR, MRBCS, fi. Genotype 1 2@V A NV A&ED C BUEMIFRIZKTT 2
PEG-A ¥ —7xznua-2b & U AE) A8 HPHEDOHNE A F—Tzna-2b LU E
U 6 % AOFHAEE & O retrospective 72 Lb#g. A « H « . 2004; 49: 1099-121.

83) Kuboki M, Iino S, Okuno T, et al. Peginterferon alpha-2a (40 KD) plus ribavirin for the

treatment of chronic hepatitis C in Japanese patients. J Gastroenterol Hepatol. 2007; 22: 645-52.

78



84) REMTEDE, B HRE], BEE B, fll. Genotype 1 2>k A /L A&, % 5\ T genotype 2 D
C BB RICKkT 5 PEG-A v ¥ —7xra2b & UAEY v 24 WOFHEIEOG M A2 —
Zxura2b & UEY 24 BROHARRE & O fT - M8 - . 20065 52t 645-63.

85) Hiramatsu N, Kurashige N, Oze T, et al. Early decline of hemoglobin can predict
progression of hemolytic anemia during pegylated interferon and ribavirin combination therapy in
patients with chronic hepatitis C. Hepatol Res. 2008; 38: 52-9.

86) Fellay J, Thompson Ad, Ge D, et al. ITPA gene variants protect against anaemia in
patients treated for chronic hepatitis C. Nature. 2010; 464: 405-8.

87) Ochi H, Maekawa T, Abe H, et al. ITPA polymorphism affects ribavirin-induced anemia
and outcomes of therapy--a genome-wide study of Japanese HCV virus patients. Gastroenterology.
2010; 139: 1190-7.

88) Azakami T, Hayes CN, Sezaki H, et al. Common genetic polymorphism of ITPA gene
affects ribavirin-induced anemia and effect of peg-interferon plus ribavirin therapy. J Med Virol.
2011; 83: 1048-57.

89) Lin C, Lin K, Luong YP, et al. In vitro resistance studies of hepatitis C virus serine
protease inhibitors, VX-950 and BILN 2061: structural analysis indicates different resistance
mechanisms. J Biol Chem. 2004; 279: 17508-14.

90) Lin C, Kwong AD, Perni RB. Discovery and development of VX-950, a novel, covalent, and
reversible inhibitor of hepatitis C virus NS3.4A serine protease. Infect Disord Drug Targets. 2006;
6: 3-16.

91) Furusyo N, Ogawa E, Nakamuta M, et al. Telaprevir can be successfully and safely used
to treat older patients with genotype 1b chronic hepatitis C. J Hepatol. 2013; 59: 205-12..

92) MO =Z8IE, Jio A VAK] 778y 78 250mg A ¥ B 2—7 +—A, 2014.

93) FEF . CARFROT T 77 7L EIITEBT D EEIER & 2 OxiHR. FFIRRE. 2011; 63:
1188-93.

94) Thompson Ad, Fellay J, Patel K, et al. Variants in the ITPA gene protect against ribavirin-
induced hemolytic anemia and decrease the need for ribavirin dose reduction. Gastroenterology.
2010; 139: 1181-9.

95) Suzuki F, Suzuki Y, Akuta N, et al. Influence of ITPA polymorphisms on decreases of
hemoglobin during treatment with pegylated interferon, ribavirin, and telaprevir. Hepatology.
2011; 53: 415-21.

96) 77 B v 7 E 250mg HARKGEHE (SFFRE) R Vol.b. Hil =ZEHSK 2013.

97) PLUANAH 577y 78 250mg] RASCE. M =208K 2014,

98) Ozeki I, Akaike J, Karino Y, et al. Antiviral effects of peginterferon alpha-2b and ribavirin

79



following 24-week monotherapy of telaprevir in Japanese hepatitis C patients. J Gastroenterol.
2011; 46: 929-37.

99) Sarrazin C, Kieffer TL, Bartels D, et al. Dynamic hepatitis C virus genotypic and
phenotypic changes in patients treated with the protease inhibitor telaprevir. Gastroenterology.
2007; 132: 1767-717.

100) Yamada I, Suzuki F, Kamiya N, et al. Safety, pharmacokinetics and resistant variants of
telaprevir alone for 12 weeks in hepatitis C virus genotype 1b infection. J Viral Hepat. 2012; 19:
ell2-9.

101) Jacobson IM, McHutchison JG, Dusheiko G, et al. Telaprevir for previously untreated
chronic hepatitis C virus infection. N Engl J Med. 2011; 364: 2405-16.

102) Zeuzem S, Andreone P, Pol S, et al. Telaprevir for retreatment of HCV infection. N Engl J
Med. 2011; 364: 2417-28.

103) Ghany MG, Nelson DR, Strader DB, et al. An update on treatment of genotype 1 chronic
hepatitis C virus infection: 2011 practice guideline by the American Association for the Study of
Liver Diseases. Hepatology. 2011; 54: 1433-44.

104) Driggers EM, Hale SP, Lee J, et al. The exploration of macrocycles for drug discovery--an
underexploited structural class. Nat Rev Drug Discov. 2008; 7: 608-24.

105) Tsantrizos YS. The design of a potent inhibitor of the hepatitis C virus NS3 protease: BILN
2061--from the NMR tube to the clinic. Biopolymers. 2004; 76: 309-23.

106) Lenz O, Verbinnen T, Lin TI, et al. In vitro resistance profile of the hepatitis C virus
NS3/4A protease inhibitor TMC435. Antimicrob Agents Chemother. 2010; 54: 1878-87.

107) Lin TI, Lenz O, Fanning G, et al. In vitro activity and preclinical profile of TMC435350, a
potent hepatitis C virus protease inhibitor. Antimicrob Agents Chemother. 2009; 53: 1377-85.

108) Hayashi N, Seto C, Kato M, et al. Once-daily simeprevir (TMC435) with
peginterferon/ribavirin for treatment-naive hepatitis C genotype 1-infected patients in Japan: the
DRAGON study. J Gastroenterol. 2013; 49: 138-47.

109) Fried MW, Buti M, Dore GJ, et al. Once-daily simeprevir (TMC435) with pegylated
interferon and ribavirin in treatment-Naive genotype 1 hepatitis C: The randomized PILLAR study.
Hepatology. 2013; 58: 1918-29.

110) Zeuzem S, Berg T, Gane E, et al. Simeprevir increases rate of sustained virologic response
among treatment-experienced patients with HCV genotype-1 Infection: a phase IIb trial.
Gastroenterology. 2014; 146: 430-41.

111) Jacobson IM, Dore GdJ, Foster GR, et al. Simeprevir with pegylated interferon alfa 2a plus

ribavirin in treatment-naive patients with chronic hepatitis C virus genotype 1 infection (QUEST-

80



1): a phase 3, randomised, double-blind, placebo-controlled trial. Lancet. 2014; 384: 403-13.

112) Manns M, Marcellin P, Poordad F, et al. Simeprevir with pegylated interferon alfa 2a or
2b plus ribavirin in treatment-naive patients with chronic hepatitis C virus genotype 1 infection
(QUEST-2): a randomised, double-blind, placebo-controlled phase 3 trial. Lancet. 2014; 384: 414-
26.

113) Forns X, Lawitz E, Zeuzem S, et al. Simeprevir with peginterferon and ribavirin leads to
high rates of SVR in patients with HCV genotype 1 who relapsed after previous therapy: a phase 3
trial. Gastroenterology. 2014; 144: 1669-79, e3.

114) Huisman M, Snoeys J, Monbaliu J, et al. In vitro studies investigating the mechanism of
interaction between tmc435 and hepatic transporters. Hepatology. 2010; 52: 461A.

115) PLOANAK Y7V 7 — KB 7/ 100mg] R XE. Yo7 7—=, 2013

116) Lenz O, Verbinnen T, Fevery B, et al. Virology analyses of HCV isolates from genotype 1-
infected patients treated with simeprevir plus peginterferon/ribavirin in Phase IIb/III studies. J
Hepatol. 2014. Nov 28. pii: S0168-8278(14)00881-2. doi: 10.1016/j.jhep.2014.11.032. [Epub ahead of
print]

117) Gao M, Nettles RE, Belema M, et al. Chemical genetics strategy identifies an HCV NS5A
inhibitor with a potent clinical effect. Nature. 2010; 465: 96-100.

118) McPhee F, Sheaffer AK, Friborg J, et al. Preclinical Profile and Characterization of the
Hepatitis C Virus NS3 Protease Inhibitor Asunaprevir (BMS-650032). Antimicrob Agents
Chemother. 2012; 56: 5387-96.

119) Lok AS, Gardiner DF, Lawitz E, et al. Preliminary study of two antiviral agents for
hepatitis C genotype 1. N Engl J Med. 2012; 366: 216-24.

120) Chayama K, Suzuki F, Suzuki Y, et al. All-oral dual combination of daclatasvir plus
asunaprevir compared with telaprevir plus peginterferon alfa/ribavirin in treatment-naive
Japanese patients chronically infected with HCV genotype 1b: results from a phase 3 study.
Hepatology. 2014; 60: 1135A.

121) BINA Y A FEa—Tr—h, T URLvA Y — A1, 2014.

122) AURTTH T A B Ea—Tx—5h, 7Y R LA — A S4, 2014.

123) McPhee F, Friborg J, Levine S, et al. Resistance analysis of the hepatitis C virus NS3
protease inhibitor asunaprevir. Antimicrob Agents Chemother. 2012; 56: 3670-81.

124) Fridell RA, Qiu D, Wang C, et al. Resistance analysis of the hepatitis C virus NS5A
inhibitor BMS-790052 in an in vitro replicon system. Antimicrob Agents Chemother. 2010; 54:
3641-50.

125) Vermehren J, Sarrazin C. The role of resistance in HCV treatment. Best Pract Res Clin

81



Gastroenterol. 2012; 26: 487-503.

126) Manns M, Pol S, Jacobson IM, et al. All-oral daclatasvir plus asunaprevir for hepatitis C
virus genotype 1b: a multinational, phase 3, multicohort study. Lancet. 2014. doi: 10.1016/50140-
6736(14)61059-X. [Epub ahead of print]

127) Suzuki Y, Ikeda K, Suzuki F, et al. Dual oral therapy with daclatasvir and asunaprevir for
patients with HCV genotype 1b infection and limited treatment options. J Hepatol. 2013; 58: 655-
62.

128) Fridell RA, Wang C, Sun JH, et al. Genotypic and phenotypic analysis of variants resistant
to hepatitis C virus nonstructural protein 5A replication complex inhibitor BMS-790052 in humans:
in vitro and in vivo correlations. Hepatology. 2011; 54: 1924-35.

129) Liverton NdJ, Carroll SS, Dimuzio J, et al. MK-7009, a potent and selective inhibitor of
hepatitis C virus NS3/4A protease. Antimicrob Agents Chemother. 2010; 54: 305-11.

1300  MSD. N=~y 7 A FEa—Tr—Ah 2014,

131) Hayashi N, Mobashery N, Izumi N. Vaniprevir plus peginterferon alfa-2a and ribavirin in
treatment-experienced Japanese patients with hepatitis C virus genotype 1 infection: a randomized
phase II study. J Gastroenterol. 2014; 50: 238-48.

132) Sarrazin C, Hezode C, Zeuzem S, et al. Antiviral strategies in hepatitis C virus infection.
J Hepatol. 2012; 56 Suppl 1: S88-100.

133) Gane EJ, Stedman CA, Hyland RH, et al. Nucleotide polymerase inhibitor sofosbuvir plus
ribavirin for hepatitis C. N Engl J Med. 2013; 368: 34-44.

134) Lawitz E, Mangia A, Wyles D, et al. Sofosbuvir for previously untreated chronic hepatitis
C infection. N Engl J Med. 2013; 368: 1878-87.

135) Jacobson IM, Gordon SC, Kowdley KV, et al. Sofosbuvir for hepatitis C genotype 2 or 3 in
patients without treatment options. N Engl J Med. 2013; 368: 1867-717.

136) Zeuzem S, Dusheiko GM, Salupere R, et al. Sofosbuvir and ribavirin in HCV genotypes 2
and 3. N Engl J Med. 2014; 370: 1993-2001.

137) Omata M, Nishiguchi S, Ueno Y, et al. Sofosbuvir plus ribavirin in Japanese patients with
chronic genotype 2 HCV infection: an open-label, phase 3 trial. J Viral Hepat. 2014; 21: 762-8.
138) XFUT R VA= VRS BLo AV RA] [ 00T ) §E 400mg WA 3CE. 2015.
139) Lawitz EJ, Gruener D, Hill JM, et al. A phase 1, randomized, placebo-controlled, 3-day,
dose-ranging study of GS-5885, an NS5A inhibitor, in patients with genotype 1 hepatitis C.
Journal of hepatology. 2012;57: 24-31.

140) Afdhal N, Zeuzem S, Kwo P, et al. Ledipasvir and sofosbuvir for untreated HCV
genotype 1 infection. N Engl J Med. 2014;370: 1889-98.

82



141) Kowdley KV, Gordon SC, Reddy KR, et al. Ledipasvir and sofosbuvir for 8 or 12 weeks
for chronic HCV without cirrhosis. N Engl J Med. 2014;370: 1879-88.

142) Afdhal N, Reddy KR, Nelson DR, et al. Ledipasvir and sofosbuvir for previously treated
HCV genotype 1 infection. N Engl J Med. 2014;370: 1483-93.

143) Mizokami M, Yokosuka O, Takehara T, et al. Ledipasvir and sofosbuvir fixed-dose
combination with and without ribavirin for 12 weeks in treatment-naive and previously treated
Japanese patients with genotype 1 hepatitis C: an open-label, randomised, phase 3 trial. The
Lancet Infectious diseases. 2015;15: 645-53.

1449) AN—AR=—lEEE A FCa—TFr—h FUTF AT U RS 2015.

145) Jensen DM, Marcellin P, Freilich B, et al. Re-treatment of patients with chronic hepatitis
C who do not respond to peginterferon-alpha2b: a randomized trial. Ann Intern Med. 2009; 150:
528-40.

146) Oze T, Hiramatsu N, Yakushijin T, et al. Efficacy of re-treatment with pegylated interferon
plus ribavirin combination therapy for patients with chronic hepatitis C in Japan. J Gastroenterol.
2011; 46: 1031-7.

147) Poynard T, Colombo M, Bruix J, et al. Peginterferon alfa-2b and ribavirin: effective in
patients with hepatitis C who failed interferon alfa/ribavirin therapy. Gastroenterology. 2009; 136:
1618-28 e2.

148) Pol S, Aerssens J, Zeuzem S, et al. Similar SVR rates in IL28B CC, CT or TT prior relapser
partial- or null-responder patients treated with telaprevir/peginterferon/ribavirin: retrospective
analysis of the realize study. J Hepatol. 2011; 54: S6-S7.

149) Inoue Y, Hiramatsu N, Oze T, et al. Factors affecting efficacy in patients with genotype 2
chronic hepatitis C treated by pegylated interferon alpha-2b and ribavirin: reducing drug doses has
no impact on rapid and sustained virological responses. J Viral Hepat. 2010; 17: 336-44.

150) NI, AHRRE, MR, . Er 2 A7 2 Blo C BBMERFRIZHT 5 PEGIFN o -
2a HUMBEIEOAZWEIC BT 2 Bas. T, 20115 528 236-43.

151) Harada N, Hiramatsu N, Oze T, et al. Incidence of hepatocellular carcinoma in HCV-
infected patients with normal alanine aminotransferase levels categorized by Japanese treatment
guidelines. J Gastroenterol. 2013; 48: 535-43.

152) Hiramatsu N, Inoue Y, Oze T, et al. Efficacy of pegylated interferon plus ribavirin
combination therapy for hepatitis C patients with normal ALT levels: a matched case-control study.
J Gastroenterol. 2011; 46: 1335-43.

153) Kainuma M, Furusyo N, Azuma K, et al. Pegylated interferon alpha-2b plus ribavirin for

Japanese chronic hepatitis C patients with normal alanine aminotransferase. Hepatol Res. 2012;

83



42: 33-41.

154) RAEAR, &FFH—, WAEY, . C MREMEIFEEICHT L7 v —Txn o
2a(40KD) & U N ) HEFREOE MR KOO MG BRSE IV AHER. H(LERPNEL
2011; 53: 335-42.

155) Reddy KR, Bourliere M, Sulkowski M, et al. Ledipasvir and sofosbuvir in patients with
genotype 1 hepatitis C virus infection and compensated cirrhosis: An integrated safety and
efficacy analysis. Hepatology (Baltimore, Md). 2015;62: 79-86.

156) Bourliere M, Bronowicki JP, de Ledinghen V, et al. Ledipasvir-sofosbuvir with or without
ribavirin to treat patients with HCV genotype 1 infection and cirrhosis non-responsive to previous
protease-inhibitor therapy: a randomised, double-blind, phase 2 trial (SIRIUS). The Lancet
Infectious diseases. 2015;15: 397-404.160)

157) Forman LM, Lewis JD, Berlin JA, et al. The association between hepatitis C infection and
survival after orthotopic liver transplantation. Gastroenterology. 2002; 122: 889-96.

158) Terrault NA, Berenguer M. Treating hepatitis C infection in liver transplant recipients.
Liver Transpl. 2006; 12: 1192-204.

159) Annicchiarico BE, Siciliano M, Avolio AW, et al. Treatment of chronic hepatitis C virus
infection with pegylated interferon and ribavirin in cirrhotic patients awaiting liver
transplantation. Transplant Proc. 2008; 40: 1918-20.

160) Forns X, Garcia-Retortillo M, Serrano T, et al. Antiviral therapy of patients with
decompensated cirrhosis to prevent recurrence of hepatitis C after liver transplantation. J Hepatol.
2003; 39: 389-96.

161) Tacobellis A, Siciliano M, Perri F, et al. Peginterferon alfa-2b and ribavirin in patients with
hepatitis C virus and decompensated cirrhosis: a controlled study. J Hepatol. 2007; 46: 206-12.
162) Carrion JA, Martinez-Bauer E, Crespo G, et al. Antiviral therapy increases the risk of
bacterial infections in HCV-infected cirrhotic patients awaiting liver transplantation: A
retrospective study. J Hepatol. 2009; 50: 719-28.

163) Foruny JR, Blazquez J, Moreno A, et al. Safe use of pegylated interferon/ribavirin in
hepatitis C virus cirrhotic patients with hypersplenism after partial splenic embolization. Eur J
Gastroenterol Hepatol. 2005; 17: 1157-64.

164) Miyake Y, Ando M, Kaji E, et al. Partial splenic embolization prior to combination therapy
of interferon and ribavirin in chronic hepatitis C patients with thrombocytopenia. Hepatol Res.
2008; 38: 980-6.

165) Morihara D, Kobayashi M, Tkeda K, et al. Effectiveness of combination therapy of

splenectomy and long-term interferon in patients with hepatitis C virus-related cirrhosis and

84



thrombocytopenia. Hepatol Res. 2009; 39: 439-47.

166)  AEGRES, FEBEGEE. AT DM 2 5T 5 T OLE L DR T, 2010; 51: 205-
18.

167) McHutchison JG, Dusheiko G, Shiffman ML, et al. Eltrombopag for thrombocytopenia in
patients with cirrhosis associated with hepatitis C. N Engl J Med. 2007; 357: 2227-36.

168) Tkegami T, Matsuzaki Y. Ursodeoxycholic acid: Mechanism of action and novel clinical
applications. Hepatol Res. 2008; 38: 123-31.

169) Omata M, Yoshida H, Toyota dJ, et al. A large-scale, multicentre, double-blind trial of
ursodeoxycholic acid in patients with chronic hepatitis C. Gut. 2007; 56: 1747-53.

170) Takano S, Ito Y, Yokosuka O, et al. A multicenter randomized controlled dose study of
ursodeoxycholic acid for chronic hepatitis C. Hepatology. 1994; 20: 558-64.

171) Tarao K, Fujiyama S, Ohkawa S, et al. Ursodiol use is possibly associated with lower
incidence of hepatocellular carcinoma in hepatitis C virus-associated liver cirrhosis. Cancer
Epidemiol Biomarkers Prev. 2005; 14: 164-9.

172) Suzuki F, Ohta T, Takino T, et al. Effects logic examination. Seventy-one patients in Group
A of glycyrrhizin on biochemical tests in patients with chronic hepatitis. Double-blind trial. Asian
Med J. 1983; 26: 423-38.

173)  WARZE. MAOxRA I 77 —rr C OBRMFRICHT 2I0FEDRICHONT  — “EHERIEIC
L OMRE —. EFEDH DA, 1977 1028 562.

174) Iino S, Tango T, Matsushima T, et al. Therapeutic effects of stronger neo-minophagen C
at different doses on chronic hepatitis and liver cirrhosis. Hepatol Res. 2001; 19: 31-40.

175) Miyake K, Tango T, Ota Y, et al. Efficacy of Stronger Neo-Minophagen C compared
between two doses administered three times a week on patients with chronic viral hepatitis. J
Gastroenterol Hepatol. 2002; 17: 1198-204.

176) Kumada H. Long-term treatment of chronic hepatitis C with glycyrrhizin [stronger neo-
minophagen C (SNMC)] for preventing liver cirrhosis and hepatocellular carcinoma. Oncology.
2002; 62 Suppl 1: 94-100.

177) Arase Y, Ikeda K, Murashima N, et al. The long term efficacy of glycyrrhizin in chronic
hepatitis C patients. Cancer. 1997; 79: 1494-500.

178) Ikeda K. Glycyrrhizin injection therapy prevents hepatocellular carcinogenesis in patients
with interferon-resistant active chronic hepatitis C. Hepatol Res. 2007; 37 Suppl 2: S287-93.

179) Ikeda K, Arase Y, Kobayashi M, et al. A long-term glycyrrhizin injection therapy reduces
hepatocellular carcinogenesis rate in patients with interferon-resistant active chronic hepatitis C:

a cohort study of 1249 patients. Dig Dis Sci. 2006; 51: 603-9.

85



180) Tsubota A, Kumada H, Arase Y, et al. Combined ursodeoxycholic acid and glycyrrhizin
therapy for chronic hepatitis C virus infection: a randomized controlled trial in 170 patients. Eur J
Gastroenterol Hepatol. 1999; 11: 1077-83.

181) Hayashi H, Takikawa T, Nishimura N, et al. Improvement of serum aminotransferase
levels after phlebotomy in patients with chronic active hepatitis C and excess hepatic iron. Am J
Gastroenterol. 1994; 89: 986-8.

182) Yano M, Hayashi H, Yoshioka K, et al. A significant reduction in serum alanine
aminotransferase levels after 3-month iron reduction therapy for chronic hepatitis C: a multicenter,
prospective, randomized, controlled trial in Japan. J Gastroenterol. 2004; 39: 570-4.

183) Kato J, Miyanishi K, Kobune M, et al. Long-term phlebotomy with low-iron diet therapy
lowers risk of development of hepatocellular carcinoma from chronic hepatitis C. J Gastroenterol.
2007; 42: 830-6.

184) Kawamura Y, Akuta N, Sezaki H, et al. Determinants of serum ALT normalization after
phlebotomy in patients with chronic hepatitis C infection. J Gastroenterol. 2005; 40: 901-6.

185) Kato J, Kobune M, Nakamura T, et al. Normalization of elevated hepatic 8-hydroxy-2'-
deoxyguanosine levels in chronic hepatitis C patients by phlebotomy and low iron diet. Cancer Res.
2001; 61: 8697-702.

186) Sartori M, Andorno S, Rossini A, et al. A case-control histological study on the effects of
phlebotomy in patients with chronic hepatitis C. Eur J Gastroenterol Hepatol. 2011; 23: 1178-84.
187) Wakusawa S, Tkeda R, Takikawa T, et al. Combined phlebotomy and ursodeoxycholic acid
treatment in the patients with chronic hepatitis C. Hepatol Res. 2000; 18: 54-62.

188) Tanaka N, Horiuchi A, Yamaura T, et al. Efficacy and safety of addition of minor
bloodletting (petit phlebotomy) in hepatitis C virus-infected patients receiving regular glycyrrhizin
injections. J Gastroenterol. 2009; 44: 577-82.

189) Ghany MG, Strader DB, Thomas DL, et al. Diagnosis, management, and treatment of
hepatitis C: an update. Hepatology. 2009; 49: 1335-74.

86



[CRURFRABIRAAR T A2 (5 3 1) INFRZIRATARTA AR ZE B ORI F

© B (1 > OARZE - BUADBAAER] 100 5 HELE)

72l

@  FRROFE (1 S>OEENBER 100 HTH L E, HDVIEE KD 5%LL 1)
(CERAND

@  FEEEAE(1 DIz 4ER] 100 5L E)

(BR) = A7 —)L )b

@  FEECE(1 SO FENLFEM AT 100 B E)

MSD (k) . K B ARFEABIE (BK) . 7 VANV = A7 — X (BR) | B =22 53K () . =L (BR) |
Yoy 77—~ (BK) AN (BR) | 55— =3 (BK) L AL 380 (BR)

®  EREEH SO FIE DG 100 L)

7L

©  WrgeE - Bk aial OREE (1 DO FIRNOONFIER B4 A 3 2B R GRIE.
B DI 72 ) IS DIV R EED 200 T HELE)

72l

@ BEF () FA7RE OB (1 SO FIRNGLDIE 25 @2 6 35T R R G
JEE | 53 B8 HUNTIFITE /R L) IS SHA DAV AR IR AR 200 5 I BA 1)

MSD (¥K) . Hi8 =ZE 58 (BK) | o R (R | 25— =3k (FF)

R DT DRATTRE (R DD OFAEEEICHTRL T A5 AR E)
MSD (k) . K B ARMEARIE (BK) . ZTVANML -~ A7 —X (1K) . /L (8F) . oMLK (BF)

@  ficEr, BESRE O (1 SO HASER 5 5 HLLE)

7L

87



WL CEUBMITR R (5247 18 250 |C R BIaHE T B —F o —|

B IFGRAE)N /T AFFUVENGEREE, YHRATE )/ UNEY R, YRATE L /LY RR
ENBERBREIC LA AN RIERIC Y 2o T L TO4RICEET52L,

® RO EKIZEDFVANAIGEIL, VANVAERFR BOIERIC 5072 5057% -
BEREL DEMIZEY, BYREIN A 23z ETITI,

o FEREMFHEELHNRLLLBEBRBRIIITONTELT, ZEMEHHER
STV, FEREMEFEEES TIXR G217 XE TR,

® X UFGRARE N/ T AT TFLENIREDIEZSNF T, BEIZ Y93/1L31 &
DEFRIN TCOVDIEFI~DORINZIE, BS E N EVRARIR M A2E
T572%, ZOXIIEF OB ISHIW e b NIRRT #HE, DANVAHEATE
BERDIGEIZ 72 mik - BEBR A RO BRI L > TREISND KR ENH
.

® ZDIHNRIEMF~DIBRATE IV /LI RAE USROS HWr 2SN
BRI, BREIRZ 2D NZEAFNIRL TIFRTE )V /LT /SAE
JREEITIOG & DENRLIORIBIHL LA BEDOIAI 215
ICEIRL TH#HEZRET D,

1. BHEFFR/ 5 ) ZA T 18 (DAA 15 HEEE/R L) *1*

/ 1. SOF/LDV %4 \

Sy .
#[Ea & 2. DCV/ASV (Y93/L31ZRAL) ¥
P 3. SMVZE 1= (£ VAN/Peg-IFN/RBV{5E FI* ¢

(IL28B major type)

™ 1. SOF/LDV 4
BiaR 2. DCV/ASV (Y93/L31Z AL ) %5

Peg-IFN(IFN)/RBV _ i R
s FE 35 ) 3. SMVZE =1L VAN/Peg-IFN/RBVH FH

K (BT A EEKAHIT) /

. TBEIEDRPUZ IV TIE, IFN-based therapy ([ZIFZFEHHI O T ANHHZLEE[ETS.
" R SR (1722 O R A2 BRI A L AT,

88




x3 RBV ff HZ L720 Peg-IEN(IEN) B O BEIRE B XA R EIC & Te.
OB (cGFR<30mL/4Y/1.73m") XITBHT 4 A B LT B R A0 BF IR S SOF 0

BHIIEETHD.

" Genotypelb "TiE DCV/ASV btz L7%. 72721, DCV/ASY IR, Hif) Y93/L31 5%
RIEL, BRPIRNZEEMRTD. £ 72 DCV/ASV {RIEMNIEE N -T2 A I E RIS 2 Al

PEDT AL TR, B R CHESLS IV R IBRE IR W LB B EICAND.

RN SRIBREDIET AN AR LEEA Th B,

" Peg-IEN(EN) B 25 TNT RBY DAL FAR A,

2. BTS2 B AT 1T 25 (F T 7 — PR EHAI/Peg-IFN/RBV BilGEDIEZE S HI)

//, <HIAE>

<JEHEE> \

DCV/ASV *2

VAN/Peg-IFN/RBV {3 F %2

DCV/ASV *2

SMV/Peg-IFN/RBV{3f F 2

SMV/Peg-IFN/RBV {3 F*3
VAN/Peg-IFN/RBV {3 F3*3

DCV/ASV *3

<HEE>
SMV/Peg-IFN/RBVHf F SOF/LDV*!
158 VAN/Peg-IFN/RBV{ SOF/LDV*
TVR/Peg-IFN/RBV {3 F SOF/LDV*!
SOF/RBV*!

Qgg TVR/Peg-IFN/RBV{ B

/

O HREIEE (eGFR<30mL/43/1.73m ) BN 2 F LT B R RO BH KT % SOF 0

BHIIERTHD.

" RIARC 0T E S D168 28 RAD RN TIE DCV/ASV HEED BTN Z A BiE ST,
F7= VAN 25U ML SMV/Peg-IEN/RBV FHTEHEIZ%TT5 D168 22 H DB OWTHOTE T A

M= | JRAIE L THESES L7200,

HEIBBEO IOV TOTEF L 2= HERSNAR, 7272 L, FI7 L EAGHIREOE]
YER OT= 0 3K 5- BN+ 53 Th TR TlXisik L7 b,

89



3. BYEfFR/ 5 /54718 (DCV/ASV BHEROIEZEZhH) *!

4 IFNEHE 1 > <HsE> N\

e g s SMV/Peg-IFN/RBVf F 3
->.< 0
IFN3E 4% 2 VAN/Peg-IFN/RBV FI*3
13
IFNZS B - AN i 254 SOF/LDV (Y93-131% EZ REAL)%

- /

*DOV/ASV RO IS, BEIC Y93/L31 & RABE S COBIEBI~DORIGICIE, #E5 H2
BRI 2 2357280 . 2O XOZRRE B O RS ONTIER T EH T, DAV APEITR B
1B 40 70 itk - IR BR AR O BRI Ko TR SN D B3 b D,

“IPN $2 5N TTRE T A AT . SHTIEZ ROLFE(E DS ML /25720 Y IPN-based therapy %1772
Do

“USMV E7-1% VAN/Peg-IEN/RBV IHAATHH AT 1L, D168 ZERATEL, D168 25 BRI LA
b %,

PN 2ME TRV ATI, SHAD M SRATIIE LS B BT Tt | 2RI SATR I 24
BLEORERE W FEZ - EClUIRIERE®INT D,

" SOF/LDV Ml iR+ 23 A1Ti3, YO3/L31 25 RA G 7= it A DI E L, D7dEh
L31:Y93 ZHEA RN\ L2 R T 5, DCV/ASV IRRICEDFEE S 1L.31-Y93 L EA RAat OfE
#1ICl% SOF/LDV IR DA MRS N TR T, FHERDO N RIZONTOZE T U ANR, ZD
FOZRIEBI OB 72 ONTIER T EHE, FIEYAZ 226 NI ZE RPN LT SOF/LDV {6%E 2175
BB DENRLSOIR DML S RSSOV A &I TR L T ARGET 2D,

4. BEFFS/ ) 5 AT 25 (DAA MRREZRL) ¥ w50 s

4 N

1. SOF/RBV *5
#EaE 2. Peg-IFN/RBV*®
Peg-IFN a-2aE 1= [LIFN (REE-EYAILRE)

= s 1. SOF/RBV*S |
\ o 2. TVR/Peg-IFN/RBV (F:AEE M) /

90



1 TBFEOERIZIB U TIE, IFN-based therapy

VIR O T U ARBHA T EEE BT A.

" R SR (1722 O R 22 BRI U A L AT,
" RBV PEAL720> Peg-IFNFN) O BEMSHE BNV £,

x4 1 L 9 IR AR YLD IAIRIT. 1 )

FEIIHEETHD.

IZHEL T SOE/LDV T+ 5%
O i BRI (6GIR < 30mL/ 23/ 1.73m%) XA 4005 b2 B 4D f. 2

RN AR - AL AR ORBTHIGIL, Peg-IPN a ~2b/RBV (AT,

T peg-IFN(IFN) B2 5 CRIT RBY DR ELE0D ARG,

5. RARMEITIRZE (FIEITER - FaR)

\Z%9% SOF @

-

RIEMEFEE

1. SOF/LDV*? .
2. DCV/ASV (Y93/L31ZEE4L) "

SOF/RBY %2

.

)

$%¢1 Peg-IFN/RBV fJf HH RN L7025,

2 HEOBHERERE E (eGFR<30mL/%y/1.73m?) XITiBEfr A VB LT 2R 20 |

D H I ETHS.

$¢3  Genotypelb TIZ DCV/ASV HiER L7025, 7272L. DCV/ASV {B#EHI
PHEL, BEN2NZEEMER T 5. £ 72, DCV/ASV BRI IEE RN 72 o725

MHED A VAR LT, B CHENLS IV A R 7RIGRIEI TR NZE 2B EICAND.

\Zxf9 5 SOF

Wi, HR7 Y93/1.31 28
\CEREIND LA

91



wete 4% DAA offmzR-prAnEx (I orAss. I o a)
(2015 4 9 A BEDOETRAMALELY, 72E UENARARBIKITE )

BRARSE IHERSA TVR | SMV | VAN | DoV | ASV | SOF (SHOT;}'EB'V)
SHIbBRRE
il B
KERIETILE= s
nokmeesxs | DTN
L -
H, 254
BinE
T7EFOY HRAE—
SZFO Ve Y
DAFTY AH Ay
OX4Foy TILAYE
—HFIY FI
SIFOU JoThdr
JorviRe S
I
- *ATS5—IL
FATSI—IL F AT
STV —=I AJay
RITSHY Ay
ZRTZJ—)L AUEZIS
IVATSV—)L PN
AEF
. . JER—IL.
FRILINZABFY ATk .
OUINRBFY RN
EA/INRAFY OIAY=
TSNRAF ANOFY
TILINREFY a—a—JL
AR/NAREF HLRR—IL
PERAE
s e A5 Iar,
JURUYFER EA=—l,
e RA—V R,
b IFRTAYY
L/sF)=K LaTRAR
ZDith
IE€F3IT TF—7
J)LeEFy J)LeFY
aEFY (BFEET-
TBREIEEDHD .
sEIcEmTay | T
=
B
T
YI27ITFo Sl 0
ST TIFIV ITFY

D RYBRE

92



Harvoni

HERRE IHERA TVR | SMV | VAN | DCV | ASV | SOF (SOF/LDV)
1 HIV 2
(HIV o5
7T—EHE
)
THAYFELRERIE | LATEYY
1 CHE IVEREE . e
D e
I;#—d-t)l/%/)lzﬁ’i SUES—t
FILFEILTR/—
L4 s
;1;747%)1,%/» - -
RR7UILFEL -
HILS Ty LKFNY Lo>I7
SILTIIEL At R
JrFEIL J—E7
aE+EIIL/RFE RS
L
1 HIV 2
(FERHLA
TR FRiER
ERREE
%)
IrSEYY AFLUR
IJ7ELLY Ay
FESEY ES53a—
JILEEUY Ioasvk
1 HIV 28
(FDith)
AESREYLE ..
WATE | asenk - -
REE
TYZROTAIY TYRALY -
ISV RARA ISVR,9F) 9k
RERE
1F5aFY—L 1Ry =)L | *1
e (0O EHE
7har/—n ERREER) »
J)Lary—)L %M *1
a4y —IL Jal)—k *1
IRRZ)NaFy—)L | Fado *1
Ryary—i J4IzR [ ] *1
RIMILR
F/HRELSYTOx
DIIVIRIVERE F/EVk
T5TLE L FSEYY
ERERE
Ca Fv =2l
HEinE
7 LOSEY F7LAaTY, /LN

Y

93




GRARRE EHESE TVR | SMV | VAN | DCV | ASV | SOF (SI-OIaFrytgl\/)
Ca Fv1JL
EZE (f)
—HAILDEY RILCEY
—ZYILTEY INZH—F
by & D1 TES—hk
vsion ATLoS—IL,
JzAvEY LJN—IL
CILFTE L ARy —
RIYLIL AFYa—i H
NS\ )LIEREE JYSy
FoXATY
DUZRK
ERE
FILAY LAY FILATYY
TILEH LAY SHILTAR
NILY LR At RAY
AR
ﬁ
FAFOY Frhoy
F=Tv BETF—Tv
oaxLy odoy
CYESIK JRAER Y
ILAM=F AuRa—IL
JomoJz/v Jo/v -
AXSLTFY AXOF—)L
YRAhAUIEREIE
(£ 51%)
IR
Z Dt
DILTFFI4L fj_'zggij? f‘
HIUBEE + =
(Bt I [ 9 2% 588
AEST4)L ETBHZE) TRV
)]
Rbevgokiny | FS59UF H
JILT7)R) D L
PR RE
RTANA
AILNTEEY T Lh—=IL
Tk FLEFFY
Iz /NILESZ—IL Jx/8—)L
PEAREE-
RARE
cITVS L NIVOFFE
FIVTSIS A PR
VIVETLBERERIE | R41R)—
IXRAOTS L Lo47o
FSYRUIEEE LR, TOLIL
Z Dt
;;)L:l SUBEE | s, -

94




HRRERE TUERA TVR | SMV | VAN | DCV | ASV | SOF (SI;TSEBIV)
Z D1t (k)
;Sbgﬁlié":'g:“ SEFLTUhE
EEJFK F—3v7
JIRZ)L
Jorotw)y a4+t
SAYSLA RyAL
AR ALY
EXT4Z)L ETAAFZ—IL
R
. - HoTa3a,
SHoORKRYY AL
;;?9;9/ - FhrOoy
JLR=v oy
(£5ES)
A401) LZAKIY
AF TRV Ay
(25#%5)
ARRLFH—h
IROYLR
hEBE
A))ThY
AIXF=T
ShFHobOy
EZAx s 8447 LT
T E RS
HIILATA—ILETD
FREEE wLAUK
FERIMAARNLTF
VEIbKERIE AL
JTI=F /NLEa—hk
HRILEL RE
IFZIVIRNSDF
—JL
FTYFRIILIF= .
LIARRSUA—L | R
FOXEL/VIF=
WIRNS A= | ¥—X
N—8THR
JIVIFRATAVIF
ZIIRMSTA— | LFR)L
JL
JIVTRRUIILIFZ - .
LIRRSUA— | 77N
T | 7osan bu%a
- S5—21
JILIFRTFAOY
R7ZLILEX—E
| JzXYIzFOY | LIS | |

95




Harvoni
F ~oE O
StRERE FLEBEREA TVR SMV VAN DCV ASV SOF (SOF/LDV)
R7ZLILX—ZE (&)
JILFhYUTOEA
UEEIRTIL IIF—+
ZDfth
TIATANIDTLA |
RS ATFILEY
TARELARSY | LRL—R |
INILTFI4IVIERE o =
ki LERS
AFILTILT AR e e
LAk ATFILFUFE
- .| (HEFEEERE
E/gi};Td‘?*f)I/]I/ +21BE) (T
2

o (BT 2EEIHE
FETTA0 FHBE)LTUR
SIVIVRIL(RYT
TH)EEER
TAAYF TS
(St. John’ s Wort:tz
UhO3—2 X —
MNEEER
FJL—72)L—Y
oa1—R *2 *2

¥ FRATILEL REEEILIF-BOOAFHRER

*¥2 JL—TIIN—YPa1—XILHE CYPIAA BBERAEE T 50, FUS2RE L -FTRFTILELBREEFDIT L
—TIN—YT a1 —RERAILE BT E,

96



BP3 JhRk P IE A

(1) Peg-IFN+UNSEYGERFRIEDOTRFE L EYE
HCV RNA &K 23 6#BA 44 8 T 1 log Kiifi, HDVME 12 T 2 log RIFDRER TIE, 167
BT THIEERETT RETHY, 12T 2 log LLED HCV RNA EK T80 72551, 36
B ETIZ HCV RNA OV 2GS I KRR A P T2,
772U, IR R A A7 3 TR R BR AR 36 T DR C AST/ALT A IEFLLIZAESIT
(X B L AT Lo B T AL FIIUGE ) A BHEL CUIRRA P T 48 W E
TORMKFIRREZIET D,

(2) A{bHtkEx BT Peg-IFN (IFN)DB# 5 DG 1k F

TRREBAAG 6 72 H LAINIT ALT fESE(40 U/ LLN)dHDUE AFP ESGE(10 ng/ml L T)ZFE

DRV A ITIERE T T,
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k4 VANRER RIS DESR

A VAR TE#%
Rapid virological response (RVR)  1A#BA%A# 4 1 Tif. HCV RNA B LL T
extended RVR 1RG4 - 12 HoWTHizB W ThH I
HCV RNA &L
Early virological response (EVR) cEVR & %5\ iZ pEVR
Complete EVR(cEVR) TREBRALAT 12 # <l HCV RNA &ELLT
Partial EVR(pEVR) IR 12 Tl HCV RNA 2357208
2log UL HKT

End-of-treatment response (ETR) &% TREfLH HCV RNA J&EELLT
Sustained virological response 24 JREH& T1% 24 # Ciin# HCV RNA GEEELL T
(SVR24)

Breakthrough BRI WS T2 AVRRELL T & e o 72 HCV
RNA Z3GHH I HBL

Relapse BRI WS T AVRRELL T & e o 72 HCV
RNA 230k T I A

Non-responder TEHHIZ HCV-RNA WNEELL T2 2 63

Null responder 1B BAATZ 12 1 CiitH HCV RNA OJb 73 2log
EN]

Partial responder 1R BRALA 12 Tl HCV RNA 28 2log UL

B, Lo Lind#BhH: 24 8 Cif HCV RNA
DPIEELL TS 2 B gy
£ AASLD 75 2009 FFIZFER STz TCHRIFFRITA BT A ) 189 TiE, NAEBALGTR 24
Tl HCV RNA 73 EELLU RIS 72 B 7\ HakRBiiatk 24 8 Tifnh HCV RNA o
23 2log A ) [RIEBAAT 24 3 Tl HCV RNA 28 2log LA _EJ . Lo LEEELLTIC
IRV & Z3LE 1 nonresponder, null responder, partial responder & EF L T
W, LWL, 777 LVELERETLELORGEEHLTT v 77— k&1 2011 I
103 T}X, nonresponder &9 U7 Y —|TEH =47, null responder, partial
responder % [HEPAIA% 12 8 Tl HCV RNA Olvb 23 2log A | HEEBAAE 12
## it HCV RNA 78 2log LI B, Lo LIRHEBIAEH 24 8 Tl HCV RNA 23
FELIFIZe b EHERS LTV D,
AHA T A > Tlik 2011 4ER D AASLD 2% U C null/partial responder ZE#&H L., =
5|2 null/partial responder Z 5 L7z “M%)” & L C’Non-responder’% E#& 7 5,
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BAS AL REE

SATPEZE B OWE (L RMGE A TIHBHOD, BLTFO 4 M EBINERENTHETHS, &
HERR AR 2 R SRR S,

(HE—-x L)L
BML £t Gl PCR-Invader 125~ CLA F D 2 T H ZfRHTL T2,
1)HCV NS5 INV ¥ (f&k#H=—F No.12300)
NS5A I 2 2>ArF (Y93, L31)
L31F/M/V &, FEPEERE (ERHY, B HR720)
YO3H I3, 28 BBRAFIE LR A AR R Sl (%A ~99% L, ) 1Tk > T,
2)HCV Y93H INV i (f&#E=—R No.12216)
NS5A FEI YO3H 28 FEMRATAE L R AR 6 i Bl (1% A0 ~99% LA 1) 12 &> TH i,

(2)LSI AT 4R
LSI AT 4= ZRETIIA AL T R — 7 2 AIEIZED | HCOV A gt (THH 2 —FR
26137) LT NS5A Ik D .31, Y93 D 2 235D HCV 28 AT,

(3) AT —)Lex )L

SRL #:Tli% HCV DCV MPEZE F(L31/Y93) (B H =1—F 6506-3) £L T, X AL —F U AEITK
% NS5A fEI D 131, Y93 D 2 73D HCV 225 | B3I O A 27U —7 PCR 1EIZE D NSHA fE kD
Y93H ¢ HCV 28 AT,

131, Y93 ZHFATI(Y), 28 5AU(H) IRAETU(Y/H)FE CH | [FIIRFLC NSBA FEI Y93H 4 Sk 17
TELE A 10% AL TS,

(4) PrREERL 2T SR T

RS HIRAER PR JERT TIEF AL 7 b — S AR R | SR PEZE ST (BH H = —R 7631)
ELTNSHA FEIk D, 131, Y93 D 2 23D HCV ZESELAMfFEAT, L31, Y93 1T DUNTIZE AL | 285
Y | RATRRY | S5 T
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