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1. #EE
C BUF 287 A )L A (hepatitis C virus; HCV) I, 1989 4, K[E D Choo HIZL->TH RSN 1, 13k,
I A FE B RUFFR EBBWI IV TOTZREBID 90%LL E 7 — UM R E L WS L QU TIE B o0 15k
L EA HCV IZLAIFREE ChHZ NI LI Lo, BIFE, HCV U7 1325 C 5800 1A, DA
[EC 90 1 ~130 I AfFETHEHEESN TS, HCV B — BT 35 & R A ~DTH
STh, AMEORIE TIHI T 25 DIFK) 30%TH Y, EYLBI DK 70% T HCV AL Frfse L, BT~
ERATT D, BMELTZSGEE . UALVAD BIRFERRIZAESR 0.2%L FATHY, HCOV LT LD RIEDFF
FEIZ KO IFRRAE LA B S AL, PR 2SOl ~E R 75 2
1-1. C BT RO AR
C BIF IR D BAZIL, HOV FERURGC Lo TR S ND B IR RO B PR OUE, T70bb,
JFFERE 720 NI TR BB SE 2 ML T 528105 D, 20 BARAZER T D710 AV AIE R ATV,
HCV OHebr%E BHed, FE, A% —7=r (interferon; IFN) {53125~ C HCV RNA OHEBRICERZh L
TIERITIE, FFRDIEFEALTDZEDRIIL 2, EOITTOLTREFITIE, FFR 28 0N 389 23 i
NAZEBHLNIEN TWA YT, 72721, IFN [k > Tt HCV RNA kel (sustained virological
response; SVR) 23MGFHAVIIEFNZ IV Th . HCV OFEBRDNZ D ENTFEDOINIEIZD7RH3 0 01F Tl
<, BIROIEY | 3.3~8.0 FED FHIBIELHIR T 0.9~4. 2% 2R Im A 7D TS 1, 2014 FEIZFRIR BLIGIC
I IFN ZfE L7 (IFN-free) BRI A /L AFE (direct acting antivirals; DAA) IZLDTRE
T HCV DEBRSNIZS5E | IFEN 1aREFRRE OB IHI RBEONLEIDNITOWTIE, BFE
FI7R SR SNDH OO 15 18 B CIE IPN SR ORFEIHIN RN HHETIMENHE 2 SoH
2 1T Lol MiflESNbH TN IFN 77U —IREICED HCV HERRTE THIF RIS D580,
IFN R—2H 5 F IFN 7Y —DAA JE#IZE > T HCV BHERRSIL-1% CTh . B PR UEDT-DITR
BT 274 —T T EATIME N DD, ZEANZF D DR LS ETT LT R 5 U A7 BECIIF S
FELTXT T DR EIREE N MLE THD,
[Recommendation]
® C EFFRIAHED BIZIX, HCV FtBiiclo TARBSWABIEFRB ORI TR O%E, 372
Db, BRI RERBBE#EELINIETEIEIH D, ZD BIELZER T HZDHTANVAIE
BEATV, HCV O8ERRZ B3 (L~3v 23, ZL—F A),
® IFN JBRIZLD HCV RNA SERRERZHBIIC IV T, FFRE I 23 m Sz (L 2b),
® [FN 7U—DAA If#IZE>T HCV D3RI 7356, IFN IBEL FREDOFRBMHIZIRIE
bNBETHIREBEE 2 D0HD (L~IL 2b),
® HUANAIREIZE ST HCV MHERREN 7214 TH, R TR EUEBOT-OFREBIIH T 57412 —
Ty T BITONENRDD, ZE IR OB L S EIT U BRI A B CII PRI DBk
BERERDPLETHS (L 2a, ZLV—K A),
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1-2. C BT RIZKT D50 AV AIRIRDOIE S

IFN [ZL DRI, 1986 4F, Hoofnagle 523, FE A FE B BUFFRIx L CeMEA L% IFN o 2851,
NIUATIFT —EBDOEFALEMERLIZZEITAED 20, BOKT 1991 45, DAETIE 1992 4225, C AT

(2% 9% IFN O — & ERIR COE A BAE L, IEN BLU BV, Shlc_r o2 —7

=11 (pegylated interferon; Peg—IFN) LU SE VL DG ABSEHER Z2H L7 A NV AIR L7721 8D
SVR (X m LU=, #HEMETHD HCV 7 /2 A7 1 Bl e @AV ABIER TII_T Ao Z—T i+
ASEVAPERIZENTE SVR 2N 40~50%0THY | KR DIERITIZ HCV 3R TE 22 o7, 4,
1B R O _LHDWTRIVEERZ B 5L T OB AV ZEENFAFES L, 2011 4 11 A
X, B LT T T — B ERCTHLT I TV NN AT 1 R T A VA BSEFN R C %
B R T Al fEE 72 5T, 7T 7 L E L +Peg-IEN+URE Y 3 FIPFHIZ I, WIEEHED SVR 213K
T0%L ) L, B AV AN RITIETRL 72208, R e B M OTEAT | SR EHRAD HBL, BREREIX T
7REDRIWERZTRDTZ 2%, LT, 2013 4F 11 1L, 56 2 7 a7 7 —EBEK TH L AT L E
IV BB ) AAT 1 R @A N AR FEBN R U CORBRE ] & 7272, AT L E/L+Peg-IFN +U/ 8
> 3 A OEWRER TIEAEIEHRO SVR 2(TK) 90%E T L, BHEMS 77 e AL ZIE R % T
b7z %,

2014 4= 7 AIZIX IFN 7U—DAA T2 NS3/4A 77 7 —ELERK (7 AT 7L E L) L HARYID
NS5A R AR ESE (& 772 A8 V) OOF TR RIS, TERILY AV AR SR #ECTdh -7z IFN

RIS TN RN FI 6§ DR HR S W REL 720 | [ENERBRIZ 1D SVR KT 80~90% ThH -7 ¥, &

BHIZ, 2015 4F 6 FIZER AT SN725 2 R IFN 77U —DAA, NS5B R AT —BRLER (VHRA T ) &
NS5A #EE SR EFE (LS 2AE V) Bl A SEDENFRBR T SVR #IX 99% THY , Y ARATE L /L
DSAEVEL A FERETIE, BIVERNC L A8 5 H IEF137e<  EEARIEMbR® o7z, EHIT 2015
9 237 er 7 —BIER (AT L E L) & NSSA ERE S RLER (FAE 2 AE L) | BIO
MIAN AR RTINS DD/ Z T LN O ML R E A ER-SE R A ER SEL T — AN R )
FELCGEMENZY M EVEL A BEDSTE AT S AL, [ENERERTO SVRI2 13 95%LL & BAFR A2 G B

TUWD, 2016 4F 9 HIZIE, RV 7 e7 7 —EHEHE (7Y 7L e /L) & NSBA EHRE G R E S (=
JLSAE V) EOBFRTRFEDSTR ], 2016 4F 12 AITIZF VX ALV TAFTLE NV BLOFEZLEEE!
NS5B R AT —EHEIK (RITT7E /L) L) 3 OB S EENRERSIL, WT I ENGRER T SVR12
1% 95%LL - Cohotz, —T7, 7 /X A7 2 RUTKILTIE, Sk, Peg-IEN+USE U FIZZ0H) 80%D
SVR HPFHI TR, 2014 4 9 I, Peg-IEN+U AV 7R E DRI XL TT T 7
EL+Peg-IEN+U B 3 FGEHTRIROME F rTREL 22~ 72, 2015 4F 3 A, 7 /XA 7 2 UKL T
b, IFN ZV—DYRATE AV ANEY AR DFR A S 4L, ENFRERIZIS TS SVR i3 97%ETH kL
77

ZLCL 2017 2 9 AICIZT /2 AT 1~6 B3~ TUZH L TAE Tdh 5 (pan—genotype ;732 /)
IFN 7V —8HITHH I L BTV E )V /BT L ZAEVELE SEN R HE KGRI, DAA JEHRIE D72 JENTF
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RS9 TR 2 IR R 8 T £ CAEMES 15— T SVR FIXIFIF 100%E WD @A 2D RS
FUTUNG 3092 F7= 2018 4F 2 HITIE, YARATE L/ LIS A VB A BE 12 BG83 2 24~ 2 B2
KL THIBMAGRES Iz, E5HI2 2019 4E 1 ATV ARATEIL /L2 AL VECEBEN KGR S, FER
BN ZR )T B I ANV ATRES AlREL 72T,
1-3. C BT RIS DI AV ZTERE DX G

— M2 HCV R E OFRAIE, ALT ERA2 o TRERICHE 2 SO MR E LB IR
ATHEFITIRD T, L, FRICRIESORHEA L O W IE T DO S I I/ D OIFAET 5, LIznio
T, IEREVEFE LA G o7~ TD C A RIEFIDHLY AV AIRIE O GRE720 | Flin, ALT fE, /]
BEACD DL T T_TO C BFFRIEFNK LTI A VA BEE BT 5 2 & 25T 5, iF
DRAEZE T D ALT DS EFH-UTOBIEEBIALT 30 U/L ), &N, FF OB L OFLFE & [ 3
DI DMK R L CWDIEFI (L MREL 16 75/ w L A543, C BUFRIKRE D50 AL ATEHED B
WIS THD, ALT 30 U/L LN I/ M 15 75/ p L BLETH-Th, Silin# TIIIERY A7 HMEL e
< FEMAIEFEE AL BE T RETHL, HRALSOEIRBIZELTHENRR THLG A LR
BRI G LU, F72, FEREMEAFEZE T Child-Pugh 2038 13~15 SOEFIE HRATE )L/~ s34
AL E FEDE NSRBI A ANDIN TR LT | 2N HAII TR0,

Fio, RHIOTANAHERBLIRESNDDIL, @I ATRETHD, C BUFRTIE, “mln”, B
{EAERGE]” | “ B O 3K - DT F IR T DN LTV AV R A ToHDHZENH BN/ >TWD 16, Z
NODR T < DREFNIFIEY AT BRFIZEWZD  BRENCHIY ANV AIREOE AN E ESNDH X
Tdh D,

[Recommendation]

o FEREMFEEZ S LT NTO CEFREFDBTYANVRIRRORGRLERY, £, ALT fE, M
IMREZ DD 0BT T _TD C BUFREFICH L THY AN ARRERETT D25 #IE T 5
(L~ 1b, ZL—K A),

® ALT i ERFIALT 30 U/L &), HAV T/ MRBAR T HI(M M 15 5/ u L KD C BUAF
RKEBEIT, VANV RIBED BVEIRTHS (L 1b, FV—R A),

® FEEHE TIX ALT 30 U/L LAND> DML/ IMREL 15 5/ u L LA ECHRIBYAZ IR /< | FEIBAYIZ
BREAZZERT_ETHS (LL 2b, L —F B),

o THREUADEIRRICLDZTFRBTR THHBEIIEREARLLRN (I —F D),

o JERMEMFFEZE TH Child-Pugh 5¥EAa7 13~15 ROEFIIZIRRATE )V /L2 A8 )VEL
BEOENBERRBRIHEAANON TEL T, Z2MBHEARIHL TRV (Z1L—R D),

1-4. C B RIZ3I 3D IARMIER 7 ¢
C BURF R BT DRFRIBEMAT IS BT, @kE DO EFIL. 55 k. 60 mdbHDHUT 65 Ll Bl —iE
TIXRVD, —RIZ, @A OF THEMD EFH T38RI Em W, Fio., BRHELE R
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TR L F2 DL B3 R 16 5/ p L AR” L9203, ZoH T ‘s F3 LAk g7z i3
AR 12 J5/ L AR IR A PN W 2SI BT DM E DR D,

i FE I U A7 T (R lin > D e Lt JR 1) TR AT R RN I AV ATRIR A B AT 5 ETHY,
s, HOWITHME LIEE R WT I D B DFEFTH BRI OHIT A VAR OB ANEELN, K3 Y
AIRECTHDIE G MO IR LE R TIZ, 1BFER., BHEM. 2o NFRIEI A2 2B EIC AL
THIRF R CTOHFT ANV AIRIE D SR D L0 BIED IFN Z7U—DAA BF| D@ ML et %
EBRLZOHED RHOERE AL M LT THD,

Flo, WTHORIZEB N TS, UAVAHERRZ H YL LT AV AR Bl i CIREECTHY | ALT
NEFEGBO U/L E)DGE I, AN LDIEHR (DL 7 A% 3 — Lz [ursodeoxycholic acid;
UDCA]) ., #4154/ 77—/ 3 —[Stronger Neo-Minophagen C; SNMC]) #7179, £7=, FFA&EFH L
% HELTz Peg-IFN(IFN) A & R I HH BRI L 70D, ZHHDIRIIZE ST ALT % 30 U/L BA I
ROZEEFHELL, TEAIFIREIC DI ar ha— L35, FRC, R A7 DR\ OEECIL, B
72 ALT o ha— LSBT D, 7255, Peg-IFN (IFN) > B 513, 6 7> A LANIC ALT fE k(40 U/L
LU R)éHU T AFP EEGE(10 ng/mL LA F)ZRORNIG AL, k45 %%,

[Recommendation]
o EFFBYAZH(EED ORMELIE R TIL T RHIERLITHV AN AR EZEA T RETHD
L~ 2b, ZL—F A),
o [EFFEY R EE GERE IR F]) THEED IFN 7U—DAA BEIDE WAL R
2MrEZ R L RHITBREALRSETHS (L~ 2b, /' —F B),

1-5. HL7A VAR LD AT IS NI 20
1-5-1. i (de novo) F&FEAMHI2hH
1-5=1-1. IFN {RJRIZ X258 (de novo) FEEANHI N R

DRENZIBT 1992 FLOMEITIILTND IFN TRFIC LD TR B 2h R >k, BEZZ<
DHENDD, Tkeda HIFAE] IFN BAMVERAHEATL7Z C BBMERTRIEFIZ I T, IG RN AR A
7= AR S SR A2 A M EITRET LT, 10 R AR T RIS = 452)7% 12.0%, JF SVR
73> ALT EE 5 D IFN #08E0n = 1,076)238 15.0%TH-7=DITHIL, SVR #E(n = 676) Tl 1.5%EH E
IAER THY IR RAFRO BILZ, F7-3E SVR BETH ALT R IEHLLIZWb D RE L)
B (n = 298) Tl 10 4= RFERE T 2.0%K FL T2 °, RO AL Imai & * R° Kasahara & © 735
BRI, IFN 850285 ALT fEIEF LR TR R DMED -T2, SHIT, Yoshida B 2,890 FloDK
BRI AIEAFFEIZED | IFN #5285 SVR 2858 i K 7L 720 Z A L, ALT JEANER @ 2 £5
U FICEEET D2 CHOREIMHI IR DO D ATREMEA R LTz o Fio, IEN Z 0B D JFRRHE Lt R =0 X
FH) -0.28/4ELFHE S, VANV AHEBRICIVITRME L S SGE D52 82 R L, AT -0.02/4F
ERRHEA L OHERINFI DD HNDHZLZHE LTz, Okanoue S MHEA b & FE B O F& 8 B 20 F R L
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IFN (2L DA e B s A S LD 1 IFN TR O F 3 B S R A Wit U S 2 L B &
LTl Nishiguchi O 328 T B AL, CBUFIEZ A %G L UTZRiTAIEMREHI LY IFN O 512 X5 HCV
PEBRET 1T ALT MO FHGATIE F LIS KPR R A B L O R 2RIEOYAZ B BB SN D Z 08
RS By LLEDOREREY, IFN (2 &> TRIGHREIC L UIT R 8 AR 23 il s o 28| IFN 12Xy
A NVADPEBRO A 72 P AAC R RSB D DU, PR OFR AL TS oI A RSz,
ZO%, AR, 7UT B, BEOAEKICEITD 30 BOBIEMIEE MR ELTAX TR SR
(25,906 i, BIZEHIE] 3.0~8.2 )%, I SVR B TIL 6.2%DFFER Th-7=DITHKL T, SVR #iITI
1.5% (HR = 0.24) T&HY IFN N— RIS LTI BN RO =0 7 U ZADVRENT, LT2A > T IFN TR
PRI EDHHRRF R I HI D RIITROTE T U ANDDHE S 25, IFN ([CEAFRIMEIRE LT, i
BEOTTAVAEMEEBIZ, IFN OF 3 28 FEMH]1F OGRS 5002 OFF 54 U7 B E H o
BAG-HEBZ DTG %39,
1-5-1-2. IFN ZU—DAAs {G#Z LD HTHL (de novo) F& a4 20 F

IFN 7U—DAAs J6#&IE, IFN 155U CERRIS SN TOHBO IR EWZELHY | Z DI
HIZHFNCDNTOT —XTW<EMINIADT-LIATH D, UH] Mettke HIE IFN 7U—DAAs 1R A
MiATU 7= C RIFREZS (R 158 Bl MERI, Athh, TR EEITIE | BRI & DA~ > F S ST IIBIED C
HUJFAEZS historical control &HEHZL . DAAs TEPEFEITBI M - 9 fil 440 H[91-908]D[HIZ 6 fil A3
i, 2 he— /LTI 592 H90-1,00011C 14 #2358 L THY ., 100 NMESHTZDREFHRITZNE 4L 2.90,
4.48 THHDZEITA B TIIh 72U, IFN 7U—DAAs 1R C B Z 128 T, 72K EH TR
135 1.5 FEO M TIEIFRFE A b Leh o Lk iaf 72 2,

ZHUCH L, DBEDHOHRE TIL, Kobayashi HI% IFN 7U—DAAs {REZ1TVY SVR 23517z 77
Bz Peg-IFN+RBV (5% 528 HilLLbagiL, B P AE 4.0 42T DAAs TRIREFD 2 BIDFEREN
FOHIVEA, 3 RN L 5 AR FEIF R FIE IFN TAHAET 1.02%-2.19%, DAAs TEHEHET 1.30%¢3.03%
THY, WHE T2 >72E LT, SVR BOFFERIL IFN X—ZFHE TH [FN 7U—DAAs 165 CH [A]
FETHHELTWD 1, Fiz Nagata HIFSHITKHE LA —R, T7205 IFN ~N—ZJ5H% 1,145 fi& [FN
Z7U—DAAs JE# 752 BTN T, IBEITIPEIIEREORVEGNZ BT DT IR B KON TaHR G
TOANAFRES DIFE RV A7 2T UTs 1 ZORE R HiBF R & WO R OV 1L
BWTH, PLUANVAIEHEL VAL D2 BT RN E 2o T il L T D, E72, Nagaoki HIZHF 7
FHACNAT AT TV EVIEHE 154 6] (BRI H1 A 23 72 7) & Peg-IFN+RBV {67 244 51 (123441
I gefiE 96 7 A) & R, YR, o, AILERE, ~EZ me Ul TV IUfE, ALT fE,
HbAlc fili, BERIE, 7/v2— VBEL, &L, @R IEZ ~ > F S HERG L T2 e A, ¥ 7T X4 AL L
+ 7 AT T VEIIRREEL Peg-IEN+RBV FETIZ BRI RITEI R T EHEL TND Y, EBIT,
Toyoda Hi%, DAAs 1GHEITEY SVR BMGLNTIEFIDSE | DAAs 1EHEHINC EOB-MRI T2 MLt 4
D7z 33 D SVR # 12 # H 18 B H | 24 )N H OREL MALRERFILT2LZA, £ E i 11.8%,
24.2%, 25.2%THY, v, ASTAE, ALT f&. M/, AFP i, FIB-4 index T~y F SE/-RiAH=
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FR—RDOZIEI 9.1%, 15.2%, and 24.9%E1F 720372072l R L, DAAs IZX5Z MRS EiD £ Mk
DAREITFEZD LIRS T2 T T A LTz Y,

BT TN HD ZEBFI O FFHTIZ DA SRR E IEN 7U—DAAs 1RO I I 20 R 2 5 &
TLOREDIEZ D0 D, ATy T RO Innes HId, 1997 075 2016 AFEDOENIZ IFN N—2F 72T IFN
TV — DT AN RIFEZ T SVR LI o T IFRRZSRER] 857 FilaktREL T, B RE AT LI ZAM
R (100 AN4E) IZENEI 1.26 &£ 2.53 & TIFN ZU—TRHEBIO T 23 E 7203, IFN 7V —1RIREEC
T EI &R, /MR T, Child-Pugh 23% B+ C 23%< SHIZHYA/VARIED 2 FILLEZ T T
DRGNS 0T, T2 T, ZNLOR T2 MIET 2L 5P —R T2 h 2.48, 1.15 &720 IFN
7U—DAAs 16RIZ LD FEFEEMHN FIL IFN LR EHEGRATT O ¥, 72 Kanwal HiZ, 7 AU 7184
AR5 2015 4F 1RO DAAs 169451 22,500 151 CEAI4EER 61 7%, B 97%., FFEZEEI A 39%,
SVR # 86.7%) ZfEHTL . SVR BGOLAZRETII Y —REL 0.28 TH EICHFERIME) -T2 Lo i
L7z %, [AIERIZ Toannou BiE, i AaAR—RMHUWT 1999 4025 2015 DR OH HCV J5#
62,354 15l (1M 97%, FFREZE FLFR 39%, FA)BIE I 6.1 4F) Z AT L, AFREZS - FERTEEZE B D W5 18
WT DAAs BIRIZED SVR TREEFRIFK T T 222710, ZOFRFEEOR NPT AV ARIEIZ IFN
WEENDINETIERR THLZEEWIE LT M, E5ITHITD population-based cohort 17,836 3%
BAIAX I LIHFZETIL, IPN {59 B L0 DAAs JRBREZILEILD SVR I 66.6%58 LT 96.2%
T, IR FRIL DAAs TRIRREIZIUC IFN TR EEL [A % Cdh o7 (HR = 1.07, 95%Cl: 0.55-2.08) . SVR
Ze B LT TR ZE BN R E L T IT 38 R 36 LOMER i A /A X §°40b DAAs TRIRFES IEN 1RRRED
I ZETRRD e oTe, VT ORI TH RSN BB IIRIGR AN L~ TH BT R
FHPME T L QNI EDRENT (p=0.004) P, EFEWTILOBFFEIZIBWTE IEN 7U—DAAs JEHEED
BEMIMIILTLL 0 TIEROL OO ZEEITORRND DAAs IBIROFEFEINHI IR IFN 155
LA THHTENRINTZEILEFRIEL IFN Z7U—DAAs IR de novo AT 5L D~
v T ARSI O OH D,

— 77, FERAEPERFEEZE 12OV TR, DOETIE DAAs J5HEOTE 2352~ T2 72D IS T I 2h B
DNTDT —ZIF2N, AFVRZBITDIRATE N Z N IEN 7V — 158517 - - FEAE PR ZE
406 1] CEH4I4EHH 54 7%, FY¥IMELD A=27 12 4%, Child-PughB/C = 73%/10%, “F-¥)BIE 15 7 A |
SVR 3 78%) Ot Tk, BRI I 5% IEATRD , 125D PR Z L EEEL 3%DSBET LT, R
TaHa e — /WL R FIT R AT THY, SVR BITTITIE SVR BT BRI RN Z &0 /RS
TS 1, 2019 FFIZONENZ BV THIFMUEMEITAEZ (563D DAAs {6FR DN ] L7 o778 | FEHE
RFIIRETLHEE . SHIIFEM TR DB OV TOTE T U ADEREBLETHD,
[Recommendation]
® [FN R—ZFLTANVAIFEICLY HCV BRI DL, F#l(de novolFRBIAVIIE T 32 (L~

JV 1b, 7L —F A),
® [FN 7U—DAAs {ERIZE > T HCV D3ERREN 56, IFN IBREFIRE DOFH(de novoliFZ
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WMHIZEIBTOLNS (L~UL 2b, Z'L—K A)

1-5-2. PRI O fHE 38 B 20 51
1-5-2-1. IFN VR LD P s I 2h 5

Shiratori HIXTH /— /L R CTRRIA L7 AR R e e (514 IFNAS JE VAR LI TR IV E 2 )
T, ZOBFELTHREZMREIL., 1E B BIITED 2703, 28] B LA O T 534 BT IFN
EEHECTERSEMTBYL BRIF CThHoT-ZEa2 8 & L= Y, Mazzaferro H1 early £7713 intermediate stage
JFABIE FAite o> IFN VIR ORI FE G RAMET LI &2 A, IFN 165K R ORI
HHIL 722737278, 2 AR LARE O #3813 BT L 72 &3R5 L TV (HR = 0.3)%, Sakaguchi 38X
Kudo HIZRATHRIE MG DAV M iE 51 127 FIZxL T IFN a —2b £721% Peg-IFN a —2a (ZXL57
BEMERIEZTO, WA B, Mz~ F S 729E IEN &G4 L e U= #5538, 2 [B1H LA
FAREOR B NEAEFROSUELRL, AT HIAZ T 0.21 LA LT % Hsu BI%, I
I EIER%E D C BRI RIEHF DI G| Peg-IEN+RBV {f HEIEA T T L2 213 Bl Fllin, MR, FEZE
R Fi b E~ Y F ST ANV AFHEA AT L7273 572 852 Bl L Lk L, Peg-IFN+RBV {Jf
MBERATREZ VT, HCC OBERENAZITIHI LI LG L TWD (EEUAZ L 0.64) %, AZ7 7Y
TABITOILTEY, Mivake HIF IFN 23 ABIEHE O B3 2 A B ISIH A L5 L °, Singal Hb FHEA
FEBEIOMT I UIBRTZ O IFN I0RITA BICHEREZMH LOR = 0.26), 5 FAFbSEHETIHIILERL
(OR = 0.31), &<IZ SVR BELNTZGAICIHE ThHZ LA LTz %, Fiz, Shen HOAX T FIL AT
BN TH AR BE O DDV MTEIERE O IFN IZED, 14, 2 4, 3FER O TR RIIA F SIS D
TEDRHIEEN TS B, EBIT, FRITD Manthravadi H0 systematic review (28T IFN {E#ICLS
SVRIZLVHERFEAFOUELHR = 0.50), 2AEFOUFEHR = 0.18)AVRSNTND ™, ZO LI, AT
HUFFEARIET2 I IEN YRHRAATO Z LIS KO TR O F 33| & A Tt DUCES IR TE b0 LE
265,
1-5-2-2. IFN 7U—DAAs {6H& 12 L2 1T F s il 2h 1

IFN 7U—DAAs 761, BITER D 7e< By SVR AR ATRE/RD 212, TR 2 12 LI T
RAEVEIFEE 2212 b H 2380 D720 | IFEARTIAE DI ANV AFEL L THIATSILDZ LMY 2 TETND,
L7»L, IEN Z7U—DAAs {8 IZ LD AT A I RIS O W TIRIERERR O LV MRILTHY | IFN X —

AVRPIZED SVR ERIFRE O FFIEIHID R F DN E DN DN TE, YIS E IR E DD
oy AAL D Reig HITATHINDEE TR D16 % . APPSR EiMER A 289D RV REET IFN 77—
DAAs T8I 21T 572 58 BllZIB\W T, DT I AE 5.7 7> A OFRGEBIZICIY 16 1] (27.6%) [ L3 B
L 3 FIDFETLIEHEL, DAAs 1ERICIV D LA EFREMEESE L EEZRIAL 0D 16,
Reig HIZZDJFR L L THRIEEEMTE D720y DAAs OIBIRIZIY HCV D3RSI 7= %8 E D5 ke
ME T L7220 THHEHERIL CTD, AXU T 3D Conti B, 59 il0> HCC {GHIEDH DR B R 1)
% DAAs 16 24 O HEREIX 28.8% ThHo7oME L, EITHFREFE (Liver stiffness: LS)73
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21.5kPa BODIEFI CHEICEFE TholzZ AR LTZ %, Fo, KED Yang HiX HCC IZF1F 2 A
AT TBIERTIC DAAs 1BRA 2T TUOTIEFI OB R RIT 27.7%8 . DAAs 1RIRAZIT TV
TIEB D 9.5% %6 L THiRD TR Coo 7o ZE & AT L7z %, —J7 . AZY 7T ® Camma 3RO Reig b
LAl — DT —ZZ DWW TR RSB BAA O R E L CHRIT L7824, 620 H BLOY 12 20 H
DOIFFEREIERITZNLEI 7%, 13%ELR0IEAE IV @ W IR TIIR o7 ik X Tng 7, o, 7T
D 3 DOHIAEAR—IDH A EH AT CIIFERIERIC DAAs 25 L7z C BUBMEIFREHE
189 BILATHEZ FB3E 13 fil%, DAAs 2% 5-Liehno7-Z 24 78 ik 66 il & LbEE L, DAAs # 5D F
TV LD P R RTINS Te ZEDREN TS %8, Petta Hid, BEHRBFIDO AaEF AT
LV IFN Z7U—DAAs 16HEHIE [EN _—2I08 51, 36 X O AV APRIER AT BN 361 DT AR o6 ==
Z BRI | IFN 77U —DAAs B % O FF 5 RIE IEN S — IR G LRI CTHY | F17 AL AR L
RMEATHIOFFE FRRIVA BRI R ThH 722/ LT P, L, WO FELREFIE A 7
BRGS0 T2V 2, control study TIERWEWIRE SR H -T2, &I, PRI R ORI E FF
PRI, SR - IEEE A2 E OB 1 O fth, Z A E TONFRIREIE-CIRRIE IR &SRS DT
D IFN Z7U—DAAs {65 ORI FBFEMHI R MR D [FN R—2IBHE LT DBRITIE, Zhbo
E RN T2 IEL TRETT 20BN 5D, EES Cabibbo HODAX T F VT AT, AFER] D heterogeneity
DIFE RN REEL TRY ., HIEARIAZ O BRELAEFRIIZHE THLIENERHSN TS 9,
DOMRETIX, Nagata HIFIT7/FEIENO P ITEERTL THYIBREILT A BN Z0IRIG
BONTIEFI D E %R LT, FFERIGHIC IFN 7U—DAAs 1R ZiATUTIERIE | IFN X — 27555
AT LTZREBN I T A A= 7 2 VTR, £, Fib—4 index Z~ v St72 2 BERR CHLI L 72
LA IFN 7Y —DAAs {6HR L IEN N — 2RO MITPRE A IE RICEIT RN & AR LT Y, Tkeda BIT
HCC #RI6#IZ DAAs IR AHATU7C 177 Bl S | FFUIBREIZIET AR BE T CHR VG L7 Tl s
HIZEHEI(n = 8INTDUNT, 4R, PERI, BCLC AT — Y&~y F SHT AV AR LR T O3 ha—
VEEEHHR LT L2 A HCCHRTETR DAAS T iA THE CIIA BICHRERMENW L2~ L7z (HR = 0.353)
61, ZDt% ., BRED DL FERORFI RN TRIILTNDD, ZbiZide IFN 7U—DAAs 1a# 4
DFFFEFFERIL IFN N—2JEPR 1% LA THOHETHMEDN LU 2 %, IKiT | Nishibatake—Kinoshita 5
13T VA BBEN IR T HCC ZARTERICHIY AV ARIEZ AT L7 DAAs 1RHERE 147 f1& IFN TRJRRE
156 BIEAMATL . 1 -2 FORBFEHFERITENEIL 39%-60%F LT 39%-61%& 221 72<, FFF&RFDJE
BB K E ARG R B iR R 2513 e o 7= 2 8% R L, AFP L3 Zy i m i, #kmo HCC iR
JEIEE , HCC VRN BHL ANV AEIEE TO IR A ENWZENY RV K A ThHHI LA RL TS ¥,
¥7- systematic review HTHATISY (41 #: de novo FTFFeHE 26 ., FFREFETE 17 . n = 13,375),
ZAUTLDE IFN 7V —IREE IFN R—RBE & Tl de novo IR L B RO MG ITHB N TE
INTRNZEDVRENT O, SHICTPEBIRIGHE D DAAs 1RO FHRARRZILT- 10 OAZTF I ATIE
2417 (n = 1,519) BIOEEFHAET (n = 1,241) &b SVR B TR THLZED /RSN (FEH HR
= 0.18, HR = 0.50) ™, ZOHKIZ, BUEDLZANTARTIER D IFN 7U—DAAs TR TR R I 2 (RS
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FTVDHEVRRITDRNEEZ 2 DI, LA SVR ICKDIFE FR O CA M T % OWEL R~ T

DR FFHERTEY: T CThili AN IUTHIY AV AFREE A E B LI TR RV EE X

BILD, L3L—F T, DAAs 1RERIC TAESMCHER L7ORRE COFRERIR LI T DM b RS L,

PUA NV ARIES ORI RIS+ 5 A2) — =0 713N E Tl EIATO L E LD D, A% IFNEE

BX° de novo FF¥E % KR T XBILToMETR0| FEARECOT I IRF D S0 L BE 7o & AR W - ) B FE 2N

BRU7- R R AT E S D70 o T LV ADEFE IR DD,

[Recommendation]

o JFERIAEHR D IFN X—RHLY A /VAIREIZEY HCV 3 EERREND L, B ERIAZIME T35
(L)L 1b, ZL—F A),

o [JFERIEHED IFN 7U—DAAs IBHRIZE->T HCV BHERREN 2354, IFN {RE R E DI EE
RMHFRIEONDLTIRENHIML TS (L)L 2b, ZL—F B)

1-6. SVR BT DOY AT K ¥

PLO ANV AFEEIZ LD SVR BFHH EIF R M S D03 SVR bR A2 I FE2UTITTH L
9, SVR 2D 5 45+ 10 4FOFIEFRIL, ZE I 2.3~8.8%, 3. 1~11.1%EWESN TS 6, Zhb
SVR % DFEHEIL, SVR 1% 5 AFE LB BRI TRY . MM IBIT DL Mk Al n EAFJETH SVR £ 7 4F
LU B TOBOFIEBID 50%% D72 LM ESITND 7, 2 bDZ it C RIFREH TIET AL A
PRSI THIEE BT LY A7 D@ RREDS R RAT T 528 2RR T 26D THY . DY
JRFDREIFEE THD,

ZIVET SVR ORI AV R OWTT, ITFEOBEE LI e T U ARERBSN TE "8
98101 (K1), BUEDLZA, Feb ARV A7 R IINFRHEL THY . Morgan HOAZFEHT TH 2 BE T
BT D SVR L DFEIEHEN 1.5% ThHoT=DITx LT MM LR G721 THRETT 2L 4.2%L m 2 Th -
72 3, ZOIE OB TN DI 2 DUAZ -G SILU TR (K1) | LIS E . B 80H,
JERRIGAE. BEIR 72 E N EE TH D,

£1 SVRRIZEITEFIR(de novo)RIZD') RUEF

e o VROl wmy BED NF—F
%% Kﬁk ﬁ /A 75K Fﬁﬁ(ﬂi) 'JZ7? J:I:
Yoshida et al. 789 IFN 43  FFERifEE
Ann Intern Med 1999 ’
Makiyama et al. 1,197 IFN 59 FEHE =50 7% 7.4
Cancer 2004 % B 59
FF#R#EE=F3 2.3
Ikeda et al. 1,056 IFN 47  FHEI=60 &% 3.1
J Gastroenterol 2005 82 AST>100 U/L 3.1
m/hR<157F/uL 2.8
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Tokita et al. 126 IFN 55  FEF=65 %K. FFiR#IE=F3. 7)ILa—L 227
J Gastroenterol Hepatol g/H
2005 %
Tanaka et al. 266 IFN 9.9 FHI =55 %, FHIR#EIE=F3. BT
W J Gastroenterol 2007 % g RA1t = Grade 2
Asahina et al. 686 IFN 75 FE(I0m &) 2.7
Hepatology 20108 B 4.1
FFg#E1E=F3 26
FFAERA1E =10% 5.6
Akuta et al. 1,273 IFN 1.1 FEE =55 % 3.1
J Med Virol 2011 68 FFg#EI1E=F3 9.0
a7 10 ER (T /5347 1b) 10.5
Hung et al. 1,027 IFN 43 FER A
Intern J Cancer 2011 #°
Chang et al. 871 IFN 34 HFEi=60m 38
J Antimicrob Chemother Frigit =F3 40
2012 73 m/NMrR<15F/uL 2.8
A% AFP=20 ng/mL 3.2
Arase et al. 1,900 IFN 8.1 FE10EE) 2.6
Hepatology 2013 ™ Bt 34
7IILa—)L 2.7
2 BIBEIR TR 48
Asahina et al. 913 IFN 6.1 FE10EE) 2.2
Hepatology 2013 Bt 2.7
FF#R#E1E=F3 2.3
FFAERR1E =10% 23
FILIIV (1 g/dL T &) 0.4
BE® ALT (A0U/LCE) 1.8
BE% AFP (10 ng/mL &) 1.1
Oze et al. 1,425 IFN 33 FEi=65% 5.8
Clin Gastroenterol BER AFP=5 ng/mL 8.1
Hepatol 2014 *°
Yamashita et al. 562 IFN 48 FEH =50 5% 4.1
J Gastroenterol 2014 % FF#R#fE1E =F2 10.7
7I)La—)L=30 g/H 3.9
A% AFP=8 ng/mL 2.6
Huang et al. 642 IFN 4.4 FH =65 % 42
J Hepatol 2014 7 FFgitEib=F2 3.7
¥y GTP=75 U/L 5.8
Toyoda et al. 522 IFN 72  FERIRE 2.1
J Gastroenterol Hepatol Fib—4 index 1.7
2015 %
Chang et al. 801 IFN 50 FE=60 % 38
Clin Gastroenterolol FréR#1E =F3 22
Hepatol 2015 7 m/NMr<15F/ulL 2.7
BE® AFP=20 ng/mL 2.8
Sasaki et al. 238 IFN 9.1 FE =60 5% 5.4
PLoS One 2015 ' B4 4.7
m/pR<15 B/ uL 47
WFA*M2BP =2.0COI 5.7

10
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El-Serag et al. 10,738 IFN 28 FFEE 6.7
Hepatology 2016 ™ FH =65 5% 45
¥EPRIR 1.9
7I)La—)LiE 1.7
Genotype 3 1.6
Wang et al. 376 IFN 7.6 F3/F4 12.38(0OR)
Liver Int 2016 ¥ FEPK TR 2.80(0OR)
LSM> 12kPa 1.01(OR)
Hedenstiema et al. 399 IFN 7.8 VPR Im 6.3
Clin Infect Dis 2016 77 FFHEZE 7.9
m;E7ILTZ <35 g/dL 6.2
Nagata et al. 1,355 IFN/DAAs 38  AEE AFP (10 ng/mL Z&) 1.1
J Hepatol 2017 ™ A% WFA'M2BP (1 COICY)
1.8
Janjua et al. 4,663 IFN 56  FFEZ 3.2
J Hepatol 2017 & FE =50 % 44
B 33
Tada et al. 571 IFN 9.0  FHI=55% 36
Hepatol Res 2017 % B 7.6
BEEL/NMR<13A/uL 3.9
SRR AFP=5 ng/mL 36
Sato et al. 355 IFN 2.9 WFA*M2BP=2.80 COI 15.2
Int J Mol Sci 2017 % Fib—4 index=3.7 5.6
Matsuura et al. 941 IFN 5.9 TLL1 AT F=IX TT 1.8
Gastroenterology 2017 &
Ogata et al. 1,065 DAAs 1.3 FILITI =38 g/dL 40
Oncology 2017 &’ AFP>5 ng/mL 12.6
Ogawa et al. 1,523 DAAs 14  ABE#® AFP (1 ng/mL &) 1.2
Aliment Pharmacol Ther FFEL 3.7
2018 88
Hamada et al. 196  IFN/DAAs 22 HF@H=758% 35.2
PLoS One 2018 '8 AFP=6 ng/mL 40.3
SWE=11kPa 28.7
Yasuda et al. 475 IFN 6.1 F#5 =60 7% 3.2
J Gastroenterol Hepatol Y GTP=50 U/L 8.4
2018 1 ISDR ZE#(=3 32

11
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Huang et al. 42 IFN 3.9 miF MICA(1 log pg/mL Z &) 2.3
J Gastroenterol Hepatol
2018 78
Calvaruso V et al. 2,140 DAAs 12 F7ILITI2<35g/dL 1.77
Gastroenterology 2018 72 m/hiR<12 A/ uL 3.89
Yasui et al. 518 DAAs 098 WFA‘M2BP=1.75COIl 6.0
Hepatol Res 2018 '
Ioannou et al. 45810 IFN/DAAs 25 FFHEZE
J Hepatol 2018 8 FE W >56-60 % 1.6
n >60-64 1% 2.0
n >64-67 1% 2.4
n >675 26
/MR >12.3-16.7/ 1 L 1.1
n >87-123/uL 14
n >61-87/uL 2.1
nm =61/uL 2.4
FILTZ>3.3-3.7 g/dL 1.7
" >29-33 g/dL 26
" >2.9 g/dL 2.2
AST/J ALT 6.5-8.49 14
" 8.49-11.01 15
" 11.01-13.9 15
JERFREZ
FE#HH>56-60 i% 1.8
n >60-64 &% 2.7
n >64-67 1% 25
n >67 5% 2.6
Genotype 3 1.8
m/M#R>6.1-87/uL 2.0
n o =61 2.4
FILIZIU>29 g/dL 2.4
AST/J ALT 8.49-11.01 2.1
7 11.01-13.9 43
" >13.9 42
Ooka et al. 769 DAAs 1.5 EREFHOFE 26.0
Hepatol Int 2018 &
Watanabe et al. 1,174 DAAs 15 B Fib—4 index(1 &) 1.1
Hepatol Res 2018 % BER AFP(Ing/mL &) 1.1
Bt 25
FILTID (1g/dL T&) 0.2
Akuta et al. 1,922 DAAs 24  AR¥ERETIWFA'M2BP=25 COI 3.6
J Clin Microbiol 2018 GT1b Core70 ¥4 (¥t GT2) 10.5
GT1b Core70 Z 2 (¥t GT2) 19.7
SRR 24 3B AFP=5ng/mL 3.4
A% 24 5B WFA*M2BP=1 COI 5.0

12



25

lio et al. 1,029 DAAs 20 AFP>4.6 ng/mL 3.9
J Gastroenterol 2018 & Fib—4 index>2.67 28
TLLT AT F£=IXTT 3.2

Yamada et al. 2,021 IFN 41 BHI(4 FLIN) RE
Hepatol Res 2019 '*? FH =65 5% 11.1
HEFR I 5.8
EVILE> =0.8mg/dL 5.6
SBE% AFP=5ng/mL 35

REA (4 FLIRF) Ff=
HEFR IS 9.0

FE T TlE. SVR #DOREL TR A7 ANV REES DA F~— B —IZBTA8EL RSN T

$9. Asahina & ™ R Oze & %, IFN IGH IV T, LR OTEFRATE FITIN A, TREE I 2T 56
R G-T B2 a Wt Uiz, 370 b RIS HDIV T IR# % ALT @O AR5, 15 % AFP
EERFEEDO VA THY, TR BT HEER vy —h~— I —ThoHEL T\D, £/, IFN
184 24 I RUTO Fib—4 index X°, WFA'M2BP(M2BPG)D A AIMED fEfiS AL TS 196990, —T5

BT Yamada 513 Peg-IFN+RBV T SVR 72572 2,021 FlOREFREIRETND CEBEM 4.1 4F) |
FERFERITIRHE 3 H B —2T 0.74%, ZD#% 4 4 B3 0.54%, 5 FFH A 0.40%E R % [T L, #1
TA VA ER A RN OISR A7\ ZIXAE, BEIRIR O A B, UL AE, IR# % AFP R AE T
BoTey, 4 FLEOIIE I THE IR DA D H A B Thole 22 MEL 0D 1% b7 —4
I, PRI SR A NV AR IEZ OB IO AL, FLT ANV RIRIER O~ RV A ML R B
ATEEIEROERNRE THLZ 2R THDTHD, 4% I6HR%E DI AR L2570 A7 K
FOEENLEEIL, EIOIZHDRRIR ALY A7 3 il & & B ASE G A TO 2N L EETHD,

BUEDLZA | SVR #4IZBT DMHEAZ Y —=0 7 OB R 72 5 1E &2 O TR A & S B R
L7z i37en, £z, BRI IRL AR THD, Lol DBEICIITD SVR IER] 562 Fil a5
—NEFRNT LTt AR ERFZECiE, EMRFE A — =27 (I E &0 7edEt 6 A Z8) 2%
T CUWZIEBID 5 FAAFZRN 93% TIHoT=DIZHF LT, Z T TUWVRVWMERT TIE 60%& T4~ B Th o7
9, L7235 T, SVR % Th-Th, mlih, Bk, 7/va— BEL FFISML., BERp7e & B S CRES
AVTCWBYARTR T BEWEIER D ASAF~— D1 — 2SN T MR EIC A7) —=2 7
ERkGE T RETHD, EIT, ITFEDIEHEFTT ANV AIRIETHD IFN 7U— DAAs JEHIZID SVR 23K
SV LHERD IFN X—ZRJRIZ LD SVR LT LTI, TOHE R REHELRY | IFN 7
U—DAAs 16HRIZED SVR BE 134 BT @l CRrME L R G103 2 e ST I A7 D8 E o 1%, L7
57T, IFN 7U—DAAs {6#RIZ 85 HCV HERR#% 1T, HERICHLSBITIERIROITRIEA ) — = 7 34
THY, LUTRFII A THD EEE MM LIRS, BLOT L a— VBEE S AX R 7 fiEfs
BEEATHREFICB WX RIS 40— T v 7 &1 TH e S LD,

Fio, FFERIEZIZ IFN 7V —DAAs JR A To 72356 O B8 1L, TSR OISR 72 & Dl
PR 7 RS E A, BAE R O I, PR IERR L PR DAAs TR ETOHIMIC RS

13
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N5 (3 2), L7ehio T, FFEEEEFIC BV TEINSOUAY BRI G U CREE 2T FR ORI —
=T EATHINETHD, —T7 . 37/ HAENHIFEBI OIRIE BN IR 7- M3 Tl de novo R & [RIERIC
18I % D WEAM2BP X° AFP O FHPENR RSV TEY ¥, 2D\ A F~— I —b i EHE A7) —
=T DBHITID, DAAS TR I ITDIIE AN =X LOFEMIIARTZH LTIV, BHIRHICE
L5 HCV Rt L2757 ) LB OERECIFIAE L 3o LU b RE IR 51X HCV HERRE B IR A7
%o F72 DAAs TRBRICI DS 2R BRI IR E <A L, B2, D NIRIPE IFN o4 14, 2) NK Hifid
TEMEAL M 1057109 3) HilEE T Mz Lo 5 ik Re O Rt 1%, 4) & #4212 B840 2 VEGE <0
ANGPT2 O L& 10 M EEATRENTND,

+=2 FFEBEERD IFN 71)— DAAs AEICBITAFERRRIEF

&5 -k 5% BB (FE) JYRIEF N —KLE
lkeda et al. 177 1.7 DAAs A& 0.4
Dig Dis Sci 2017 ™ £ % HCC 2.2
AFP>40 ng/mL 1.8
PT<80% 2.2
Cabibbo et al. 143 0.7 JEZE>25cm 2.7
Aliment Pharmacol #HE# [ HCC BERE 2.2
Ther 2017 7
Nagata et al. 110 75 BEE#% AFP (10 ng/mL C&) 16
J Hepatol 2017 7 JBER% WFA'M2BP (1 COIC &) 1.9
Ogawa et al. 152 14 FriE% 3.2
Aliment Pharmacol HCC &N 5 DAAs T TOHOHEAM 33
Ther 2018 7 <1 %
[EEE=2 A 2.3
JEFR A A (TACE., ET4R) 2.3
Yasui et al. 49 1.5 AFP 26 ng/mL 3.1
Hepatol Res 2018 7*
Mashiba et al. 368 AFP=9 ng/mL 2.2
PLoS One 2018 ™ HCC ;A& M5 DAAs ETHOHIR 10
1BaZY
HCC ;af&E%=2 [A] 1.6
Ooka et al. 95 15 EREHMOFE 26.0 (OR)
Liver Int 2018 ™
Shinkawa et al. 59 BMI=25kg/m? 28

Ann Gastroenterol
Surg 2018 ™

14
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Nishibatake—Kinoshita 147 1.8 fEsE%k 2 & 15

J Hepatol 2019 n Z31& 1.9
HCC ;A& M 5 DAAs ETOHAM 0.5
>2 4

DAAs {RIEIZ I D0 M@ rebalance %A M1AL 707 74 /L@ imbalance''?, 35 JOMLE H1 4= 22K

DAL KLY | FRITDOT=2D HCV gl Gtk ig O ied TR T PR B L 5L

ZT T IFIBRO fe s FRUBRBE D K ELZAL T 52808 DAAs 1A% OFHEIZBI 5L TS RIREMED

D, 5% DAAs IRIRBDSOIRDFIEAN = A LD L ZENHIZIE SIS~ — I — DB N E

FLEZ LN,

[Recommendation]

® HUANREIEIZE ST SVR BPELNIEBITREBIAZITZETITHERE T IFN X—RGHK
SVR %M 5 410 EDOFFEIL, ThEh 2.3~8.8%, 3.1~11.1%THS (L~ 1b),

® SVR % ThoTh, Filh, Bk, B LER, 72— V&, IR, BERFREBR R TR
ESNTVWBIAZHF, BIOBERED A~ — I —ICESEHRFBICH 527 —=
YT ERRE S & THD (L~ IV 2b, JL—F B),

2. IFN
2-1. C BUFRIAFICH WL TETZ IFN OFREE

C BUF R OIRPRERE L TR IS I E 72013 T #LIFN THY, ZHUTIX IFN o & IFN 8 2385, 1E
A (FEERRL) 0O IRN (3R 228 Tl 20805018 3~8 B L2 18 D7 Ehil 3 B0 # 5%
B F72 IEN ML HREED FR-- TREAMR IR T 72D FE B BHE - B 72 & DRITER AR LT 0o
7o ZRUZKIL T IFN % PEG AL T LA TOFMENRE 22 E(L L . 3 1 [EO#5-Tiaiko
EEEDERFSID M, PEG L IFN 121X, IFN @ —2a |2 40 kD D4y Ii88 PEG Z 44 A S8 72 Peg-IFN
a-2a & IFNa-2b (212 kD @ 1 R84 PEG 20U L X AE G &7 Peg-IFN a —2b 230 | B 1B ER
O 180 g/ TN, $%FE X 1.5 u g/kg/TAMIEHER - Th D, Peg-IFN a —2a & Peg-IFN a —2b DIRHE
A BHERIZB T DB DWW TRIRIE RIS &B 2 5Ty 118 EEFRICIB WIS H o0 il
RlZHELET B0V T AT, IFN 77U — IR EE — IR L2 D FE Tl IFN X—R A%
DOHAELLTEIZ PEG-IFN a B ARE VB LD DAA THhE 707 7 — B ILERE O S C&E 28,
2019 4F 3 A BIE PEG—IFN LOF T ATEEZR DAA IEH TR0 TSI TUVRY Y,

IFN B 1Z, R DIE PEG ALBFAN O ZAMEH ATRE CTHY | HUIEE 5-F72 13U eV LD GFFHDMRIR
LT TD, FEFIIT A TR G-I 3 [BIPL LD 55179, IFN B i, BWER D7 e~
A—/UHN IFN a I3 EeD | i/ MROIK T AR CTHY 19, 5270 EDRIERIT T 5B MED mv 120

122

o

2-2. IFN OERBEFF E1RE EOFFE
I % IEN 2MEAMIaE B TR IFN SRS T 58, Tri U AR AV REEEFE Tho JAKL
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DIEMEALS I, IPN ZBROMBEN R AL DF L VROV &5 SR Z I HE R, STAT1 OV
P b LU 2 EIRTERANEE Y . 2N A~ EIE E R T 5, LHUTE > T A OHY ALV A8
T S AN S T TSRS LD IFN #5355 5 1 (IFN-stimulated genes; ISGs)REAS#E - YR SA, B
AN AN REPFIEESNDHEE ZHN TS 12715 ZD X IFN OHLTA VAR, T8 B0 6
ZA T DI IFN N—R IR ONFIT IFN OISEVEEZHE 35 1L28B BRI FD 1 #i5F%H
(SNP)RC, 4Flin, PRI, 38 LOWFRAE e & D1E ERFICIRE RSN D 119, —F5  IFN X HCV 7/
HAT 3T 10/91 FO TR FE NS5A §HI O interferon sensitivity determining region (ISDR)<°
interferon/ribavirin resistance—determining region (IRRDR)D 73 JERZE 72 & D A /L Z{HIIK 12 L0
DA NVAN RIS FEIRD DN 8 DAA T T D FEAMPEZE F A /L AT U TR A R LI FIE R D ft
AN RIENZA T D, T3> T IRN (KT 2 506 BAHFITIE, A7 L E V2R LTS 6 D NS3
HEI D Q80K ZE R ATRITIX, HFH T2 DAA (T T 2 FEAIMPEZE B A /L ADSRRERTIAFAEL Th, 17
FELZR2VMERFI & LD RS DMFHNDZED IFN R—ZJRROF| S TihD ¥, £7- IFN OIRFLh T 13%
¥ CTHY, FrITAE E D B IRGIE B I OERE 2 LICHUEEHE S A 2 8103 DAA 1T R &R
R chHsd >,
2-3. ek

IFN [ZBH# L7 EBIERIKIZET R CTOBZITROOLILD, T THRH B - R B 5JH - BIETE
EDAL TN PRRIERIT RS LERDOONDENEH T, 60~95%DBFITFROLND, 17V H
BRIESRIT R LTl E RS 3L DO 512 0 Z< T b — L A[RE CTh D, MIRMRA AT R Cik e
MERPAD A3 AH5HF, 1,000/ 1 L AKX T3 DAEFIAK 60%Z78DHID, Lol aF HEREA 2B
B EBEIREYIEIT V72N EBZ 2 DTS 19, [JifiLER - 4 shEkE fi MR O R 135 534G 4 38 H £ T
(ZHEATL  ZORIEFARIBIZRDIEN L, 190 - AIRZRE DIFHIERD 5~10%Z58DBIL, 5 DD
BEAE LTR RN RS AR DS D DIEF] THEZD 097U 196, KEHIIEIR 1T, 5D BAGIEIR &9 DI B L 7=
H AR I3 B B FiE IO L ORI e e b= FEIA L P E IS R TH D, F
= IEN (PR R IR R 72 & D B OB R A B F0 I3 ES T L T REMER S| B CAERES
OFBICIL IFN # G ICBR U R E AN E CTH L, MEMEMALRIEHEL TGS, EELRVA
OGP ECDHIEN 8D, 16FEBIIA 2 23 A DIEEIR IR 252 803\, FEMEIZHKOIRER R
72 E ORISR DY HBLUTZBRITIE 0TS CT 2475728 k) D B 722 kI 3 LB Tho
%, FEVERROZNZ ML KL-6 ORES A H THDH, ZOft, OFiE., BREH e 2 EHEHEL
TZEITHND,

3. UV (ribavirin)

UNEVANT, 7T ) ML E PRI 7V X7 A R 7 a s G RNA BEOY DNA U1 /L
AR IENTTT AV ATE A RS 10, USE Y OFE L L C, Thl ELOGREETHEEH, v AL
DIERZFE RNA RYAZT—L OHH], P GTP ORBIER2E M HEZSHL TS W, C RUSHEAT
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RITKET DIV ANCY D HMPEL 5Tl ALT BRI RITHLH DD, HCV RNA EOIR T PiTH ikt
N RITERD IR 211 UL IFN « —2b EUARE U O B 5-1%, IFN o —2b B G- 0,7 4
JVAHEBRZN RIS KON ALT S 2 MBI T D 15,

FEIEYEE, U SE YU 1T PEG b IFN #UAITHD Peg-IPN o —2a F7213 Peg-1FN o —2b O TH W
HIVTUNZ, Peg-IEN+UASE YA TlE Peg-IFN HUE L K0 @3 ITTEHHE TIRFO HCV RNA 2
PEALDMGELNDAY, feb B AUTY ARV O RIC KRR TR OHRENEHITK TT52LTH
% 16 W AR EPN T Peg-IFN $UAI DML 3@ IFN Té % IFN a —2b, IFN B L HEH 2N i HE
%, F 2015 4 3 HIZIX, 7 /2 A7 2 B> C BUSPEIFA - FEEZS T3 L T, NSBB ARU AT — B E
K THLYRATE N LD ANERINIZ, C BEMEIFRITK T2V 80 1 HE G &1L, #5655
BERTD Hb 23 14 g/dL BA LD | (KH 60 kg L FCIE 600 mg, 61~80 kg T 800 mg, 80 kg HTlx
1,000 mg T2 118119,

3-1. VB A

Peg-IEN+USE UL FRRE OAH BT 2 SO ENE 3 FIRBR THiE S TunD 5015 E RS AT
ZETIX, 7/ EAT 1b Bl @y A VA& (100 KIU/mLJEFNZ %95 Peg-IFN a —2b+USE VU H 48 18
15920 SVR 3R[3 48%(121/254) TV, Peg-IFN a —2a+U/ BV ] 48 HIEH#E D SVR (% 59% (57/96)
Thn LY, —J5 T EAT 1b Bl @AV ARIEFILISNTIL, Peg-IEN a —2b+USEUAAFH 24 3
Fe 512D, 89% (40/45) L\ SVR HEAFFHILTND 19

BT EAT 2 BYEBNTSH T B Y RAT EAAYNE YA O RAREIL T RAT B+ S e A
FRIR OIRT, FoalaEE 2 A 42 C BUSMERTIR - REMEITIE X2V RATE )L/~ LS Z A
EVELE BEH BV DRHRIX N ARATE L /S FZAE AU AR | OITRHER T2,

3-2. Ak

UAREUAX L A 2 (8], -4 BHBISR OS2, NIk 1~2 RERCl PR IRk E7e), #A
B H TR AR EE DR LS NDDITK) 4~8 AT D, UNEUAZITERFELDHY | TP, R
ERIN . B NIC R IIRI R 375, PRI IR IR CIThn a0 | BIR BB REREOHHBRE
U CIHEEICEGTDUERDD, 7L T F =707 7 A0 50 mL/ 53 PL FORER CIIEEZTH D,
Flo, B CIEUAE VU ZFRETERNIEDD, BT OB ARLBE IR L5 TD,

UAEY O EREER IS S L THY, B ia A 32580 0FEE (DAEE, LDARe, R
WR72E) 26 2 BE TS B EIZRFT T 0058013 95, Peg-IFN o —2b+ UEUF TR D
NFRERTIE, B EDEIEH DT80  20%DFEF TY/SE Y O ED, 8~ 1 1%DfE B TIHH H B
WEThoTo, #5-BIARTO Hb IR 14 g/dL A, 4 EkE 2,000/ w L HDVNIIM/ MRE 12 T/ 1
L R0 B | RO CITIEAN OB EZ T DM E N &< D, FFIZ, 65 %L LT Hb 13 g/dL LA
TOFERFITIL, 80% T Peg-IFN 72UWNLUASE Y DI ED LB Th o7, 0BG 2 112 Hb 25 2 g/dL
LU I8 U= E B G IS KA TEHE 1 1 RN N6 | ZORESTYUAE Y% 200 mg T 528
DB TND Y Fe H-HIZ Hb AR T A ARLITZSE OU/SEY o O - 1 1k FEYE (IR IB DRV ViE
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#i1) 1%, Hb 2% 10 g/dL Aifi T 200 mg (1,000 mg & 5-Hi1% 400 mg) Jli& . 8.5 g/dL A THI1LL72>T
WD 190, ks | EINERBROD BUE Tl Peg-IFN LUANE N DIENRE TH 7255 D SVR (% 62.5%
TIHoTzDITHL ., Peg-IEN &IV ASE U O & - RFRA M BLL LT85 D SVR ZRid 45.7~53.3%,
RN DOFEEHIEICEST285 0 SVR T 19.2%L M FL T2 Pl L7eA3> T, SVR 2155720121,
Hb OIK FEEUNCEERL Do IGREAREECTHIEE TRESEHIE, BLOVRD AR O & -
IRIEZRE T HZ LM EHELTH D,

Peg-IFN+URE VU GETEE T O S EAIMNIZ 20 FYea A D inosinetriphosphatase (ITPA)E & &
ZOTFFED SNP (rs7270101, rs1127350)A3B5-F 52 ENHBLMNITIITND 10 97 ITPA B s M
(rs1127354)D CC 7 I ZAT (AP —) T CA+AA 7 ) Z AT\ L 15 HBRIAH D Hb DK F A3
FOBHETHY, CC T /AT TV A AR F 5 DISLK FTho72 19, Lizh3> T, CC T /4 A
7'O Hb ARMEHI TIXiRR P OB M OMETITEEEZE T2,

ZOMDIANEVAZETHRNERAEL T, Vo SERD | @ IRERIIE ., BREER, R5, ik, sfisel
WD, Flo, VAEVATEIY FBRIZB O TR TN RS SN TRY R 220 LATIRL CQOD A
REMED®H L L MRS | AP O LMEREITH L TORGITERTHD, FIRP ~OBATHLEE TER
WZEND | R T D AREMEOH L M EF  BLOVN— M —DMERT 5 RO H 5 B EE 2%t
LTS3 25 6 10 h B LONARE T 6 > A B OBHTA R T 20BN’ DD,
[Recommendation]

o IRV DERBIERITEMMEE N THY ., ME2H TRERLRELETHHE TITER

REBEICRHNTOLERDHD (L~IV 1b, L —FK A),

® Peg-IFN+UNE U HFFIEE P O B EA M IZ inosinetriphosphatase (ITPA) B {7 SNP
(rs7270101, rs1127354)25E5 535 (L~UL 2b),

o UANEV DHRIEICHEB TIThIS72) | BRESCEREREEFEDHSEE T L UIEEIC
BETHUNENDD, JLTF = IVT7 T AR 50 mL/43LA T OESITIIER, BT oBR
2RFIIFRIERL RS> THS (LU 1b, ZLV—F A),

o EHFBHEDORENHHILEND, IR - BHALPFOLEREICHL TCOREIIERTHD, F,
IR DA REMEOH L BRE | BL UV —0MEIR T2 AR OH 2 B BB IR 5T
LS ATHEEE TR TAONERDHD (L~ 1b, L —F A),

4. EHEREHT AV ZFE(DAA)

CHRIFRTANAD T ZAIAREERNAY J 513#99,6005 3 THY , ZDH BT A VAR F-IZEVIAE
PR FEREERE IR T NS2~NS5BIZ/3T B TND, BIFE, DAADIERI L2 > TNDDIZZDHH
NS3/4A, NS5A, NSSBFEIE THY ., 27 a7 7 —BIEM, UANVAY ) MEREARIE ke
RNAMKTFHERNARY 27 —BiEHEZ A L T 5,

20224F5 H £ CIT NS3/4AT 7 7 — B EEL L LT 77 L e AT LENL TAFFLE L,
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N=TFLEN RNYZTFLE L T3 FLEN L A7 LELOTHE NSSAERE SR EEKL L T
BOFGRAE ) LIU/RAE )L FLEZAE L T NAE L BT LA RAE L AL SE AE L D6,
EBHIINSSBRY AT — PR EIRE L TR D VR ATV IR D057 e 0838 A Sz, 20
3 R=FLE L, FITLE L, VATLE L SNUXTLE L AEZAE L T AT T LE L XI5
HAE )L e _RTTGTE ) B ITTHAE )L TAFTLE L, T RRE )L 75 7L e L OfEERFEIT T
1EEH, ZRBLISOIESIDS B HERARIZ WS TND (M1),

1 DAA DR EELIERA%F
(ByvaRIFELEBRFEA B IE SN F=ZEH)

c E1 nsas | nssa l nssB
NS3/4A NS5A S
T07 7 — U R T NSSBAUD SR
o B (Telaprevir) N
e o]
(simeprevir) (DaCIataSVir) RUXS-CIHER #igrrod
) (Asunaprevir) Ledipasvir ; ;
oy ems (Vaniprevir) (Ombitasvir) (Beclabuvir)  Sofosbuvir
(Parltaprev_lr) (Elbasvir)
(Grazoprevir) Pibrentasvir
Glecaprevir Velpatasvir
SOF7~CEEIRE mmmanaans | | FEE R O R

4-1. IFN ~_X—2Z DAA
4-1-1. 7L/ (telaprevir)

T VB, a-ketoamides R D i L IZ L0 B S A28 O % G- FTREZe LY A /L AFK TH 51,
77T —EBEE THLT T 7L E T HOVO B§ARIZ B B 584 K72 L QWO DHCVIB (s F IR
BEHTHIHNSI/AAT v T T —BEEHEAETLIEIEY | A VAR I BAE 351, FR7
HATVRIDOHCVIZH 27 AV AHEFEAMHENE I 235580, 777 L E VT, 20114R9 ] H AR THAIKFES
=y, ENEF SRR O B s T3 CICHE R BIER SR MR BB 7= 28Tz il -1
BEREREE O M BINE 72 o7, 2T 1T 7 — B EFEIEK B L OIENTZ U —DAAR R FE SN2 &b
HY | BUERIEIR T IESNDIZE-TND,

4-1-2. ¥ AFLE )L (simeprevir)
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C BUFRT AN AD NS3/4A 7a7 7 —BITxt T HBAESEIT, 77 FREEDEMTEY 2 BRI Hi
%o 1 DIIGE D72 E SR E (linear) & L2IEAITHY . 5 1 D135 F-WICKER KA E (macrocyclic)
ZHOHEANITH D, RERD/ N FALEWE NGRS — 7y M2 D VTR T D BUANME R 24412
BENTND 1 FITTLEANEEIROF 1 7 o7 7 —BIHEKTHIDOIZH L, VAT L E T
WD 7 077 — B EIED R G FE TR RSN REROE 2 AT 277 —BIEETHS
61 S AT Ve ART I BAT 1 Bl @@ AV AE:(5.0 Log 1U/mL LA ) C BUEMEATAR IR % Peg-
IFN EUAREV EOHFHTRREL T 2013 42 9 ] HAGRINIZ28, 2019 4 3 HIZHEEns P IS,
ZHUTED | IFN R—2 LT IFN PSS DAA 1T X TIRGED H IES L7z,

4-1-3. X=FLE /L (vaniprevir)

20149 H, 777 VEN AT LENL TAFTTUVENICEKE 4 07 a7 7 —EREFEIRKEL T AN
=T LEADBNKRENT-, N=TLE IS AT L E LR, REREERZLD 6 2 7T 7 —F
PSR BESNDIRAITHY , 7 /2 A7 1 B, 22 1b B HOV IZx L THROL BT AV ATEME A S
ZED in vitro IZBWTORENTWD 182, R=F L W3s 2247 1 Bl C RUEBMEATFRICH LT Peg-
IFN o —2b+URE VU LHEAFG-L, RAIZIZR=7LELELT 1 [\ 300 mg 2 1 H 2 [fk A& 545
185, N=T L EVFBERLEIR E 3 LS T,

4-2. IFN 7V —DAA
4-2-1. X754 AE" )V (daclatasvir) « 7 AF 7L /L (asunaprevir)

HUTHAE AT NSHA BRI A IRILESL, 7 A7 LE I NS3/4A 7 a7 7T —EOEKTHD,
2014 4E 7 HITKRENTZA, 2022 4 5 HHERGEF IEL2->TD,
4-2-1-1. TBHRAIAR
IFN Z 5 T IR ISR D RIGRED DI R E DO BE | 7eb N IPN 25 TR TR Lo 7-
BT 22X 7T A NAT AT T LENPEIITER O 3 AHRBRDM Tz ¥, 2iERID SVR24 5%
84.7%(188/222 ) THY | BIARELNBIRE, IFNHUSE VRS TR GIREZ el
F1F% SVR24 1% 80.5%(70/8 1] 7). 87.4%(118/135 i), ARABMENTAEZSEH Tl 90.9%(20/22 ) Tdpo
2o Fo. MIENGHRE] . AEREFHRBNCKI L ThH 7 FH AL AT AT L LR RTBRIEOH 3 FHRER
DMTOIL O FIENEFRBNISTD SVRIZ 13 89. 1% (RO T T 7 LB /IEIREETIE 62.2%) . BT
IRBICIL 95.5% CdhoT, RITEREBERNFIS IFN A% « NI A Bk HERIARR TR AR IZ 80
THERI, 4Fln ., TRIEBRAAAIF HCV RNA | IL28B B ix 2/ L OB mR T Lo A BRET B
7plpotz, TR ICH 77X A NAT AT T Ve TR A AT LT- 9096 D A& 3R/ S Tnvs
185, ZAUZZAUR, ML HCV RNA T ZRITRHHE TR 93% (n=210) | T T4 4 3 89% (n=190) .

2 8 89% (n=116) LAESNTEY, ENS 3 HABREIIIFZREORREKE CH T,
4-2-1-2. HEAIMHEZE 5
DAA DRI R Z REBIISEL B L0 FEAIMMPEZR) LL T, 7u7 7 —EBHERTHD
T AT T LBV CIE NS3/4A 8k 168 3/ B DT /ELZE H (D168A/E/V) 1 A3, NSHA ##UE A RBH
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S THDHH 775 AL LTI NSHA fEIK 31 F H B LN 91 FHOT7I/BLZEH (L3IM/V & Y93H) 17 28
DTS 198 HCV (3 FEELS O Z AR RS TE LV ANV ATH L7290, DAA TEFRTNSGZD
DIEZE Y AN 2% T DIEFIDAFAET Do X I TFHAE AT AT TV EVENE 3 FHFER (IFN A
WA - AR, RITEREENFIRTER) Tl AL hy —7 2 AIEIC L TIBIRBAERTIC HCV 3EA
MR8 B AR SR LA 214 (5 | JARET4TIZ YI93H 288 L3IM/V ZEBAA T DIEHINEEh 30
1] (14.0%) | 8 151 (3.7%) fEAEL T,

B FHAE AT ZF T LA TR BB ClIimi Ikt 35 Z A MDY AV A BT 528
DEESILTVS 19, 4725 JEHERTICIE NSSA FEID Y93 72U L L31 DI RN T-IEFN
BNT, T A7 2N =BT R TN PE AL SR E 95 NSSA FHIOD 27254 NS3 fHlEgod
D168 (ZHZ BB 5, HES O 3 fH5ER (HALLMARK-DUAL) Tl IR F]Cid L31 4
L3 63%, Y93 28 HL73 58%, NS3 D D168 28 HLAY 92% THIELL, NSHA & NS3 D A2 Bk 77%(2
HELL T2 170, 2D 57 NSHA & NS3 DiftEZE F D5 NSBA B ZE R 1 AL, BAFpE S
DTEPRINTND 19,

in vitro DRIZIUNT, YI3H & LIIM/V Dl 524 % NSSA ZHMPEZE T AL A%, YI3H R
L3IM/V Z B TH 57 AL AL NSSA ERE S RBLE SIS L TR EOmMEZ AL Tk
., Iz CELICHERIBED @ E MR T35 L31V-Q54H-Y93H A& BN BT 5Lt @iEsh
T2,

NS5A R AR EIROTRIRED /2 MERFNZIT YISH & L3IIM/V L& FIRFCRH T2 81%
VLA N (AL T —7 2 ZR3E) TV NSHA L B E IO TEN THHEARESLD, LA,
B FHEAE NAT AT T L E AN FIEFEA BRI TIE YI3H <° L3IM/V 23 @I AR S D
ZEED NSHA ZEMIMEZE BL EME AT HEEZOND 1%, ZH LIS E - AL Ry A LA

(LTI, 2017 42 9 HICHKGRENTZZ L I T LE L /BT L ZAE VEL S SEDE NG 3 MR T—
EDOHNEDREN TS L HDO | NSBA fHIsE P32 K EDIEIE T HIEF TlI§ X TR AR I &72
STEY, WEEHNRIEFRIEDBFELIRNZ LD, M), ZE - ZAIMMEY AV 2% HBLEE w2l
NHEETHD,

[Recommendation]
® X UFFARENAT AT FLVE NGB I TId, NS5A SRIRZ EIRMEE RV ANVA, HDHV N

WANZRE S DL AITET AN AP EHEEIC BT 2, 2L S E  SHIMEERT ANV AR LT

X, ZVATLEN /T Vo ZRAE NGO ENE 3 HRBR T—EDHA EN RSN THDHHD

7, NS5A I P32 RENFFIE T HES TIET N THERARR N L2 o TRY, WEEA R RIGHRE

DEFELRNIEDND, 87, ZE  ZHIMEV ANV A HBESERWIEREETHS (L-UL 2b, 7

L—FB),

4-2-2. VIRAT )L (sofosbuvir) « U XED
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C BUFRTAVAD NSEB 121%, VAV AERUZ VI THD RNA A7 RNA AR AT —BRa—RE
LTS, NSEB ARU AT —BIZkF 95 DAA 1TREL 2 BEIZ/TH5, 1 D1 HCV RNA ORIy
A NVAEG AT IA ENHREEETE NSEB ARV AT —PILES, 9 1 1% NS5B RUAT— B & A DOEEH
TEVEABLE § DIEIETY NSEB ARU AT —PILEI TH D, VRATE /IR D NS5B RUAT—F
PRAESETHY , FFHIFAN TIEMERBIY Tha v Vr =V iRl S b e HOV RNA EHLIDES Iy
ANABATIZEIAEIL, RNA &K G% 1k chain terminator EL CHEH 9%, BER DNA 8L
RNA R AT —BIZx 2B EER 17220, YHRATE T ELD HCV 7 AT LT A VA&
ZAHLTEY, invitro DL TV Az AW T oA TIE, 7 /%247 1a, 1b, 2a, 2b, 3a, 4a, 5a L
O 6a |ZkF95 50%H 2hi FE (ECs fif) 1XZ 24 0.04, 0.11, 0.05, 0.015, 0.05, 0.04, 0.015 FL
0.014 u mol/L. TH-7=,

VRATE N ISV A REIL20164E3 H | 77 2 A7 2RI CHRUME M T 2 - RAEMERTFREZS (25 LK
RSHUTZA, 2022 4F 5 H BUEHMHE L, 20234F 3 A ICEMHIFR T EL /2> TN,

HAREWN TITOL 5 3 FRRER T O GIERIL, 7/ Z A7 2 71 C RUB LT 7% - ARABHEIFIEZ Th
V. 2D SVRI21E 9T THY ., FIEHRHED 98%, BEIBIHED 95% T SVR12 28ER STz, B HEATR T,
AR SVRI2 % 97%, FIENEHE TIL 98%, BEIRHE Tl 96%, FFAEZ ClE4 ko SVRI2 1% 94%. #IENG
PETI 100%, BEIGHE CIE 89%L D sk CTdh o7z,

LV G MIE Y RAT E A RIS T 528 CTltEA BA RS LS R, HCV 7 /%
ATNIH BT NSEB D S282T BRI, EHIT S282T ARAGALZL T Va0 7 v A
(28D, S282T ZEFUZLY ECs 28 2.4~18.1 fFIZHINIL 7=, ZDLH7R in vitro T A Dk B, NS5B
D S282T ZEFNTIRAT NS AR FS LI ENRSITe, — FEERIRECIE, BAREWNE 3
FEFABRIZIVN T SVRI2 %::%ﬁj‘zum:of:ﬁwﬁﬂ@5“‘4—7°°/—7i‘/;<ﬁﬁﬁm*% S282T ZHH DN

IBEMORZER NS5B AR AT —8 PLESKICRE 2L RITM I T | REBFEITIZIB N TH YR A
TEIUSKT B IZ SN T, 772 AT 2 BN HYHRATE AU 12
DUFANE 3 FHFRERD FISSION, POSITRON, FUSION DWW U3V TE SVRI2 A HERL L2 -7
PRGN S282T Z8 BT IS L3, RBVMEAT IR W Th R I I A D220 o T,

4-2-3. VIRATE )L« LIS AE )L (ledipasvir)

NS3/4A, NS5A, NS5B #A%Ef L L7 DAA 28BS4, IFN 7U—DAA ff s ORI L EA T
TWAHIT, NSHA B SR EII IV TROL DAL B ENLF—RTFv 7 Th D, NSHA 1% 447
TIBENORDV A REEAE THY | BERTEMEZRFT720 05 HCV HE5E, KL TR A THY |
NS5A MR AR EHIT NS3 777 — B EZLS 10~1,000 558712 HCV HFEZ 4] 325,
NS5A HBEE AR EF I THHL V7SR /LT, E'=3E /L (pmol) LW RIREET HCV H§FEZ 4] 32540
BnHY, D ECs 137 /2 A7 1a BICid 31 pmol/L, 1b FTiL 4 pmol/L THD ', VHRATE L/
URAENVELABEIL KEBLIORINEZIICD LT 25 E DL TRRIIESINTNDA, HARER
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TITONTT I ZA7 1 BN T 2R OFE R A LICO B ETHAGRHFE SN, 2015 426 HIZ7 /241
71D C RUE M J - (RABPETEE 28156 U CRFRS Tz, ATE- HEIZYARATE L 400 mg L1
ZEUL 90 mg OEEHEALGHEZ 1 B 1B 12 BEE ARG T 5, USEVALGFHLR, BEOE
BEREREE (eGFR < 30 mL/%3/1.73 m?) F/2i3@tfra ML T DBFA RO BHITH L UIHREEERTH
Do SOIT, 7 7HAT 2 F0D C AUBMERFA B3 K O C AR MERFREZE R 255t G & L= A o [ NI
KRB RO AFE R A LT, 2018 4F 2 A7 /247 2 8D C BUB T I - RAEMEFEEZ8 125 LT
EINE R SKGREN T, FE- &I, 7 /2 A7 1 BLERE, VARATZE L 400 mg &L 73AE /L 90 mg
OEEMNEREGEZ 1 A 1112 BER O &35, HEOBRERTE (eGFR < 30 mL/43/1.73 m?)
FTBN A VLB TR A RO BE L USRIV E AL THD,
4-2-3-1. ¥EHFCORLAR (5 6)
HESN AT 3 AHRER . ION 3BR TId, YARATE /L 400 mg L1278 L 90 mg DJE E &
Bl & FE2 FIV T, UANE DR O BN i e I R O B3 T o i L7z,

&6 T/EAT1ED C RUSHAT - REMFEEITHT S
YIRRATEI/LONRRELVERE EDBHE 3 M ERAERAE

NREEH BERNE FFREZ(%)  SVR12 (%)
SOF/LDV, 12W (n=214) 16 99
ON-1 A% SOF/LDV+RBV, 12W (n=217) 15 97
SOF/LDV, 24W (n=217) 15 98
SOF/LDV+RBV, 24W (n=217) 17 99
SOF/LDV, 12W (n=109) 20 94
ION-2 IFNZE SOF/LDV+RBV, 12W (n=111) 20 96
ALEERR-E SOF/LDV, 24W (n=109) 20 99
SOF/LDV+RBV, 24W (n=111) 20 99
s SOF/LDV, 8W (n=215) 0 94
ION-3 1B HERT SOF/LDV+RBV, 8W (n=216) 0 93
SOF/LDV, 12W (n=216) 0 95

[ON-1 BRI ZAIETERE 865 JEBIZREL, YHRATEL/L I/ SAE LEAHED 12 8720 L 24 38
TEH, BEOUAEY O A EET 4 FECEER LT THD 1, VBV P72 L0 12 15
BED SVR 1 99%., UNEVAHEHBY 12 D SVR 1E 97%, U SEVAFHZRL 24 3D SVR 13X 98%, U/NE
VB 24 D SVR IX 99% T -7=, ION-3 BRI IAFAE L TII72WHIRNAERE 647 Blaxtgll .,
IRATE N /LD RAENELEEE 8 WIRIERDOU ANV OFIEIZLD 2 B BLOUAEUAPFRRL
O 12 BB DA FT 3 FEIEE AL LT CThD 1, U U722 L 8 TIRIRIED SVR 1 94%,

UAREYAHEH®Y 8 D SVR X 93%, USEVAAFHZRL 12 D SVR 1% 95% Th-7-, ION-2 FERIE
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Peg-IFN+U SE U TG OREIRIHE 440 Bl a2kt L, YHRATE L /LU /RAEVELAHED 12 8720
L 24 iR, BLOUACVF O LD 4 BHCEEALLT-RBRTHD 175,

KIGD 20HMRAEMENFEEZIE G Tl o7, UASEVF LD 12 TIEHEEED SVR 1% 94%, U EY
HERBY 12 D SVR 13 96%, USEVAEFZRL 24 # D SVR 13 99%, VBV O dH0 24 B SVR
1% 99% T o7, IFIEZE T/RUMEFID SVR A3 98% Tdhro7=DIZKF L, FFEZSE R TIL 92% THY | FFiEZ
JEFNCIBWTIE 12 VG D SVRUAEVAAFRZRL 86%, USEVHEH &Y 82%) L0, 24 BIEHD
SVRUASEVAGEZRL 99%, VU HEBHY 99%) DIFIDE R Th o7z,

MBSV 2 AHRRER (LEPTON #BR) IZB W T, 7 /4 A7 2 Bod C BUBMERTA& S C BB PERTAHZE
BE A G E LU TRAIDF RO N L MRS 6 HZIT B3 HITHY, YARATE L /LY
PRAENVERABED 8 IR (B IMERTZ 27 1)) 72 L 12 T IEHE (BT 24 B, ARAETERFEEZS 2 1) A3

TTOITM, %% D SVR (T, 8 H# 5 74%(20/27) . 12 HBFL 5 96% (25/26) (12 PEATFE 96% (23/24),
{RAEPERFIEZE 2/2) ] ThH-T-,

4-2-3-2. ENRERO A
4-2-3-2-1. ) HZAF 11

A ARENTI T3 3 FHEERIT, 20 s LA L, {KFE 40 kg L T, HCV RNA 723 5.0 Log 1U/mL
PLEDT 252 A7 1B C RUEMERT I - ARIEMERTFRE AR 2 5 SR LT 177, St GUER] 341 BlDH>H | #IENG
FENY 166 B, BEIRHENS 175 BICHY, TDHrH 7 a7 7 —B I ERE G TIRFEOH HIEFD 40 FIT
boTe, 7/ HAT 1a Bl 1b BINZIZEI 3%-97%, EEIHERML 59 ik, FFAEMB DV Fibroscan
(>12.5 kPa) TR2Wr LI ITREZE DS 22% 3 £ TU s,

AN 5T, VARATE L 400 mg L1 SAE L 90 mg O EEHEAL S SEE 1 B 1A 12 HFERE
A 5-9 2V Ve REL U BV 2R EHRIZEY 600 mg, 800 mg F72i3 1,000 mg A &
BHO 1 H 2BETHAT ISV AEED 2 BEEME LRI T LI,
2RO SVRI2 1X 99% THY, USE VAL Tl 100%, U ASE VB TIX 98% Tdh-o7= 177, YllA]
1RG0 SVR 13, UAE VIR L TIE 100%, U SE YRS D T 96%, BEIG#FID SVR 1ZU /e
UPFRZRLT 100%, UASEVAHERBHYTH 100% Th-72 (X1 9)

RABPERTFREZA B2 IV TH SVR 1T, UASEVAARHIZRL T 100%, USEVA BT 9T% T o7,
1L28B i fx1- 25! (rs12979860)~7 1+~ A7 —% non-CC T SVR (T, U/SEVAAEHZRL Tl 100%,
UASEVAFHBY TILI8 Thh o7z, 77 7 —EBRRE A & ToIRIEIED &2 0E 1 40 1 TIX B3 SVR
L7207, SVR LRI T-DITIRF RIS R 1L LTz 2 BilE, TRFRK TRICHIRLE 1 FlOoRTH
ST, FRLTZ 1 BlE, BV HFHBRCEIOANT BT RIB R THFEZE D7Ru 55 D LM THYIHE
KT RET L AL B Tlho7208, IR T 4 AT HCV RNA 285 B L7Z, ATEGIClLiRm
BRAARTFS L OVFEARE £ C NS5A @ Y93H BB AAF L Tz,

ARRBROFE TN I SE VARV 2O ALV RATE L /LU SR VEL A EE 12 BRIEIRN 7/
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HAT 1D C AUEVERTFIE - REMEITRE A X L TURRBS Tz,

100 100 100 98 96 100

100
80
60

40

B9 /4847 1 B C BiSHAT

SVR12
(% of patients)

Ol 171/171 RSSIES 167/170 A K-REEFEEICHT HYRRT
° £k EESR  BEAR 2k #ENAER  BEE® E‘)L/I/:),\OZE)'/EE‘%ﬁw}SﬁE‘Z
SOF/LDV SOF/LDV+RBV & (ERNEIERER )

4-2-3-2-2. /7 ) BA T 2RY

Fo T IEAT 2D C RUBMEIT A B T C BUREMEITEI A BE 2R EL T, YARATE LY
NEUAF ARRIEE R RE LT 3 BRI  1T, Z09h ak—h 1%, FFEEZE 30 fil% &t
214 BIFIIRITERE 146 5], BEIRIE 68 H) AR RELTZVARATE L /LU SAENVEEE Y TRAT E L < URE
VI BEE D IEAELALERER (W n 12 % 5) ThoTo, SVR L, YHRATEIL/L U/ SAELEE 96%
(102/106) [1&MEFTIE 97%(89/92) | ARABVEATAEZE 93% (13/14) 1, YARATE /L USE VL RE 95%
(103/108) [1&MEATIE 95% (87/92) | ARAEMEATFAHZE 100%(16/16) 1 THY, VIHRATE /L U RE VAR T
DY HRATE N/ LSRN O IELERHER ST, VRAT IV /L AR VEED TR R A5
WL 3 BIDSERA, 1 B KBEE T Chote, 7o, adk—h 2 LU T, UNE YA - A 31 25 5i1(9)
[E]7555 13 Bil, BEIAHR 12 BICK§ DY RAT eV /LU SAE VR 12 B #5-2M Tz, SVR SiX
96%(24/25) THY  TEFEARIND 1 FlIEFHE Th-7= (K 10), Fiz, ljmAR—MIBITFH/HFATE L /L
DAL VBB OTRIRIERID SVR I, WIEITEHE 96% (82/85) . BEIRHE 96% (44/46) LR THh -
7=

96.2 95.3 96.0
100
— 80
n 5
2 60
e ©
3
S 40
20 103/108 24/25 K10 2 J84F 2 B@) C BUSMERTF % - 4%
° R 4 Bk R TE JL/L S
SOF/LDV SOF+RBV (Rge%é\;ﬁ_ AEIVEL B R D AR
1258 12;8 R ) (R
128
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[Recommendation]
o F)5A7 18D CEUBMRTR - REHITFREEITH TV RATEN /LU AL NE G EED 12
EFNAED SVR HiIE< BNE 3 HRBRTIX 100%THD (L)L 2b),
o [FiEZ, 1L28B B|i=T £, FH#h, FLARF HCV RNA B8 O BRIz IREHRDOZEIT
HHNRN (L)L 2b),
o F)EAT 2RO C EUBMRTR - REMITFREEITH TV RATE N /LU AENEL G HED 12
HREROENSE 3 FHRBICI1TS SVR Fi 96% Th-o7= (L1 2b),

4-2-3-3. 7/ BAT" | WU 2 Tl % [ TR i
TR0 T A A O R RS L 1™ 1c AU, 2015 4F 11 A D 2017 4F 1 A £ CICRiAEIC
3,296 BN ERS I, ANERRAT R G2 b7 o7 5477 1 A C RUBVEIFER I 3,187 BilDHh | 3,144 {4l
(98.7%) T SVRI2 3042, VA/VAFHNERAINT 43 HITH o722, 2055 24 FlIXBLIEH G
(13 B FH 2 F 2 A NAT ZF T LG TR D) T o7z, RIBFEHF 2,007 1T 1,988 Hi
(99.1%) T SVR12 2o, MAEMEITFREZ 486 i, mikin (RIRBRAAIE 65 Ll 1) 2,085 #iI T,
SVRIZ2 (ZZ4E 1 466 1] (95.9%) . 1,996 1] (98.3%) TIEMIINTIY, X7 TZAENAT AT T LE LA
FIBIEA I BILAA 3 SR TSR D EPEDO R E 22X N IXAHIL TR,
[Recommendation]
o TREMEFARERAE I, 7207 1 Bl C BUBMAT& - REMEFEEICRT 5 R A
TEN/LURREN 12 BEERBROTREICEITS SVRI2 Fik 98.7% TH-o7z (L~UL ),
® X UFHACNAT AT TVENGERTERARIFILIS, HFRE FIC LB RO RERIETIX
FHHITWRW (L)L B)

4-2-3-4. T4t

AT 1 RNk 5 BARERNE 3RV T, BIERICL P IRIRW-FRb A Y
DEED 2 I THY, 1 FNEEIE THIEL, 1 BT OME IRIZRDIE T HITh o7 10, SETHII LTI ZE CTHfHAT
IR (A R— 2 ERIE, FRAHEE) | OB ELHY | A EERIEAERFITT AL AV LA &
YUEZ PR L Qe BERBWERIZNTIOUAEY A HHVEED 2 #ITHY, 1 il Fibod .01k
ICEABETH, B9 1 FlEat O EE Ch o7, UNEUPERZRLEEOBIVERIL 65%DEFITHREIL
2o B B ORIERIZSIHEER D 29% THY | MUZITERAS 7%, BHEEDY 5%, K FRFED 4% T
ol 723, ENE 3 HHERER TILIAUEMENTEEZ (Child-Pugh 4348 grade B)JEFIIIXI NGRS
LTS,

2015 4 11 A RFRUCIIT DT KD TR IE A FR AL T, el FRE F14 9,423 il RIVEAFEEL
BIEHS 152 151 (1.6%) . EFEZ2RIVEHFEBLEIELAS 46 151 (0.49%) LA S TWD, BHERFEIEH DI B
HE B IZERO LN OIX B RERERRE (7 1) T, IRWNCTHIZMAE (4 #1]) ThoTz, BT AR 4 ArER
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RAENZEDFETHIN 1 FlESI TS B, 2018 Ffl FHRGRETRZA H RS S Tk, Ltk faT

RG] 3,289 BlDHHEIME A FE BT 199 51 (6.05%) . EEZREIEMIL 17 1 (0.52%) Th -7, &l

TERELCEBEE TS 7201358 (0.94%) . FEHK (0.79%) . HPNZ (0.49%) THY, Y HIRIEL 22 >0 i

BROBEWERD 3,289 Bl 4 fEDAHTIH 72 17,

FIT ) BAT 2D C BUEMEIT IR UL C RAEMENTIEZE BB 2t e LT EINE 3 tHRBRIZ I W
T IRATE VLD /RAENVELESED 12 B G- STV RATE A 0 12 #5134
LAETHY, BEML BIFCThoto, ZORIT, YIRATE L /LU RAE AREE IRAT E LAY REY
BELOBAEBLRBRICB D E A EER (O T OB GHET %L EOWRE TSN a5 F
5) DI TIE, YARATE L /LS AE VEED A [M1.73 5 DN S IHEES DR B EE A R AT E L+
EVRHITEE L TR D o 72 (B 0% K T8 22.2%, SRIEEHZS :9.9% M TF 22.2%) '8,

[Recommendation]

o [ENE 3 HHEBRTIL. UNEVUPEABHCBWCETH 1 fleETeRBIERICESF LN 1.2%, &
BEREWERAD 1.2%80 0N, USEUV B DRWYRATE N /L IR NVELASE 12 IR
BTIE, BWERIZ L 2B EPEHNTRLS . BEERBWERA b RN 272 (LL 2D),

o A7 2BUTRTHENGE SRR TIL, YARTEN/V O RAENHOE MR DTN £H
SERDRBUEE R BATENAYASEY AL TR o 72 (L)L 2b)

o EREMIFEEEZMRLLUERBRIIITOI TRL T, REMLRERIN WY, FEAEME
JFEZES] TR EEATORE TRV (I —F D),

4-2-3-5. FAIFH A A

VIRATENBINV T /RAE IR AR—2— (P JEEAE ., AEMEERE ) ORE ThoHT-
D, FENT P FEERAEAHE T AL 0P T2 TR ENME T35 a i $H D, LA
ST, N7 PR AEFEEREAE TV 770V IR RE Y To=b 2 BAAVARFY
I (ErheYa—r X U= ARRTHY V7T T T e — VIR TH D,
Fo, BN pH D ERA-T5LL O SAE LV OEFEEAME T L, M HIREAME T 357210, KEE{LT v
=L KB~ 7 3T DR E ORISR Hy ZARIETUIE, 7 ab R 7 IERKIIHEER T
Do —HLPRAE D P OPEEQECHEMMEE BE (ST O EFEEICI IR m AR
T T IRE N Y T uFx VT VIR O MBE TR LR D720 NS0 FEAN IO EESE
ThD (EE2SH) 1,

WD THIRZITIN T, YARATELE DAA BANIINZ T4 v ORI G LOIRIRIED A
HRZ U2 9 SEBID G SN CND, YIRATE L /LU S AE VELAEED 3 B, VIRATE AR 754
ZE NI B B, Y RATENAL AT VE AR 1 I ThoTz, 26055 76T B K3 HF
STz, 6 BICIZIARBRAAT: 24 RERILAN, 800D 3 BIICIE 2~12 A DAIZHRIEL, 1 B
HRIZEDIETE, 3 BIN N —AA— T —fE A BB T LT, VIRATE IV /LR A VEL G SEE T IAF a
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EOFHAEA ORI BLOMFFIX R THHH, TOOFITHELECE A,
[Recommendation]

o P WEAEBREMHAEZETRIZZ L LYV INATBE Y, Ty, BAIUZ YT
(Vb Pa—r X U—NBARR, V77T Fr, 7o/ — VIR ERE THD
(L~L 2b),

o flERE, Hy REMBHEHE., b ROFHERIILVOARZEN O MFEHRELE TS5
DHFFHERETHSD (L1 2b),

® TUOdXL o BANREFU | T)REN DY TuR T VBRI, LURAE LD P HEEH
BERAEMEEAE I AMBEEAICIVEFREN LR -0 AERETHD
(LUL 2b),

® VRXTEN/LIUNRRENEA LT IFF ar O AER G IVRIRED RERE S LI 5E
BIRHESNTNDIeD, TIFF B EFOEFN X T 2% 53R T2V (I —F D),

4-2-3-6. FEAIMHE

LAVar AR MAEZL O SAE VARTE FICHERER R 32 28 Tt 28 B A MET L7z /5 R . NSBA @
Y93H ARSIz, E5IZ YISH BREZEALTZL Va3 OT vEAZED, FMZAERIZEY ECs 23
3,310 fFIZEENMN LT, ZD L7 in vitro 7 EADFERD G, NSHA D YI3H A F(FL /AL Vg M
AR TS DIENRSH, EDMD NSSA ZERAEALT-L 7 Y= il Tid, L31IM, P32L 2 # Tl
ECs0 23 2.5~10 fFIZHAIN, L311, L31V 22 FTlk ECso 23 10~50 {5250, P58D 28 #Cid ECso 2% 100
~1,000 FETHINNLT=, B0 NSBA ZERL FU= 3, VHRAT MK L TR Th -7, Fi-
VIRATE AR T Z 789 S282T ZBRL 7 Va1, LU/ A /I L ORI E R LTz,

BRIRBUREET Tl 7 22 A7 VRN 2N S 3 AHRBRIZ IV TR LR EE 1% D7 — 7 v —
AFEATIZID 76 151 (22%) TIEHRBAAARTIC NSHA 8 JM ISV 03 SVRI2 Z R L7227 o T DIXTRTR
AN Y93H 2 LTz 1 FlDAHTIH-72 (SVRI12 1F 99%) . SVRI2 AR LIeD o7z 1 BT 4—7>
—J T AT ORE R IRIRETR L ORI T 4 BT YIO3H ZBRBBHSN, ZOto
NS5A 258 350N NSEB D $282T ZEHI3he & o7 180, 72d5 . ZDBROVERE 51213 NS5A
BRUE SR ERORBEREAITE TN TR b3, ERLOIREBAARTO NS5A ZRANZX T2V HRAT
B/ LSRNV B A BED IR RN TRIRIC > TERSNIZb O TR DIFET S HCV
RNA @ NS5A 5 GE= -2 HllCxt 56D THHZLIZFEETOMNENR DD, X I THAE L+T A
FTLENBERIBRO AR I FI CHER SN NSSA L EIMEZLERIZOWTOYRATE )L /L U/ AE
LA BEDIEF N TN HOW TR, TR DRE THLZ 60~T0%L & ZIL T\ D,

T IEAT 2B C BUBPETREE T C RAREMITEEIA BE 2t G L L EN G 3 MRS IAGER

TIE, AFFEGHED 92% (118/129 ) D BEHZ TR—ATA L HHZ L3IM 250D NS5A MitPEZE Bk H &
NI (T )84T 2a 85 ], 7 /2 AT 20 336) o AL LI BIDIEE DHG | &/ Z AT 24185155 SVR12
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1% 99%(84/85 i) , 7" /XA 2b D SVRI2 1% 91%(30/33 f51]) THY | MiEZE B AR H S48 o750 D
11 BlEETOREDN SVRI2 M LT, ARG CTHAICE ST 4 FITIE XR—AT/ LT
ANVAZEHEFRAR RN DZBO BV AT, L3IM U L28L/F+L31IM ¢ NSHA MitPEZE BN S
oo Flo. 2B A NI T, ALV AFENERE A DORS 1C . H7272 NSBA it 28 oo B39
NOIEFNCH RO RT3, 1 FICIIA%EmRR NS5B P SR EZE B TihD S282T D HHATRD
7o B BB BI V=2 — V=T RDDIER—AT AT NSHA TitEE BBFEL THAKID SVR i
100% T -T2 EMNHRE SN TVDH, R_R—RAT A2 D NSSHA [t ZEF L SVR HEDBJE IOV TIEA
DIRFEDELTIH D,
[Recommendation]
o [ENE 3R TIT. NSHA HEAE A KA EROIBRBE O MEFIZ BV TR B AARTIC
Y93H R ZHL THERIT SVR BSERENZ (LU 2b),
® FUTGHAENAT AT FLENGFRRRORRIFI TRES Nz NSSA ZEMMEERIZHOVT
DIFATE N /L P RRENVEL S HEDIREDRIZOWV T, TREDORE TRLE 60~70%L
HWEINTHD LV 5),
® F)FAT 2ENTHTBYHRAT N/ LY AR NVELASEDE NS 3 AHRBR Tid, NS5A fitEZs
EOIRWERTOD SVRI2 i 100%, NSHA Tt ZERDHDEER|TD SVR12 R3S/ ZA7 2a
T 99%, 7' /ZAT 2b T 9% ThoTz, ~—RFA D NS5A THEZE R L SVR FED BT DOV
TIIAHDOBRIEBLETHS (L1 2b),

4-2-4. F L HZ AL )L (ombitasvir) /XU Z 7LtV (paritaprevir) « U~ FE L (ritonavir)

A BEZAE LT NSHA R AR E S, XUX T L E UL NSS/4A 7 a7 7 —E DO EHK THD,

ZOMFINZVNFE N E O LZBLE AN 2015 4 9 AAGRIIZ28, 2018 4F 9 A BIEREN P RS
TW5,

4-2-5. T )L/NAE)L (elbasvir) + 275 7L E L (grazoprevir)

TILRAE LI NSSA HEUE SIAILESR, 77 7L E LT NS3/4A 707 7 —EDHERTHD,

ZOMFNZEDIBEIL 2016 42 9 ARSI AN, 2021 4F 10 A HRFEN 1k &7 o7z,

EWNTOH; 2/3 HFBRT SVR12 =T M AT SIEGI 2K (SE3ERE) T 96.5%(219/227 #1)) | ARAETERT
TEZSREBC 97.1%(34/35 fi]) Th 7= 1%, ENEE 2/3 FHRBRIZIB W TR LI ThH -7 7 il (2251
FHER) 2 F1T DB AI#£ 0D NS3 » NSHA SEII A RO & /58 NS3 FHIROD L R MFAEL TH
BHENER BN LT WO RE RA AT DI, IaH4IC NS3 fHIROZ E A S/ B T3R5
IRz 80185, —5  NSBA FEIROD 2 BRI A RLNTE 72 T 12 TR EHL, 2812 Y93H 285
T4 TR DIV, P 5-BIIC Y93 28 A& T NSBA SHIR D ZE BANFIE LR - 7- 3 BTV T, 15
PEARRENIRFIZIE YO3H A2 5478 3 Bl b HEL Tz,

4-2-6. X ITHAE )L+ T AF T LE L+ _7T7E )L (beclabuvir)
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2016 42 12 B, XU FH AL L TAFT T LE L BIONRITFTE L Z AT 3 KO A FERENTD
RIYERR 78 KGR A2 T, ZOBRIABEIT B AR NSSA EHIE A KL ESR (¥ 752 A )V)  NS3/4A
077 —PIHER (T RAF T L) | IR NSS5B RUAT—PILER (N7FTE L) L) 3 FEEEF
DELEBETHD, 777 VT IERERRT NS5B RNA RUAZ— P EIK THD, VARATE /LR NS5B
RNA RYAT—BEHES D3, YARATE A RMEEERIZ 3 S, HCV RNA #RREZ D A L A S T
IZHIAEN T RNA #HHA %35 chain terminator THDDIZHKIL, T T E /LT NS5B KU AT —
PEAICHEAL. TORERIGIEL LE T 2RI ORI AT —BILEK ThHD, LT ITHAE L -
TAFTLE N -_ITTENRLEEED 2018 4 12 H e dikLleo7z,

4-2-7. 7L 7L )L (glecaprevir) « E°7 L L Z AL )L (pibrentasvir)

TVHTVE K NS3/AA 7'a7 7 —EHEIK, B 7 L ZAELIE NSHA # A A (R FH E 3K
Thd, WIS in vitro SR CTRIED T ) ZAT DFHTIE72<  HCV 7/ Z AT 1~6 B4~ TUTx LT
SR 72T AN ATEMZRBD D EEHIZ (NP ) RN Z G UACNZEDIRIITNG 19,
o TV ATV E T RO NS3/4A 7 a7 7 — I E IR EE 4 2R B R155K, D168A X
O D168V 72&E DT /BRI L ThHIVANVAEEZ AL, BT L ZAE LT, 5 — AR NS5A i
FHI(FLEZAE ) FITZAC NV BEOL /AL W) IS U T2 7R3 7 IR 5L (31 (LB XD
93 NEZRENTH L THIUANAEWZ AL TS, > T, ZL AT LE NN /BT L ZAE MRS BEIT
IFN 7Y —DAA IZEDRHEREA I BIL E 6D, 7 /2 AT 12 BIONENLISN DT ) 52447 D HCV
DB LT BE IS L TERN THD, IEN 7Y =2 DUNRE N 7Y =D = /B DAA Thd, U+
Ly MNECASEIZZ L A7 L E VKT 100mg BEIOWE T L ZAE )L 40mg RS L7 v b3 —T 4
ITEETHD,

2OOEWNE 3 FHRBRIBIO 1 SOUWFSEE 3 HERBRICISW T HCV 7 /2 A7 1~6 TO R [EIHE
BEOIFN 7U—DAA Z 5 e BEIR IR DD C RUBMERT R FI I TAUEMNTAEZE | B o B RE PR
AT25H C BUBHETR AMBEMEITELR I L, v U ALy MRS EEO A MR LV B RS- 2E
DORGEIRFEAGRH FEEI TV, 2017 4F 9 HITEKRSLZ,
4-2-7-1. #EH CTO AL

WA SR AN E SNV T, T AV BT H AR, =a—T =T R A —ANUT |
TN Aadigk TiToTz, 7 EAT 1 BB O3 BOREFNZ T 56D ThHDH ™, 7 /247 1 8
D 27T FNTHL T, ZL A7 LE L 200mg, B L ZAE /L 120mg 28 12 8 $% 5-8407-, SVR12 i 96%
(26/27) THY, SVR PR TERD T2 LBNTER Ch o7, —T7, 7 /2 A7 3D 55 il LTl
VAT LE L 300mg, BT L Z AR L 120mg (U3 800mg A O3 2REE O LR EED 2 B
TOL1: HTEER R ThNZ, UANEV 20 HLZRVEETO SVRI2 43 96%(27/28) THY,
I SVRIEFNIRITV TR Th o7, VBV 2O LIZHED SVRI2 21 100%(27/27) Thho7z, ZD &
N IEAT 1 BB IO 3 BTk 27 L BT LE L BT Lo Z A VBT E WA A R U A
FFELOEE BRI KRR THY, iR AORFERIUTEN T, 2l REEE LT,
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TAVI HFHE AFIA, 22—V =T R A —ANTVT | TV N adfisg TIT oo il
(SURVEYOR-T 3L 0" SURVEYOR-II; 45 2 #H3kER) TIX, 7 /%A~ 1-6 BIC HCV RNA &% 10,000
U/mL LA EOREFID K G2 L7p o7 188, 449 BINKRERSAL, 7/ Z AT 1 BN 25%., 2 U 29% ., 3 A3
39%. 4~6 BN 8% G EN T, £F 7447 1 BOEHFNZH L TOZ L A7 L EL 200mgtt’~
LU ZAE L 120mg BE(40 7). @7 L A7 1L E L 200mgtt’ 7 L ZAE )L 40mg BE(R9 Fl), 722 AT 2
FNZHRILT@Z L A7 LEIL 300mg+E 7 L X AL /L 120mg BE(25 #i), @7 L A7 L E L 200mg+t"7 L
UAEAEL 120mg BEQ24 f), ®7 L 7L E L 200mg+E T L 2R L 120mg+U /e U RE25 f)), &5
(2B ) ZAT 3TN L TOZ L A7 LE L 300mg+E 7 Lo Z A8 /L 120mg BE(30 ), D7 L7 LE L
200mg+E7 L ZAE L 120mg #E(30 ), @71 17 L E/L 200mgtE 7 LA AE L 120mg #E+USEY
EEGL ), @7 L AT LE L 200mgtE T L ZAE L 40mg BE0 )L, 12 BRSBTS 2 A
712 B3 RIZNEIUCOWCHEE G & 2 B3 BUZ W TR ASE YA O B2 12 ek
Tz, ZORREREZ 7V A7V E T 300mg, BT LU Z AL 120meg (ICHEZEEL, 7 /¥
A7 1 BNZHOWTIIEFE B Z 8 HEICELEL T, @7 /247" 1 BRI L C 8 M # 5-#£(34 #i), @
TIEAT 2N LT 8 M G- HE(G4 1), @WIRNERRT /2 A7 3BT LC 8 i il G729 151).
QEEIRHRYT )2 A7 3BT 12 BB GEEQ4 ), @7 /X AT 4-6 BT C 12 B #5584 (34
Bi), LA b 5 BEZBANLIZGT 14 BRSO Tz, ZTOFER SVR12 X, 7 /247 1 BT
100%, @97%, @97%, 47/ Z A~ 2 FIT@96%, @100%, B100%, @I8%, 7/ Z AT 3 FIT®9I3%, (DI3%.
®94%, @83%, @97%, ©392%, 7/ Z A7 4-6 BITWI00% T o7, ZDOIINTTRTOF /I ZAT B
TIVHTVEN /BT L Z ANV E WA RO T, GBI OWTX, 7 /2407 1 AL
2 FENRFED 3ANTRL T, 12 @25 8 WICELMEL 727 L 7 L E L 300mg+E7 L 2 Z AL /L 120mg
F 5 THFEERICE SVRI2 REIRLT,

ZORBRTIL, TR D NS3/4A FEIK, NSHA SEAIM 24 B2 >\ TOMFIE population
sequence EFIIRMAL =/ —2 HNVTUTOIL TS, 7 /2 A7 1a B 70%, 1b L 76%, 2
75%. 3 7R 36%, 4 4 37%, 5 B 0%, 6 Y 63%L\ DM THFIMAMEL A HS 728, 2o X578 HCV
WU CHRTIR D LSRR D AT,

FRAFEFEZIT UACY A UROEETIE, BRI, BUR. &5, TRRE Tho7203, Wih
HIRE ThoTz, MERAERT X, AST ERNEFED 3 f520 BIZ R L3 1, ~E7ae B
8~10 g/dL 1T F LM 1 BIZRD BT, — I ASE YL % ffi i LT BE Tl ~E7 BE UEIK R4 4
IZRT,

SO /AT 3 BUTKT DA B L 2 Vi et U7 R ARRUBR (SURVEYOR-IL; 55 3 AHRAER) 73,
TRV A—ANTVT T H [ TTVAR, == =T R AFVRATITh ¥, et RITFEZA T
VN IEN 220 LR AT B IUIC X DBEEHBI T, 7L 17 L EJL 300mgtE" 7 L 2 AR L 120mg @ 12 il
HREL 16 HIRGHEO 2 BRI HTE/ER BT U2 lGRBR L L TP T v, 12 &R 5RO
SVR12 i3 91%(20/22), 16 5T SVRI2 FIE 95%(21/22) Toho7=, —J7 , AAEMEITFIEZSE 5 D
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BIEEHEEI T 12 WG, BERHEFITIX 16 G528 {ThbNniz, SVRI2 RiX 12 HE LT
98%(39/40)., 16 HH5-#F T 96%(45/47) T o7z,

F, BB DAA RIEE T TSN /247 1 BOIEFNZXE T 27V A7 L eV /BT L A AE L
OF 12 WL OBRRBRO D RS 1, ZUEd —70 7918 2 #HiBk (MAGELLAN-1)
T, LA LEL 200mg+E 7 L Z AL 80mg (A #;6 ), 7L 7 LE )L 300mg+E" 7 L Z AL L
120mg+U "V (B #;22 ) . 7L B 7L EIL 300mg+"7 L2 ZE /L 120mg (C BE;22 #i) O 3 FELe
BGERER L T IT O, B0 DAA JREIL, 77 7 —BRHE KA 5] 25 1], NS5A FHEF A 151 8
B, 7'a7 7 — B EHENASA BLEFSEE FF] 17 B Ch o7z, 4D SVRI2 FiE, ARE 100%(6/6),
B #E 95%(21/22), C B 86%(19/22) Tdr o7z, TBIEBHARHTDOFEAM I SO BT A HE 83%(5/6). B B
82%(18/22), C &£ T7%(17/22) ThoTz, ZDIINT, FVL AT LE N LT L U2 2E VG IR, 7 /%
A7 1T IFN Z7U—DAA IZEDRNER AR BNKI LT 12 BOE G CEWEIEE R U, A%
FHT L2 BRE IR E CTh o7,

RAEVENFAEEZE (Child-Pugh 227 6 mLLF) DS /2 A7 18 2 A 4R 5 A1 6 TOSEFIZ 5L
L= hiis% 55 3 ARRBR(EXPEDITION-D23, ~LF— BT H KAV T IVH, Ay T AV BT

Tz, BEEIZZ 1L H 7L EL 300mg, BT LU ZAE /L 120mg T, 12 M 5-8h7z, 146 FIA3E
kS, 7 IAAT 1a B 48 BiI(33%), 1b L 39 Bi(27%), 2 7 34 511(23%), 4 A 16 Hi(11%), 5 7 2 f51I(1%).
6 B4 7 B11(5%), FIIRHEIE TITHIENEREBIAS 110 $I(75%), AiaR DA 36 ] (IFN ~— 2755 25 1,
RAZE VA E TR 11 ) Téh-olo, 145 FI99IZIU VT SVRI2 ASER S, 1 HI(7 /247 1a )
DR 8 B IZHRLTZ,

HEEMRRIK oA T 2B R B L OBV REZERED T ) Z AT 1~6 BUIDTEGIZ Rt G L LT 2%
Mk 55 3 AHERBR(EXPEDITION-4)3 A — ARV T | XX — JFH  TTUA XV AZ)T | ==
—V—=TUR AXYAR, T AV TITOII 1%, 104 B BRERSIL, 7 /2 A7 1 7Y 54 151(52%), 2 7Y 17 45l
(16%), 3784 11 BI(11%), 4 784 20 f511(19%), 57 1 Bi(1%), 6 7 1 BiI(1%). T I TR BRI 125 60 $51(58%),
RITEIRSHY 44 Bil(42%) (IFN _—2J55 42 5, YRATE LG TR 2 §) ThoT-, BHREL L CIX
CKD A7 —2 4, 52N 14 1], 90 1T, @A #iAs 85 i3 Fau TV 7z, 102 4l(98%) 1245V T SVR12
DSEERKSIVIZ, SVR ZEERC L7272 2 D5 H 1 FlIEIRESHE T4 2 3 B IR i CAE T, £ 1 fillX
189 4 B T FRORWER CHIELIIERI Thorz, BITEHELTIE, BFE, R, HX7eE iR
bz, G IEAIL 4 B Th o7,
4-2-7-2. [EPNFERO B

HAICBITZENS 3 R IT, OF /27 1 ¢ HCV RNA &8 1,000 1U/mL LL_E, @lEiGa5E
FIFBETAIER (DAA 159213%<) . eGFR 30 mL/min/1.73m? PA_ b, FERFAEZE 36 JOMUEMEATAEZE 0, @
7 IBAT 2 BT HCV RNA #7% 1,000 1U/mL LLE | FIENERE E21ZBER (DAA TG RIIERS) L 2707
F=2 7T T A 50 mL/ 53 LA b FERFIEZE 36 JOVRUBEMERTAEZE %2 0D 2 FEAMT 41, SHITTRIE N EEG]
I RERS>TO-1:7 /247 3-6 BOIENFHEE L L OREHITEZE, @-2:7 /A7 1E1T 2D
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DAA BEIBHE CIENFREZ 38 L OB T ZS | @-3: T O B REME F (eGFR 30 mL/min/1.73m* A
AT D07 ) ZATTEE 2 T DAA RIGHDORTIEZ  @—4: HFE DB FEREFEE (eGFR 7% 30
mL/min/1.73m? K& F 457 /) XA 7 1V E T2 2 T DAA RIGHRNOIENFREZE *' D 4 Fl, LI 6
FROMF DT, G EITT XTI/ L A7 LELN 300mg, BT LU ZAE LA 120mg Th-o7=,
4-2-1-2-1. 7" /547" 1 B (CERTAIN-1 #B) *° (1X] 18)

CERTAIN-1 &BRDT /547" 1 BIERFREZIEGITIX, A7 —= 7 REEAIMTEZE B oo 7au EFC
DWW, Z L A7 LEIL 300mg/E T L ZAE /L 120mg Bl A e (8 ## 5-) LA L X AL L/ RUA T L E
L/ INFEAERESE (12 8 E) Lo 2: 1 BEIEAEIOA T EGERERA T Tz, A7V —=17Ikf NSBA-
Y93H DittEZ RO TIEFNT 2BV AT LN /BT L ZAEVEL A BE 8 G- FEICEIVfHIT b,
SVRI2 IFZT VAT LEN /BT L Z AL VELAHETIX 99.1%(105/106) Tdho7273, SVR FEZERKD 1 ]
1% SVRADHERZINI=H DDZ D KB L7 T I R ThoTe, LB X AL L/ /RYZ T L E L /YR
EUVEL A BES 2451 SVR (52/52) AR LT,

FIRAT 1 BRFEEEFER TIZZ VATV /BT L A A VEL A BEN 12 HF S, i3
SVRI12 3 100%(38/38) T o7z,

99.1 100 100

80

SVR12
(% of patients)
(=2}
=

X18 # /847180 C RIS & - EM
FFREZICXT 259 LATLEIL/ETLUARE
GLE/PIB OBV/PTV/r GLE/PIB

8l 128 1238 IVERE SR8 FRAGE (BN 3 FREER ©)
AT AT R

38/38

4-2-7-2-2. /7" )% A7 2 A (CERTAIN-1, CERTAIN -2 75%)** (1% 19)

FIEAT 2 RIERFEZSEG] Tl ZV I LE /BT L XA ARAEE 8 i 5.8 RATE L+
UASEVAAE 12 G- 2 BAC 2: 1 TEERROAT EGRBR M TOh, 7L 7L e /BT
HAEVELAHED SVR12 1% 97.8%(88/90) Tho7-, SVR RIERLD 2 HlDHH 1 FIILHEL - EHO7-
DG ARSI, 1 BB T 7 — 2 R EIRSTREF] T, VANVRFERI T VAT AV —H DL
BRIZARBO 2D T, VRATE AUV HIZEITS SVRI2 #id 93.5%(43/46) Tdh-7-, SVR HKiE
i 3 BIDHE 2 BNEFHAGI 1 B35 F 1k Tho7e, RIEMEIFEZEG T VA7 L e /E71r s
HZAENELAEEDS 12 R 5-S, 2]T SVR 2L 7= (18/18),
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97.8 93.5
100
7 80
~ 3
g T 60
“ s
X 40
19 "7'//5’4702?;]0) C EE'E‘E’{'EHJJE " 1’“%15}1:]: 20 88/90 18/18
BEIZNTBHILATILEIL/ETLUEREIL
) . GLE/PIB SOF+RBV GLE/PIB
BL &S AEE (RN 3 AER %) 838 1238 1238
. BT % REMERTESE
[Recommendation]

® DAARIBERDY )ZAF 1, 2FID C BB -REWFEE STV AT LENLV/E
T ZAE VEL A #E 8~12 IR D SVR12 KiIEm<, ENE 3 AR TIL 98~100%TH
ALy 2b),

4-2-T-2-3. TR HEIA L] *!

BRNEESIE LT, 37 /2407 3 ROIFNTFHA B IOREMITEALL T 12 fil3geEShn, 7LV
AT VEN /BT VAR VEESED 12 IFG-SIRER, SVRI2 21X 83.3%(10/12) Th 7= (7 /4
A7 4-6 ROFEFNIE NG 3 FHERERICITE Thien 7o),

F7-. eGFR 2% 30 mL/47/1.73m* Aiiii CHLEE DO BHERERE EA A OF L7 C BUFEIFREZ - (UEVEIT
AR LU C 12 51 (B 2otk 6 B, S8R 69 mk[54-78]) . M 4 B) B ERSNTZ (OB 1 Bl
P 5-BAAAREICIE eGFR 23 30 mL/min/1.73m? 2 X T\ o), FEFEAICIZZ L AT L E LV /BT L ¥
AEVELGEEDS 8 I8 FTARZRIZIE 12 W G-z, 12 Bl 7 22477 1 803 3 6 (O3 b FEATFREZ)
T, & SVRI2 ZER LTz, £, 7 /247 2 BUE 9 B GEFFEZS 7 41, FFEEZE 2 B1]) ., 1L 2
SVRI12 Z#ER LTz,

DAA BEVRIRGIIL 33 il gkSi, ZL AT VE N /BT L ZAENVELESEDS 12 iG-Sz, FilG
FEOWNFRIES 7 FHAENAT ZAFTLELGERIN 30 fil, & A7 L E/L+Peg-IFN+RBV 73 2 fil, YARAT
ENAUASEVAPEA 1 B Th-o7, 33 BRIk 2 SVRI2 313 93.9%31/33) Tv-o 7z, AEEIH 2
BNIE 7T HZENAT AT T LE L DRHERA LB THY  WI B TEHRBH AR IC NSBA fiFl
P32 RKDSFRD BT, TRFEBH AR ZFR® ST NS5A SEO M PEZS LTIk YI3H 59.4%(19/32) .
Y93F/S 6.3%(2/32) . L31F/1/M/V 81.3%(26/32) Tl o7, I1GHEBIAAIRFIZFRD D7z NSHA SEIRIMHEZ
FEIRRN R LD E A F 10 (-7,

NS3 SEHIROT 2D ZE BT AARD 48.4% (15/31) TERHHIL, D168 28 BIT01TY 48 AR TAFAELTAN,

20 15 fFlF_TT SVR 2NERSHLTISY, NS3 Sl oD 28 S 3TTEHAN RITI T EEBILR Th -7, NSHA 58
W CIX Y93H, Y93F/S 28 BT Z 24 59.4%, 6.3%, F7- L31 A HIL 81.3%AFTELIZA, RI1TVZ D4
Bl SVR SRS, — 7, N—ATAL T P32 RKAEFBDTIEFIN 2 51 (6.3%) FFELTZ, 2D
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FITIINT BB S E2r o T2, 2D 2 B TR G%HTT- I HBLL 7= NS5 fEI O B (3720~ 77,

=10 DAABEAEGBIZEITAIR—RASAVDMHEEREABEDR

TR TI/BRER SR, % SVR12 & %

NS3 D168E/T/V 48.4 (15/31) 100
L28I/M/T/V 25.0 (8/32) 100
R30H/L/M/Q 34.4 (11/32) 100
L31F/1/M/V 81.3 (26/32) 96*

NS5A
P32deletion 6.3 (2/32) 0
Y93F/S 6.3 (2/32) 100
Y93H 59.4 (19/32) 100

*P32 REFHITHEFRDSE 1 HllE LIIFEZEHEHLTEY. SVR12 F(X 96%(25/26) TH B,

[Recommendation]

o J)ZAT 3D CBBMRFR - REMFERICH TV AT LEN /BT L ZRE)VELE HED
12 5BIEHD SVR12 ik 83.3% THD (L1 2b),

® DAA BEIBRBIICX 327V /L E NV /BT LU Z AN ASE 12 8# 50 SVR12 i 93.9%L
BV (L 2b, FL—K B),

® DAA FRIBHEHBIDHH_— 2542 T NS5A F8I8 P32 KEHFRDLIV-IERIL 2 51(6.3%) T, VWV
NHIEEARE Tho7z (L)L 2b),

® FUFGEARENAT AT FULEABHIBROREIIBNR T BTV IS VEN /BT Vo ZAE VELS
SR LB FIRROBE IS RETT BBXCIX, NSHA FHI% P32 READE ELRETHIENEEL
(L~ 2a, LUV B),

4-2-7-3. "B4&ME

TV AT VE N/ ET L HZAEVELE BEOEINE 3 FHFRERIZ I\ T, BIVEA I 332 51177 80 1] (24.1%)
(ZRRDBIIZDS EZREMERITERFE 16 41(4.8%), 8Jm 14 51 (4.2%) . #EEUEE 10 #1 (3.0%) . EVLE 4]
N 8 i)(2.4%) Thro 7= 8, IR LD BIENH A HEHEROIZDFE G UELRSTIERL 3 41T, il
WEREAS 11, FIBDN 2 5l ThooTo, TRBEE LB L7 AR E I3 o7,
4-2-T-4. FAIFHEAFEN

JVATVE T P BEE A, ILEMME A, OATPIB1/1B3 OMEE THY, LEKTHD, BT L H
AEUT P HEEAOREE THY, P FEE A, FLEMMEE A OATPIBL OMRERK THD, 7L 7L E /L
JET VAR VLA SED ML YRS EH3 5720 T AP FEVERERIE(L AT )| R EE A
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FTEEDEDVT7o eV T7or  TFTor V77 ey, SRR E RO ML PR ER745
DT IV RART L N T BRI (VERN—IV TRV AE T T~ )b Ty MNid &8, BT =Tk
Bl G 5E) DA R E 72> TG 192

4-2-8. JIRATE /L (sofosbuvir) « L 3% AL (velpatasvir)

VHRATE /LIL Pan—genotype BUDOEEER! NS5B RUAZT—ERHEIRTHY . ENTIZU AT LD Hf
T 247 2R, 7 247 1 BT )5 AT 2 BIDWTHUTH LY LW EF TR LT,
NS5A HIE SR EFI THLL VSR NV EDRLGEEEL T, 7 /2 A7 1 BB IO 2 AU L TRGR
BIESN TS, — FULRZAE ) WIL T3 « AT A28 in vitro iRBR CliE 2 /L L TF /X
AT DT @O ANV AIEMEZ R, 7 /Z AT 1a, 1b, 2a, 2b, 3a, 4a, ba, 6a, 6e |Zxf95
EC50(nM)IEZ 4241 0.014, 0.016, 0.008, 0.004, 0.004, 0.009, 0.054, 0.006, 0.130 L7REN TS, L
Hd2% Pan-genotype D NS5A HHUE AR EIRTH D,

VIRAT B/ RE A VR A SEIL, KEBLORMN Z 1T LT 57 S E Cld 3 CIORRIRES
VTV, BHAREN TR, FEREMEIFEZ , B0 DAA JRIEA BN 3 D ERIRROFE R 2

(2, FESNENZEIU T 2019 4F 1 H 8 BICHLERED KRS,

VIRATE /RSB AEVELEEEIE, 1 $EHFICYARATE L 400mg, ~/L/3F AL 100mg &5 H
T4, G R, FEMERTE A IS L TR ARATE A ZAE VS EEA 1 1 B 12 8
MR O #5325, USEVALOFHLZR, DAA ICXDRNEEEE A T DB MENT IR E 3 B MR 22
IR HDFIREOGEIZIE, UV EOPFRICEBWT 1 B 1 A 24 B O L2, Ve o
Be b B P I JFIER, URE Y ORM SCEICED B IR MR WD,
4-2-8-1. #fES TOpKE (BPEAT 7% AU PERT A 2E)

VIRATE I [~V B A VIS B -T2 31T 555 3 FHERIREERIZ I ASTRAL-1 7176 5 %
TO 5 AR BHD,

ASTRAL-1 TIFT /#2471, 2, 4, 5, 6 BT L TYRATEIL /L RZ AL VELA BEA 12 JH R
HL7RBRCTHY, 2R SVRI2 1% 99% (618/624), 77 /XA 1a, 1b, 2, 4, 5, 6 TENZLI 98%
(206/210), 99% (117/118), 100% (104/104), 100% (116/116), 97% (34/35), 100% (41/41) Td>>7=, FFHEZ
TO SVRI2 1% 99% (120/121), 18PEF28 Tl 99% (496/501) CTHY, F7= NS5A 28 B9 257 JEFITD
SVRI2 (% 99% (255/257) Tdro7= 194,

ASTRAL-2 T, /4 AT 2 BUTH L TYRATE N /~ULRZ A VELAEE 12 HEZ %5,
SVRI12 728 99% (133/134) T o7z, FFAEZTO SVRI2 (% 100% (19/19), 1&MEAFS Tk 99% (114/115)T
0, F7= NS5A 8 FAFEH 80 SERITOD SVRI2 1% 100% (80/80) Tdhr-7= 1,

ASTRAL-3 T, 7 /¥ A7 3 BUZH L CTIHRATE L/~ A )LVELABE 12 BEE&REL.
SVRI12 78 95% (264/277) T 7=, L TOD SVRI2 13 91% (73/80), 18MEF2CTix 97% (191/196)T
BV, Fiz NS5A 2 BAfES 43 JEFITO SVRI2 % 88% (38/43) Tlh-7= 1,

Special population &L C ASTRAL-5 TiZ HIV H@&GLBI 50 L T/ RAT E /L /)L S Z AL VLS BE
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2 ARG L, SVRI2 232K TIL 95% (101/106) , 7" /2 A7 la, b, 2, 3, 4 BRITITZNZI 95%
(63/66), 92% (11/12), 100% (11/11), 92% (11/12), 100% (5/5) Td>-7=, FFiHZE T SVRI2 11X 100% (19/19),
TEPERT R TI% 94% (82/87) THY | F7= NSHA ZEELAAED 13 SER T SVR12 13 100% (13/13) Tdpo72 %,
4-2-8-2. [EWNFBRO AR ((CEMEIFEZ)

RAEVEITBEZR (SR 2 E NG 3 MHERRRERIT, HCV 7/ 2 A 7 % RO T Rilia I O 72 W EH
NSBA FHEA] E721F. NSEB BLEMZ 3 FRWANEREZ A T DIERI 2 RIT, YRATE )L/~ L34
AZENWELEFE 12 BWEAHATS Iz 7, 3T FlDHIBT )2 AT 1a, 1b, 2a, 2b BOEIG D, £ 3%
(1/37), 5% (22/37), 19% (7/37), 19% (7/37)T, 7/ 2A7 3-6 BIDEFNLE N2 oTz, IR
SVRI2 1. 100% (37/37)T. I EATF 1M, 7 )2 AF 2o SVRI2 & 100% (23/23) . 100%
(14/14)Th -7,

[Recommendation]

o (RIBMIFEEICKTAYRRTEN/RANRZAENEAEE 12 BREIREOENS 3 HERRBR
\ZB1F5 SVRI2 1%, 7/ ZAT 1, T /ZAT 20U TS 100% (7 /747 1 B 23/23, 77
AT 2 81,14/14)ThH -7z,

4-2-8-3. WA CTOARE GEARIEVEITIEZ)

HEARABPENFAEZE |63 2SO 5 3 FHERIAR AR (ASTRAL-4) 1%, /%A~ 1-6 1 Child-Pugh B
BRIBREL, VIRATE L/~ F A VR A SE 12 8, VSV PR OV RATE L /L RF A )L
BladE 12 38R, BIOVHRATE L /UL RZ A VELESE 24 IO 3 7aha— L Cliif TSz, 7
JEAT 1, 2, 3, 4, 6 BIOEIGIL, 224 78% (207/267), 4% (12/267), 15% (39/267). 3% (8/267), 1%
LIF (1/267)CdH-o7-, ED SVRI2 (X, YIRATEIL /L2 AL )VELE BE 12 FH BT 83% (75/90).
UNREVAEHDOYRATE )V /) RZAEVELGHE 12 BT 94% (82/87), YIRATE )L /~YLsRF A
EVEL G BE 24 WH T 86% (77/90)THY, AFRIZZ\NT /2 AT 1b BITIXZZHL 89% (16/18), 100%
(14/14), 88% (14/16), 7" /XA~ 2 BTl 100% (4/4), 100% (4/4), 75% (3/4) T o7z, FHH& T 12 8
I 45C, Child-Pugh A= 71, 47% Tk # L7z, MELD A3 7 DL, 15 AT OIER]TIE 51%, 15 A5
L EOSERITIX 81% Thho7z 1%,
4-2-8-4. [EPNFRBR O Bl GEAEMERTEEZ) (K 20)

FEARAEPENTFEEZE 6T 2N S 3 AHERRGBRIE, 7/ 247 1, 2, 38D Child-Pugh B(7-94%) &
N C(10-12 &) DIFEFI AR EL, YRATE L /UL SZ AL VELESE 12 R, UASE Y 0V 7R A
TEI/ S RFAE)VELABE 12 HE O 2 BECHE TS AL 19,

102 FlDOIBT 2 H AT 1a, 1b, 2, 3BIDEIG N, 24 1% (1/102), 77% (79/102), 20% (20/102),
1% (1/102) Td 77, BKD SVRI2 (X, YRATE L/~ 32 AL VRS EE 12 T 92% (47/51).
NEVAPEHDOVRATE L/~ REZEVECEBE 12 T 92% 47/51) TdhoTz, 7 I ZATZTED
SVRI2 (X, 7 /4 AT 1b BTIEZNEH 98%(39/40), 90% (35/39) | 7/ Z A7 2HITI1x 89%(8/9).
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100%(12/12) THY, Child-Pugh 77 AZ L0 SVRI2 (%, Child-Pugh 43%H grade B TiZ 95%(38/40), 97%
(38/39) , Child—Pugh 77%H grade C TiZ 80%(8/10), 70%(7/10) Td-7=,

K20 C BIEREMITFELEIZRTEYRATEIL/RIL/INZRAE B A D AERE
(EINE 3 HERER ')

92 92 98 90 89 100 95 97 80 70
100
- 80
)
c
N 2
= & 60
> a
V) Y=
o
2 40
20 B 39/ 8/ 38/ B sof/veL
51 40 9 40
| SOF/VEL+RBV
0
1b 2 B C
Overall :
Genotype Child-Pugh

SVRI12 ZERK TEh o7 8 D55 6 BIANER, 2 B2 R IL B ThH -7, FHP ko 2 #iid,
WTIBINEYAEHBECH o7z, USEVAFHZRLORETIL, NSSA A RAH S/2WERID SVRI2 1%
97%(33/34) . A DAEBITIT 82%(14/17) Tho7z, UV PF IFETIE, NSHA AR a4 720 EF] D
SVRI12 1% 96%(24/25) . A J 2IEFITIE 96%(23/24) T o7z, VAN AFHIERA LB (PR 6 1
DGR FAEE 11 ITRT,

K11 VAIVREHERA RG] 6 HIOERKRER '

NS5A £
ARE TIB847 | CPH4E IFN SRR -
JAREAET BELEE
3b B IFN A30K, L31M A30K, L31M
2b C PR L31M L31I/M, Y93H
SOF/VEL
1la C PR None Y93N
1b B Naive L31L/M L31I, Y93H
1b B Naive L28M, Y93Y/N L28M, Y93N
SOF/VEL+RBV
1b C IFN, PR+SMV None L31V, Y93H
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SVR Z#E R LT IEBNZ 3N T, 18RS T4 12 I OIRF 5T, Child-Pugh 433D UGEDS 26%, FEHEDS 2%
(ZF B4, TEHFERT Child-Pugh 4358 grade B Téh-o7= 76 SEBIDH D 19 i (25%) A3 Child-Pugh A 12835,
2 B (3%) 2% C IZHEHEL | Child-Pugh C Th-7z 15 FEFIOHH 5 $i] (33%) A3 Child-Pugh B (2t LT,
Child-Pugh 73D UGEITT VT UAED FFIZIDED03%<, Child-Pugh 53D BGELISEFI DS
9% TT LT IABEMN EFL Tz, [FERIC MELD Za7d, 27% Tk, 5% CTHIMELTZ, £7-. 1A
TH# 24 DWF 5T, Child-Pugh 23D U EDS 37%, BN 4% 540, 1R AT Child-Pugh 3% grade
B Th-o7= 75 JEBIDHE 26 1] (35%) 73 Child-Pugh A (Zk# . 3 1] (4%) 28 C (ZHEHEL . Child-Pugh C T
o7z 15 FEFIDHH 9 5] (60%) 25 Child-Pugh B (LT,

[Recommendation]

o FERMEMIFEEICKTTEYRATE N/ A RFAENVERAEE 12 BREBEOENSE 3 HERRR
BRIZEITD SVRI2 1%, 7 /¥4 1b T 98%(39/40), 2T 89%(8/9)T&HY, Child-Pugh B Tik
95%(38/40), C T 80%(8/10) Tdh -7z,

® SVR ZERUITEFNCIWOT, 1B T# 12 O AT Child-Pugh 433823 26% T #E L=,

4-2-8-5. {EF TOAAE (DAA TR LN 1)

DAATRIEAR I BN KT T 2R E L T, USE VPOV HRATE L /LB ALV EL A §E 24
ERNCEDE 2 FHEF R TOIT, RBIEF] 69 FIOHTERL T AAT/RATE L/~ L/ RZ A
JVELEEEDS 39% (27/69), UANE UL PEHDYRATE L/ ~L /B ZEVELEBEDS 20% (14/69), YARAT
L/ L sRE ARV / Voxilaprevir Bl &-FE (EINARZAGR) 23 41% (28/69) . BiAROWIMIL 4-12 3 Th
STz 7752 AT 1a, 1b, 2, 3BT, THZH 46% (32/69), 7% (5/69)., 20% (14/69). 26% (18/69) Tir-7=,
ARD SVRI2 (X 91% (63/69), 7 /X AT 1, 2, 3BUITENZH 97% (31/32), 93% (13/14), 78% (14/18)
Tho7o, NSSA B REEFEFNZIITHSVRIZIZT /2 AT 1, 2, 3TTEIEIL100%(6/6). 89%(8/9).
T7%(10/13) Thro7= 2,
4-2-8-6. EINFRBROAE (DAA TR LT 1)

DAA VBRI BN T2 FEREL TE, UNSEV OV RAT L/ LR Z ZE VRS BE 12
ARV UIE 24 TAICE D5 3 MERIREBR M T 20 11T BIOHYE 7 7 2 A7 1a B8 3 6, 1b 73
92 i, 2a 2% 15 i, 2b 23 7 BT o7, BHAEL TO DAA JRHEIEIL 1 [B1A% 34 B, 2 [123 41 4, 3 [A]
25 17 5, 4 [BILA EAS 25 B ChhoTe, 7 /847 1 BUTEBWTIL, 82 BINF IV F7XAE N+ T AF 7L
Jb, 14 BNV SAE IV VIRATEVELSBE, b BN I FHAE )L+ T AF T LE L EL DAL/
RATENVBLESEORNRRIBER DY, 7 /247 2 BITIE | BIRK ITHAE N +T AT e 20 f
DIRATE N 1 BIRAL U /RAE L/ IIRAT EVEL A BEDRITRIRIE RN o772, NSSA D HRA R 2 5
E, 7B AT 1 BRI TL 91 BINSAFAEL, Y93 ZE 5728 80 5], 1L31 Z5¥73 80 1], P32 KICAE RN 5
BNZAFAEL Tz,

BARD SVRI2 1X, 7 /5 AT 1 BUCEBWTUIIARE VPOV RATE )L /L2 A VRS BE 12
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T[T 85%(40/47), UNEVFHDYHRATE )V /)L RZZE VLA §E 24 T 98%(47/48) Tho
2o FIEAT 2 BITIEENEH T0%(7/10), 92% (11/12) Th-7-, FFEZTIE SVRI2 28 12 HWET
83%(15/18), 24 HMIT 100%(21/21), M&HEIFR TILZILEI 82%(32/39), 95%(37/39) Tdh-o7z, NS5A
DFEFNMEZE FHID SVRI2 1T, 7 /2 A7 1 BN 5 12 B TI, L31 285241 84%(32/38), Y93 28
L] 85%(35/41), —HEZEHL] 82%(28/3MITRIL T 24 BRI TITZALE I 98%(41/42), 100%(39/39).
100%(37/371) Cdprotz, — 75, P32 RIEEAFITIL, 12 IR TIL 100%(2/2), 24 FIFHETIL 67%(2/3)
Th-7= (K21),

K21 R—X542 0 NSHA THEZE RS IWABRPIBNSAH1=45 /247 1 & DAA §IABRA I
BT BYRRTEIL/RILINERE VRS FEOAERE (ENE 3 HHRE ')

8 98 8 100 82 100 100 67
100

o]
o

SVR12

(% of patients)
[e)]
o

N
(=]

32/ 35/ 28/
38 41 34

N
o

24w

L3R YO3Z R L3££3 P32 %k

[Recommendation]
® DAA IBEFRRIIBICH AU NREY L PEHDYRATE N/~ R AL VELA6E 24 BREIEED
ENE 3 HERKRBRIZIITS SVRI2 X, 7/ ZAT1BITIX 98% (47/48), 7 ) Z AT 2 BUTIiL 92%
(11/12) T o7z,
® 5 )FAT 1B NS5A DIEAIMIEZ RA]D SVRI2 1%, L31 2R 98% (41/42), YI3 2= Rt
100% (39/39). —EZ M 100% (37/37) Th o7z, P32 REZERD 5 FITI, 12 BIFGHTIL 100%
(2/2). 24 BB TIL 67% (2/3), FE Zdi> T 5L 80%(4/5) Th-oTz,

4-2-8-7. L4k
VRATENEGEH L TWDT-8, BHEOBFHKRERE (eGFR < 30 mL/43/1.73 m®) F/-13Bfra L2l
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TLOHBAREDBEITH L UIRGERTH D,

FERAEMEITF 13 D E N ERRRICB T DA FEFLBERIT, UV PFHRLT 6%
(35/51), BFFHBHYT 86% (44/51)Tdh 7273, Grade3 LA EDOFEHLITU AEVAEHZLT 4% (2/51),
DEA®HYT 10% (5/51)Th o7z, HERAERFRIL, UL VPHHZRLT 8% (4/51), PEHHVT 14%
(7/51) T o7y, BEMITROENIZS DITKREREF 7 2 B UV HERBVEE 2 61) . FFHERSE 3 51
U ASE VAR UEE 161, DFRBOEE 2 1) ThHo7-, I 3 1055 2 $iliZ Child-Pugh C Téh-o
7o 3 BNZIWTHFMIAREE DT AN R b7z, SETHINE 3 FlHY, WTNbUAEVAPFHEET Child-
Pugh C THY, WTNOIERG FUROHEITIZE DL O Th-o7= (A E g/ i, BUfE ., )
ZDON 2 PNTIERIELIIBIHEDO2NE FEFR T RIITIG L 1L LTER Th -T2,

— 75 . DAA RINEIEAR SN HIIxE T 2 EN R RBRIC B 50 E F 5 (R R AR L8z 51r)
FEBLARIT, 12 PG T 81%(46/57) | 24 B 5-HET 75% (45/60) IZREDHIL, BN (B A M Al 5%
WA ZGTe) BHLERIT 12 B GRET 46%(26/57) | 24 L HHET 35%(21/60) Tho7-, L ITRD
SR oT, EELAEFGIL, 12 @B G RECIEREOLNT, 24 B GRET 4 6 (FFHERRE 2 51, AT
A R, A 131 IZFRD BN, Wb IRBRIEL O BB I A4 E S, Fo, AREMITEZ I
I BENEERRBRICRE T 56 HEFRBEIEIT 38% (14/37) Th-oT=, EELAEFSRIL. 1 6 (3%
IR BT RO 1203 TRBRIEL O BIEI I 5 E ST, Th: 12 MORBBIZ%ZIC 1 BIDEK
HI T T L7203 IO BEIT R ES e 7,

[Recommendation]

o JEREMIFELEZXMSRELIZYRRTE N/~ FRE NVELAHE 12 BREIIEHIZII1TS Grade 3 B
EOBEEFELIT 4% ERERATERIT 80 THLN, USEVHAEET 3 DR T B Ho72D3
WY Child-Pugh C THY, FERITFIRDOEITICL DS D Th o7z,

® DAA FERARIMBIE R RELIZUNSEV U PERAY RRATE N /RN RZRENVELS 6 24 BETRRE
IZRVTY 12 F#R G LEANREHRER I BEDERITBOON 0T,

o (IEMIFEEARRIRELIZYRATE N/ ~NANRIAENAELSEE 12 BREEEICEB VT, 1BERIR L
HIZEBLAEEERIIBOON )T,

4-2-8-8. FWHHAAEM

OFHZE ST, AN APy T My T N X — L V77 B AT Y Y
(BrbhPa—r X U—RNEGEH R THD, VRATEILBLIOUL R LVL P FFE A, FLREmHE
EHDOEE THY, ~IL/RZAE UL CYP2B6, CYP2C8 LT CYP3A4 [ZEAHIS L, ~L sz 2
JUIE P OBESE A, FLIBIPESE 1. OATPIB1 3L OATPIBS3 ZFHE 57280, Zhb B35 3850 1%
PEREEIRL > TS,

5. MEVERT RIS F DI HEHNS
5-1. HCV wud A7 L7 ) 547
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HCV 13 FEBL D5y - BMATIC LY BIE 6 D7 )2 A7 GBI ) IS4y ESh, 7 /247 1
L 2 BNZOWTIEZENZEI 2 DOV 7 X A7 (1a, 1b, 2a, 2b) IZHFESND, HRENZIZT /247 1
~3 RPN EBERBIR TR THLHDY, DRETIILD, 2a, 2b BNETHD, NV =/MTHLTVLHITLE
WV/ET VAR NVEE BERTRE 7 ) ZA T DIENNTED IFEN 720 L DAA T T2 UGER B2 5 L
O ARIRIZHTNT ) ZATHRIETDZENAR AR T D, LINLT /2 AT R IR B 237202 &
b, HEERR CldEnX A7 (kalZ v—7 Bl 7V —E 7)) RENBERA I W5, Ziud HCV
D NS4 FEIEOFUFRME R T AU Lo CTRARDZLEAFIAL, ZOfIRORF R (C14-1, C14-2) &
MW HURHUR SIS E > TS SRS HCV 2tng A~ 1 B2 BoD 2 SO7 N —F 12558 D%
BETHY, T I/ZAT la1b 3kuad A7 1 W 7247 2a-2b D3z A7 2 BTN T2, Cl4-1,
Cl4-2 (T3 2R DI L —H 2T 3RBO LN 6 . ETIFHUAMMNIC 2 (5L EOBGIR DT80 6
N5 E | BuZ A7 ORI A REL 72D,

72720, M HHURIIAAET 200D HLiffiins 2 f5LAN TH - THBARZEDFED BV
it DRITEDREE ) &0 %, Fiz, ME TR T 2HURDFEO DWW A DHE RRE | S S, Lihio
T, HCV RNA B3BGHETH 247 1 Tl7anL 2 T Th DEER BT 1 DU NEDEE AR S S
D8 H D5, PAERE 1 HHWETHIERRE LVIORE RNZEDEES /247 1 B2 RILI Sk 3~6 7l
EREWRT OO TR WZEICERENRLETHD, ZOLEIZIEREE N THDM 17 ) 5 A7 %
TEL, T IEAT R TET HIENHERESND, 612 HCV RNA D3EMETHHUAEFL QWA AITIE
s AT RNHE RTREL T2 DT LD 0D,

[Recommendation]
® HCV kuZA7F (kuZi—F BERl. Z A —bt o ) BREICBW T ERE IRV EIER
BB1EWVORRBIBONFEITIX, 8 HCV 7/ ZATREERIT> T ) ZATH#RETSH (T
L—F A,
o FIFATREDIER., 7 /747 1E (1a, 1b) , 2 Bl (2a, 2b) , F/21 3~6 B THIIL, T T
NOF IZA TG CIIR R EIT) (L —F A),

5-2. 7/ HAT 1 Y
5-2-1. HARBIEH 5 #t

C BB MERFRITKIL T, FEK [EN X —RE LT HIT AV AR DM TV TEIZDS, 2014 4280 [FN 7
U—® DAA M (IFN ZU—H10 AV ZEHE) 25 vl e & 72572, IFN ZU—H10 A )L ZTEFR D52
0 RO MLEN 2 IR AN S AL, FC CRIBUSH IR0 | SHIT IFN AN - At H 6150
IFN 2B LTl 95%LL EDIEFI TENDBFHNL I /e o7z, Fo, IFN TV —IRRIZ LD AL
AR D IFFIEINHIDFNT DT | BRI DUV TR IFN R — R JG & [H] S5 O F8 9 il 0 5
DGOV, FHERTATEFEZ IS OV CHIIHI R R ILRI S Ch L T 2 EN L T D, F7- 2019 4 3
ABUE, IFN LB TED DAA IFFRS TR, LLEXD | C RUFRITH 350 AV ATERRIL. 7
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JEAT T FIENEHR - FAFRED DAA JRRICES IFN 7V —1Ri A HERES D,
[Recommendation]
® C BFRITHTHIIMTANRIGRIL, 7 /ZA7 2T, FIENER - FERED DAA PRAICX
% IFN 7V —{a BRSNS (L~ 1b, ZL—K A),

5-2-2. MIENEHE I KO (DAA TRFRIEL L) ITI 1T D850 A /L Z3EDZR (11 22)
5-2-2-1. YIENEHE

WIEEI DT ) 5 AT 1 BUEFNZR T DI AVAIEHEL TUL, VRATE L/ LU/ SAE VIR A BE,
BROENZT VAT VE NN /BT VA AFEFED 2 LU A& —RIRE L THERE T2,

Flo T EAT 1L 2 ROIRE GG TIX, 7 /2 AT b THEIEO WL 7L e /v
TV BAENPLEBE, Y ARATE L /LU NAENELEBE, Y AIRAT BV /L SZ AL VLG BEDHESE
SND, — T FLUANKIBIFREATOIROG S ALT R EE CThHIVUX, IFEEEANZ L D16 (UDCA,
SNMC) %° Peg-IFN (IFN)> &4 52179,

K22 C ANSMFX-RIEMEFEZE (DAA AERELZL) ABRJO—Fy—F

CRUBHERT 2 - (IS MERFRE L 0
(DAARERRELL)

"SOF/LDV (EEREEGL) *
EMERFR (1R, 28) | -GLE/PIB (85@1%5)
-SOF/VEL (EEBRERL) ¥4

-SOF/LDV (EEBREEALL) ¥
RIEMRFEZ (18, 28!) 1 -cLe/PB 1238 5)
-SOF/VEL (EEBEELL) 4

X SEE . PR L - R CERATE DR RBYR IR ERMIH Y 1L AREETS.

H2 B Lo B DR B BRI L TIL. pangenotypelZH %)%k GLE/PIB, SOF/LDVAL\LIZSOF/VELTAET %

YRR TE I/ RJLINERE WER A S LS DIFNTY — L2 A (£ Child-Pugh%> figrade BE=[FCOEHZIFER . ALLERT
RETIFALN.

KO DB REIRE (eGFR<30mL/43/1.73m?) R I ENTE B ELT HETEDEFITHT HSOFOBREFIERTHD.

FERIIZE DB £~ DBEERREB X Th TULVERL.

5-2-2-2. FHEHR (DAA 1GHRIEZRL)

DAA % & TeiRIREN72< IFN BB D\ T Peg-IFN (IFN) +U BV OEHIC L DRTTEFRE M TH AR
R CTHoTAEFN x5 IFN Z7U—DAA (FFIC LA TGRS IIL, AEHE M TR OTEHR S EL X
ERIR T D, DREDYRATE /LU /RAE L EUANEYJEFHOENG 3 FRBRCIx, BEHEH
(ZX19% SVR24 1ZU BV 20 F L72WEET 100% (88/88) . U SE UL HEET 100%(87/87) CTdho7z,
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Fo TV T LE N/ ET L ZRE VLA SEDEINES 3 AHFRER T | ARIAHHIE 100%(77/77), BEIGHRHE
96.6%(28/29) Tdh-o7= 2, YIRATE L/~ L2 AL VLA SEDE N 3 FHRRER T SVRI2 1%, KRG
FE 100% (16/16) . BEIGHRRE 100%(7/T)Th-o7z 7, LLEXD DAA & ERWEIERE, 77005 IFN
B2V M Peg-IFN (IFN) +UASE VAN 1T DIEH AN B Th | [FN Z7U—DAA {8 CThiulE
BV SVR SRHF TE L7280 | HIBNER DG E LRIBRDIBIR #7025,

[Recommendation]

o T IIRATIBNIKTHE—BIRIT. YBRRTEN /LI RENVELEEE (7 LEE D BREEH
RUVES) . VAT LE N/ BTV ZRENVEREEE ., HDVIIYHRRTE I /)% 26 )VER
BE (ELEEOBREENRVES) TH5 (L~ 1b, ZL—F A),

o F)uA7 1 RlL 2 RIDBERBEBIZH L TITVITLE N/ TV F R VELEEE, VRA
TEN/VORRENVE GG (I LEEDBEENLRNGES) . HDINITYRATE )L/~
SACNVELGEE T IZLEE DB BEEN RV E) RIS (L~L 5, T —FK B),

® DAA ZEERVENARICK T HIBF AR T, IFN 7Y —DAA {GR THILITE L SVR R
DR TEBI0, IGRFEHIPIEERDOBE LR THD (L~UL 22, L —F A),

5-2-3. DAA Z & L RIAIERA B BN T2 BRI I 1T D500 A /7L ZFE DR
5-2-3-1. IFN ~—2Z DAA (XD BHAIRA RN 642 ARnE (X 23)

OREICBWTIE, Z /24T 1R T HUATLE L R=T LE AR NIT T 7L E L +Peg-
IFN+U/SE VY 3 FIPF TR DO R BINZAUCH -5, WTHNOIFRIZBWChH, 7 a7 7 —EfEko
M BOFELENRE 2 DD, ZOT8 , ZHLTIEBNT T HHIERICIT, 7'r7 7 —BEEA & F
TRV IRAT E )V /L VR AE VELASE, YIRAT E IV /LA AENVELEBE, HDNE T BT T — B H
DT WA B BRI L AT L E L BT LA A VRS SER R S,
[Recommendation]

® ATVEN NR=FVENRLNNIT T UVE L4Peg-IFN+UNEY L 3 FlGEH DR R BN

THHIBRITIL, YFRTEN VO RRENVELEEE, VAT VEN /BT VA VELAEE,
HDVMNIYBARTE )N /RN RZAENVELSSENHERIN S LRV 2a, FTL—K A),

23 C RS - REMFEZE (T 0T 7 —EBEERPeg-IFN+RBV (2 & B
AR RG] k70 —Fv—hk
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CEMSTMERT 28 - REMFEE S /20718 28X
(AT 7—tEEEHF|+Peg-IFN+RBVRT;EED IEZHI)

<mram> <Hgm>
SMV+Peg-IFN+RBV{ - SOF/LDV*?
18 VAN+Peg-IFN+RBV{ - GLE/PIB %3 %4
TVR+Peg-IFN+RBV# A - SOF/VEL*2 %5

* GLE/PIB %4
28! TVR+Peg-IFN+RBVHH I — = SOF/LDV?
* SOF/VEL*2 %%

HIYRRTE /R IVRERE VB E §E LS DIFNT Y —L 2 AL X Child-Pugh % Higrade BT [XCOERIIZRE.
BOLERT RETIEAL.

#2 B E OB HEEEE (eGFR<I0mL/5/1.73m?) RISBERELEET BT EDBEITHT HSOFOR G FIEFT

Hb.

#3 ENERFREABRIZH (T HGLE/PIBR X 5 HIMIZ. DAABRED HHIBMER o UICHEEFEETIT128/H
TH%.

M FO7 7 —EEEH+Peg-IFN+RBVATAEIZ LY BBINNSSERDEEITOVTOIE FURIFALN.

HS IR BRI A~ DERERRERITTHATLVELY.

5-2-3-2. IFN 7U —DAA [ZX D RHERA I BN 5 B 65 (K 24)
5-2-3-2-1. 707 7 — P EI+NSSA FLESRGEHTIC LD RITERA KL

7a7 7 —ERRESE +NSSA FHEFHICLDANAEO ARG T, SAIMEZE B ERE STV DI
BI~DORIISTIE, HES FED SR BBl A B 5720 . 2O D73 E Bl O3 b i 72 & QNI TEH 7
EHE, IR EIC Lo TRiTaN 2 & TH D,

B IFGHAENAT AT T LVEPERIRIREZIICOE LT IFN Z7U—DAA RGN 357 L h
TLEN/ET VA RE VLG SEOR N REE T DE N 3 MEREBRMT b, DAA BETR
W OWERIL, 72 2AF 1B 32 il (X UFFAE AT AFTLE L 30 i, & AFLE L+Peg-IFEN+
UNREYL 2 6) 7 IBAT 2 1 ] (VIRATENA+UAREY L) DF 33 I THY, LB TFLE L/
LA VEL A FEN 12 & G-Iz, 2RO SVR 13X 94%(31/33), X I TH AL L+T A )
TLE B EDBNTRTT 5 SVR 213 93%(28/30) &5 % Tl -7z, IFN 7U—DAA JEFE AN

T AL AT LN /BT L ZAE VIS BEDREITTH IR % THHER SN TWD 202, £i=,
DAA RIIRBE AR BB T DY HRATE N /AL RZ A VR A SEDE NS 3 HRER T, v
RATE I/~ RE A IVELE SE+URE Y D 24 B HICED, B UTHZAE AT AF T LE L
TR AR e Eh 40 B 39 Bl (98%) T SVRI12 234G Hiuie 201,

D7 B Tl X7 THAE AT AT TV EABERIBRO AR R BN T D ERIRICRE )
TE VAT LE N/ ET L ZAE VA EED 12 B 5 HDWVILVEATE L/~ Z A
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NEEEFEAU ANV D 24 WGB3 —RINTHD, 72720, JL T LE L /BT L ZRE LV
HHE . BEIOYERATE L/ SR RZZRENVE A BE+U B B IR ER O X G i3 B Th o727
D IRFEETOIEAIMPEZE R L P ANTEDBRE N RICKETREICHOWTL, 4%, 1Tk
% DIB PR AR+ 3 IR FT SN DB E R DD,

K24 C EBMSMERF26-RIEMAFEZE(IFN Z71)—DAAIZ K D
ARG AEIJO—Fv—b

CEIIS AT 2% - R {IEE BT
(IFNZ!)—DAARIAEA R IhH)

182 —
R ) 1. SOF/VEL+RBV 2458 %3

NSSARE ZE #I 4+ NS5BFE Z #I 0D A~ AL Th 51

28 -GLE/PIB 1238 *3
-NSSBEREEFI+ 1/ E Y > DR AL T -SOF/VEL+RBV 24383

MR E (T T AGLE/PIBAEO RS LA MHIERAESN TUOVEL. RBVIEES I ESTHLI LMD
SOF/VEL+RBVH IR 59 ~ETIIAL,

#H27 )B4 TR H L TIFN DY —DAAIZ L A RAERETLTR R Ao 1B TIE. L3140Y93LLAH IZP32 R R A0A92/5 £ NSSAS
BICZELREENHIBEL, NSSAHEEOABRDRETICEAS T 58 H D, s_tI_P325E%fiNSSABﬂEiL?‘IL’CﬂﬁL‘
MitEE TR T . fEoT. DAARTABR AU IZx 4 55 ﬁé‘-#ﬁd?’éﬁéﬂ li NS3, 4Af"b FIZNS5A%
PREEDHELAELLLT, FEEMAEICLY i3 ;
#3 GLE/PIB 1238 AT AN = %t LL TILSOF/VEL+RBY 2438, SOF/VEL+RBV 24@T5Z%1§II¢JTLU;GLE/P|B 1258 HYiAEEEE
#Rﬂi&ﬁfabiFﬁﬁkﬁlzm\f{.%ﬁ.ﬁ!iI:ﬁb\tﬁ%mﬁﬁﬂliﬁﬁéntﬁéf. S EIC LY E A EERRAYE
ShAHCLEHRT D,

#4 p32 4 S A5l (233 HGLE/PIB 1258 DBEBIRITBO TR =0, 4/ 24 1B 3 T AEEEEPI2 R AN EEFERL
THOITTHIEEHET D,

FelZ, X7 THAENAT AT T LEVHERAEIIBI(30 FIZIT, R—2T7 12128175 NSHA fE
B P32 K% 2 BICERDIZN, ZL T LE N /BT LA VELS BEIC L DIE RIS AR E 725
T2DI%, 20 P32 REERDPFHELTZ 2 B2 Tho7z, — 757 . DAA BITBIR AR BB § 5V RAT
BV AJL B ZEVEL S BEDE N 3 FERUER TIX 5 B P32 RAKRZRDTN, Z0HH 12
BeG-o 2 Flp 2 fl, 24 P50 3 FIF 2 T SVRI2 DTz, NS3 7T 7 —EB L EHKE
NS5A PH & K CRITRE AT WA AL L7257 45 TiE L31 R0 Y93 LLISMT P32 KRR A92 el %
KB RN 5, 28I P32 KKK, FITHAENAT AT T L ELGERIEEAR IO 5%

JEICRHENDEMESN TODZEITNZ, A LE XA L/ RV EZTLE L/ URNFEVELAEE, JRAT
BV /LU SAENVELABE, T SAE L+ 7T T L LRI LA ARSI CH HIEL . NS5A B E
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RN % LTI PR 2R 2097207 7 P32 RARLIAN DO ZE B in i AKX N ICB 53 % 7] 5B
PN DD, 1e>T FITHAARENAT AT T VENG ], BEOENLS DL P XAZED DAA BRI
FRIWBIZHT 45 DAA PR MG DI, NS3/4A 725 TN NSHA FE IR O S A it 28 7 | =
LI P32 REAEOHEZRWEL LT FBEMEICL > TEERIGRKIERR S RENLIEE
#2945,
—Ji B IFHARENAT AT TV ENPEIERA BN DY RATE /L /L /S AE VLA BED
TR IR AR L L C, 42 60~T70% SVR12 SEARHE S TS 28, LinUIERRIZ Lo CIRR AR IC
IXZEREPHY, FI2VHRATE N /LU AENVEL G EIZ L > TR AR Lo o T 5 B I A UL D T E
BERNZ OB OIEFITH L TRITT B OV TSRS H TV, LIE3o T, F 7 FH AR L+T
ZF T LE NG RD AN T DR AT E L /LD R A VI A SEDOE FIFHERR S 20,
[Recommendation]
® IFN 7U—DAA [ZLARNEHE (F 752 RAENAT A FFLEAPER . FLEZAE L/ Y2 S LE
W/UNFENLEREEE,. YHBRRATE NV /LD RAENVERESEE, TV RREV+ 75 FLELVGEH)
EATOARREN L2207 FTIX L31 R Y93 BASMZ P32 KRR A92 REEERERPHBLT D,
T &I P32 R 513 NS5A BHEFKIZH L TR EZ R L, P32 RELUSNDERGIBFERIET
B 53R DD (L)L 28)
® 5T, DAA BBFARRIIBIIC K T2 BB AR 2BRTIE, NS3/4A 725 TNT NS5A #Higk
DIAMHEE R, 222 P32 REOFEERIE L/ LT, FFREMEICLVERERIBRIGEIR
DBRENDZEEHEET DLV 6, Z7L—F A),
o Fur 7 —PHEKFNSHA ER(F7FFRENAT AT FLENBERIER) ORRIFITHE
THRIBEICBWTL, SV AT LEA/ET LU AR AES S 12 BHE. HBNIT/HRRT
EV/ RN RFRAENVEEEFE+UNEV R 24 BEREDPE—BIRTHD L)L 28, ZLV—F
B),
®  FUFGHRENAT AFTFLENPRIERDOARRIFICR T DY RATE N /U DORAE NVELE 8
DERIFHBRINRN (T —R D),

5-2-3-2-2. YIRATE /L /L VS A VB BEIC KD RAE A D]

FERRIZBIT DY HRATE /LU SAEVELABED SVR12 ARG OIS TND, 2K
UL SVRI2 34 95~100%THY , DI TIEH DBV HRATE )L /LTS AL VR BEIZ LD TR
REEBBIBFET D, —H TV I T VRN /BT L XA VELA BEIZ DWW RE O R R T
RATE /LD /A VRS SEIR IR A BN BN R T2 PEAVREILD D85 29727, Fiz DAA A
TR AR R TR T DY RATE L /NN SZZAE VA SEDOENE 3 FHRER TIL, VARAT7E
/LSRR VB G SEIR AN ENBIAS 11 Bl AdLHAL, 245 (100%) T SVRI2 23RSz 2 fif
ST YRATE /LU RAENVE G FEDIRIFE A BIR L TUX, L AT LE L /BT L Z AL
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Bl A 12 WG T ARATE L/ S RZ R VEE A §E + UYL 24 B 55535,
[Recommendation]
® JVERRTEN/LIVRRAE NG EEIZEDIBRARBFIHL Tid, VBT e /e 7L %
AEVEREEE 12 BEE ., IV ARRTEN/ RARZZENLVEREEE+HIASEYY 24 B
5 2#IE+5 (LUl 2a, L —KB),

5-3. /A7 2
5-3-1. JEARRIIEI T #t

T 2AT7 VAR, IFN 7Y —1G R OBGIZID | I OLEED 2 IR 2 ERES AL, BSOS
HELZRY, SHIZHDMEL A ELT2, SVR AR DOAF MBI RIZ OV THIR 2 [T T AN
SN 22HY, BIKE ST C BUFRICHTDHIVANVAIRIRIL, 7 /247 2 BUZE W T, HIENEER,
FHERRED DAA JFICED IEN 7V =V A TSI D RETh D, Fio, 7 /2 A7 1 BlL 2 MDIREG
LB CIE, T R_RTCTOT IZAT I oo P e ) ToHL TV TV E NV /BT L A AE NV ELA BE,
VIRATE I/~ B ZENVEEEE, oIV HRATE L /LS AE VE S BEHERR SN D, — 5. L
UA VAR EATOIRWE A | ALT D3N EE A ChiuE, IR L D155 (UDCA, SNMC) <° Peg-
IFN (IFN)A &4 54179,

5-3-2. MIENEHE I LOHRR (DAA JRIRIER L) 1T 1T D517 A /L 23RO R (12 19)

TFIEAT 2O MG - FIREOWT B W THLZ LT LE L /BT L XA VEL A
BE, YRATE N/ L RAE VLA BE (T2 T2 LEE OB REENRWNGE) | XV RATE L/~ L34
AENVBLEBE (T2 LR E OB ERE R RWEE) 08 — BN Th D, Fo, 7 /247 1 8L 2 ROIR
BRGBITIL, 7/ 2AT DT HEIMED BTV AT LE L /ET L AR NVELA§E, VARATE L
JL U RSAE VELAS BERHELES D, P ANV AIRIEA TRV A ALT BEEEChIUT, TIir#
FINZ L D1EH# (UDCA, SNMC) X Peg-IEN (IFN)D &% 52179,

[Recommendation]

o FIEAT 2BNTHTBE—BINIIS VIS LE N/ TV ZAENEAHE, YRR TE /LY
NRAENVEEEE (TIELEEDBEERRVEE) HDWIK, YRRATE N /RN RZRENVELE
8 (R LEEOBRENRVEE) THS (LV 1b, JL—F A),

® HENEHRTH DAA & LiaBDRWER TOFHER TOARMEICET RN (L~ 1b, 7
L—FA)

o A7 1 Rl 2 BORESBEFIIHL TUIT VIS VEN /T VA ZAENVELSEE, YHRA
TN/ RURZZENVELEEE, HDOVIIYRRATE N /LU RAENVEE S ERHEREESNS (LR
V5, 7V —FB),

5-3-3. DAA Z & e RIBIRA R II BN kT2 FRPRIZIBIT AP A /L A DR IR
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5-3-3-1. IFN ~—Z DAA IZ LD HNAEA BB 2 FHRIE

AT 77 L E L +Peg-IEN+UARE Y PFICE DRI BNZ KL Th, LT LE L /BT L Z A
ELVELAEE, YIRATE L/ LU SAE VAL A BEH DU NTY IRAT E L [~V R A VLA SED HELRES L
Do
5-3-3-2. IFN 7U—DAA [ZX D REHRA D BIN 535 FE

S htisk LRI LD EEER I T BT /247 2 BUIK 35V RATE AU ALY TEHED
SVR12 1% 94%(144/153 ) L& S TIRY 20, ZOMAFEERNAHDOHE TH Y RATE LAY
P SVR12 i3 90~100%& 785> T,

VIRATENAYASEY A GG RS 7L AT LV /BT L Z A VELE BED A ZME
ERREET B TR N R R OR RS R RSN TS 20, &/ 547 2 T RATE AU
EVACL DA AR Th-o7z 13 6l IBMEATFR 7 651 FFEZS 6 1], 4F i RAE 65 7%) ICkL T/
ATVEN/ET VL ZAEVELGEE 12 B 5 0MToh, &fIT SVRI2 RERESNT, £i2, Y RATE
P[RS B A VLR i DEINGE 3R CH Y /44T 2 Y IRAT E A SEY AR AR
11 FIASKEAIAEI, 10 B (91%) T SVRI2 ARSI, LLEXD, YHRATE AU AE YA OTRHR
REFNCKIL TIT L BTV BT L 2 AR VIR A §E 12 PG HDNTY AT L /L3
HAC VLA BE+ U 24 WG 2 HELE S5,

[Recommendation]
®  VRATENAYNEV G DIERARRIFIKH L TUIT VAT VENL /BT LV ZAE VRS
B 12 BEE. HAVIIHERATE N/ XA NRZAENVE S G AEY Y 24 B 5 2HEE
35 (TR 23, Z1L—K B),

6. JITREZE 5k D IR HRIG
6-1. FLARMIRH 76

JFFPARREASMRT AL, BEIE., B IFEAE . ' - R0 R AIRUE H 72 & DT A BREIR 23720 IR BB A AR
B | AR A FEDIRRE A FEAE M TR 28 LR 55 8 BE DR HEA LA T S 2 DL D TR 28
I, RO ESVAIRETH D, -, R TR N TOIFARIZER TR AEM TEBIRL R LS
Do LTcino T, FHEZEDIREE B BN ST A RO E 26752 812H0  RIEPERFEZ T
FERRO T2 BT A NV ATRIRD BN B, AMEPEFREZE (2533~ 2 00 AV AR K0T A )V 2D HERR
DEFLNAUE ., FFRE-CHF R RO AEZAMH T DD HFCTED 7,

L., JCRIFRRAE L R E1X IPN BT CTh | I TIHFEZE I G 0 2 IR JUHEIE 12 L DI
M ERIBD A IFN VRIRDFEE L2 5728 16 W IEN R— R IREPLT AV AR D LTS S T2 BRI
JTFREZEREGIZ 36152 HCV HEBRIZREEToh o7z, — 7. 2014 4ELARE IFN 7V —DAA B3R 2 LK
P FETESA, T EAT 12 T C R HETAEZE |25 U CORBRIE ] &7 o 7o 28D | AT ZS i
IZBWTHBMEAFRFEER IFN 7Y —0 DAA 1252 HCV HEBRS AlhEL /e o7, 7272 DA E TV
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NOL DAL THIERE AT T 24 5136 4L T Y, Child-Pugh 4347 grade B JE]
ZRET D BRET D RETHD, FrIZ NS3 FHEZRITIFAEME L I PR ENZE L L/ T2
728, NS3 PLERA Z oL U AANIEER Th D, FoiilifEDOAE TIX, YRATE L /LT SAE VLS
BE, A LEFAE L/ RYET UL /UNFEABLEBE, YRATE AU ASEY PO IS B MR
ZIREFNZ I W THEZRRNER P TR E I TERY, RUEVENTEEZEFNZ I 1T 5510 A /L AR
ThH>THRWEHORBUCA D EE T DMENRDD,
— 5 FEEMERFEZ ISR LT 2019 4F 1 H YARATE L /L2 A VIR A BE D RS IR TE AT
SHL, LAV AIRIE IS AR TR o T,
[Recommendation]
o C RUMRMEMITHEZE TII. FRBLIT A2 % B L THEMEAIC IFN 7Y —DAA BAIIZXS
MUANZIBRELTO LYV 1a, TT—R A),
o THRE“DOPAE Tit, REMEFEEEMBWTEERBIERASECAINRES N TRY., P
TRBEDME T LI ARUE TR IE S 2T DM AN AR TILEER ORBICH 2 ER T 54
E2HD5 (L~ 5, FJL—F A),

6-2. 7 ) HAT 1 Bl
6-2-1. Peg-IFN+U/SE VA H 1A%

OVRENZFIBTIL, 2011 FIUENEFEEZ 23U T Peg-IFN o —2b 7% Peg-IFN o —2a LU /Y
Y OPFINEIRN DA NAERT ) ZA T30 b T R BE H L 7e o7, L, IFN ZU—J8FE 03 Hul
LI TWDBUE T, 1BMEIF R [RIER [FN ~_— 20 A /L ATEFR T DAA TR BB 31T 52 it
PESERF72 8 DRFR I G A RE | HERES L0, ARUEMERTFAEZS 12592 Peg—1FN a —2b DR HER 5. &
1% 1.0 u g/ke/i ., Peg-IFN o —2a OFEWERY 5813 90 u g/#H THD,
6-2-2. YIRATEIL/L P/ SAE VR A BE

DORENZBILENE 3 FRER T, Y RATENL /LU RAE VBB EE U E VB 12 &S
DATOI T /847 1 B C BB MRFREZ D YR E]TD SVR L, YARATE )L/ LP/SAE )V
FET 100%(13/13 )  USEVAPFREET 92%(11/12 fi) THY , BEIEFEI T, Wb 100%(28/28
Bil) . 100%(23/23 f5i]) Tdrolz, Flo, YARATE L /LU AE VA FEN Tl AHEFRICILEKE
HIEITRRD AenoTc, ZORERE T T, b ETIE, FIENRE, FERICbhbh T VARATE L/
USRI A BE (12 T 5) AMERRIEH L7 > TD, 728, YIRATE L /L DS RE VRS BRI IR
FEPE T AR 22 (5L 2k D PR BRI H 23 70< , 2R MEBMERR S AL TR,
6-2-3. L AT LE N /BT L X AE IVE S BE

TVATVE N/ ET L ZAEVELESEOENG 3 FERARER T, REMEITEEZE L T —
T YL T L AT L E L (300mg) /BT L Z A L (120me) D 12 BB G213 T, FDkE5E.
SVRI12 (37 /247" 1 A1 100% (38/38 Hi]) THY | AVEAT R B L [FIER R AF RGBT DI, K4
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PEICH K& < MBS D X070 RIERIZ A DI o7z, 72720 ROIFIERAE M TR 281 3
NEGRFRBR ORI G705 TEHHT, Child-Pugh 338 grade B BX U C IEFICIIT AL MRS
TR, A SCE EAE R L CREHEESI TS DI Child-Pugh 4348 grade C DA TH2AH3, Child-
Pugh 43¥8 grade B JEFI~DZ L 7L E L /BT L Z AL VEL A SEMHE AL REIT D RETH D,
6-2-4. VIRATE L /YL RZ AL VRLE BE

VIRATE I [ Z AV ERE SEO RABPEFREZE |26t D E NS 3 MERAGBR TIL, YARATE L/
AL RBAE VIS SE 12 AR ES TSN Y ZORER 747 1RO SVRI2 1E 100%
(23/23))& BAF/RIGHRAAEMF DT, BT RERMEIT 2 MEE DL BIER I AL
7otz

6-2-5. 7/ ZAT 1 BUT BT DIV AV ATR R DIER (1K 22)

FIENERR B L O IR (DAA {EFRELL) OWTIUTEB W Th | BYEFFRFRIRRIC RATE L /LU /SR
ENARAEE, SV T L E N /BT L ZAE VLS BE R IX Y RATE L /SR Z A VLS $EDS
H—BIRTHD, 72120, BEOBEENDLIEN] . BT T/ RATE N /L SAE VS §E, Y
RATE N/ XV FAENEE S EEIIEE T TH D, T, YHRATE L/ ~)LRF A )VEL S FELIAL D IFN
77U —LT A% Child-Pugh 4338 grade B F721% C OREFNZIFEH T & TiIlew,

TIEAT 1 L 2 BIDIRE GG I BT R FERY ) 2 A 7 b T @mnI L 7L e
NW/ET VL BAE VLA E, VIRAT E IV L /RAE VLR BEETIT Y IRAT E I /RS E A VRS
BEDHERRES NG, PLTA NV ATRIREAT > Th VANV AHERBES AR WA . HAVITHITA LV ATRRD
IR 72VGE T, ALT fENEE (30 U/L ) ThAREF]TIEAF AL HTE (UDCA, SNMC) |
&DUNE Peg-IFEN (IFN) D &8¢ 54479, FEZIZ%T 5 IFN £721% Peg-IFN O/0 B fERFIAHEIL, TN
22 OHERERH IR 3 KOV RS O M2 A T D RIREMED RIS TUND 30 %6 20 UL | §_TOER]
TRRBELID DT TIEARL ZVRDHHIRNGE TR HR L EHEI e > TR g h 175,

[Recommendation]

® U FAT | MDRAEMERFEEE TIZ, FIENEGRB L OISR (DAA VIRIERL) DV-FhIZEV
Th YRATEN /L ORRENEREE, VAT VE N /T VU ZRE VB A EE., 213K
RTEN /R RZAENVEE EDBE — B THD, (L~ 1a, FTL—F A),

@ VARATE N /UINRRENEESEE. VAT VEN /T L Z A NVELS SEIL Child-Pugh 4538
grade B %7213 C DERITIIEERRVLER T RETIIRW (L —F D),

® JLATLVEN/ET LU ZRENVELA §ED Child-Pugh 233 grade B 3L U CIEFITHITS
ZRMIIHERIN TR, Child-Pugh 4348 grade B BX W C EHI~DIT VI FLENL /BT
VR NVEL R BEEE R I D RETHD (FL—F D),

o EEDBEENHIEN, BHH TIIYSRRATEN /LI RAEAGRIER, YRATE L/ ~)v
NREZAENEEERIIRTTHS (L —F D),
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6-3. 7/ Z AT 20
6-3-1. 7L 7L E L /BT L XA )VEEEE

TVHTVEN/ET Vo ZAENVBA LT ) 2A T T AR &, 7V a7 ren /v
LA A VELASEDENG 3 FERARRER Tl 12 Wik 5ck 7 /247 2 BICE 100% (18/18 f51)
SVRI2 T -7-, 72121, Child-Pugh 538 grade B 3L C FEF~DI LA FLE N /BT L H X
ENAE A FEE AR NETHD,

6-3-2. YIRATE L /LU RAE VRS BE

EWNE 3 FRER T C BMRMEMEAFZ T SVR 1% 89%(16/18 1) . FIREIAHETIL 92%(11/12
1), BEVEHE Tl 83%(5/6 ) Tdhrofz '8, Fio, A OA HEIZ L EIWEH OF B L R L ICRE
727213783572, Child-Pugh 4348 grade B 331N C JEF~DVRATE /L /LTS AL VELE BERE T IE
BETHRETHD,

6-3-3. YIRATE )L/ YL RF AL LELE BE

VIRATE )/~ RZ A VLG FED B PENTEIZ 25T D EN S 3 FHERRRER Cld, YARATE L/
AL ARG AENVEGBE 12 &GS TI Y, ZORER. T/ E A7 28 SVR12 X 100%
(14/14))& RAF72IE R BRI DAV, L AMEITH RERREIT L LRI 2RIER AL
AVl

6-3-4. 7/ ZAT2RNZ BT HHT AL ATEFR D EIR (K] 22)

T IEAT 2RO RIEMENHEZE TIZYRATE N /LD RAE NG EE, TV AT LEN /BT H A
VRS BE (12 8 8 5)F 1TV HRATE I/~ B2 VA SENR RS NG, 1277 L, BE D[S
ERBHDIEG], BHHITIZARATE /LR AE VG FERD Y RATE /L /AL Z AL VB S
BEIIEE S CThD, o, YRATE /LU RAE VRS BE, 7V AT L E LV /BT L XA VEL A B
I% Child-Pugh %7%H grade B F7-1% C OREGNITMH 3 _ETITR0,

WTIOEEIZBN TS, FLV AV AIERIZE S TUANVAPEBRBFONR WA | IFN IGEA~DO A
BMED 2N G | ALT 3 EEEThHIUX, ITEEEANZLDIEH (UDCA, SNMC) 2179, £z, TR EE
{b& BHELT- Peg-IFN (IFN)D B 5 H IR L 72D, 72721 ZhR B HDIIRO A TR T 1k HE e
(> B E T IR 5,

[Recommendation]

o FIALT2RDREMIFELE TIITVITLEN/C TV ZRENEEEE, Y RATE N /LY
RRE VBB R DY RRATEIL /LR Z A VEL A SEN IR E NS (ZEF VAL~ L
la, 7L —F A),

® VRATEN/LINAENRAEE, SV AT LVEN /BT VL EAE VERA$EIT Child-Pugh 4338
grade B F72i% C DIEFITIIE RV UEHTRETIIRW (1L —F D),

® JLATLEN/ET VU FAL NVELEEED Child-Pugh 2338 grade B BE U C EFICBITEEE
PEIIRERR SN TR, Child-Pugh 433 grade B 38X CIEFI~DT VAT LE N/ BT L H
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AENVERESEFE I B RETHB (S —F D),
o EEDBEBENGAEMN . BAH CITVHARATE N /LI RAE VB ESSERL NIRRT/
AN NRIAE NS SRIIE R THS (L —F D),

6-4. JEARMEPEITFREL K250 AL A TEH (K 26)

HAMEPERTIEZS (250 AV AR T, 28], DDBETIENDT O DAA TRIDL PAAZB
THEM SN THY, Child-Pugh 5348 grade B JEFNT 63 2 FHHME T H_RELZFUTUZAS, 2019 4 1
A OBEIZBWT, YRATE L/ ~L S Z AL VELA BE S FEARAE MEF 2 (2 L CHREE AR e AR
Nz, ENERRRBROME BlL, VRATE L/~ R Z A VA BE 12 %GBT 2 kD
SVR12 % 92%THY ., Child-Pugh 434 grade B JEIT 95% (38/40), Child-Pugh 4345 grade C JEfH
T 80% (8/10) T o721, Hokt, ZOFERTIX Child-Pugh 4348 grade C DAERFIIX 10 FlDOHTHY |
EBH|Z Child-Pugh 227 13~15 UE 1 b & En ' 26125 10~12 M Th-olz, Fo, xtRELTIA
EUVPEH DY IRATE IV /~OL B A VELEEE 12 BB 528 51 Bl Th=m’, ZoHh Child-
Pugh 43%8 grade C JEGID 3 FIHNFIROEITIZ IV IE S Uiz (B E # IR i, Ui sE AR .

K26 CEIEREHMFELEAERIO—Fy—k

CRIEREMFEE

Child-Pugh%%8 | |

erade B *SOF/VEL12:BE (EEBEELL) *?

SER MR EE
(BTHH/B34T) -SOF/VEL123EfS

Child-Pugh%%8 | | (Er%‘ﬂﬁif;b AP PIEEI= & B

grade C SBET S ) 2%
-fERER

T DANEBFEUBIA~DEERDIHE . SOF/VEL+RBV24BMIR I3 BT RE T34, FREMEDHIZELT
SOF/VEL12:Bf1R 55 EIRBET 5.

2 B D BHEEEREE (eGFR<30mL/ 53/ 1.73m?) RITBMEBDELT HBETRLDEHITN T SSOFDREEEZTHS.

#3 Child-Pugh#)4grade C (£<IZChild-PughA7 13~ 158) FEHIIs s 2 RAEFIOR S E+ HBRIELEATOEN. Lizh>T,
SOF/VELIESIZDWTIE, FFEMEICL > THEFHMNRESNLIREZTHY, BEOBFEICTHBOHTHEEGFBHEENEELL.

L7213 >C, BiRE Tl Child-Pugh 43#8 grade C JEf] D H1CH Child-Pugh A7 13~15 sODIE
BN T B RIZEAN DL EHEORRFEII 73 TIERW 2D, ZHOLTIERNI T DY RATE L /LR Z A
ENELA SER GOV T, S, IR M EIC L TR DS IRESNHRETHY, #5085 4E

ZI3ARD TEERFIBBLE N EELLY,

FE7-. DAA BRI IR L CTYRATE L /L7 A VB BER 1S T 254 18T
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K REVEFEZE THIUL I RATE /SN F A NVELESETUNE VAR 24 BNEIRESND, L

L, B EREFEANRT T DU eV O AR Th D20, DAA BAR R Cho7- IR UME

PERTHEZE TILY RAT IV /LR Z AL VRS BE+) e - OGF IEERBRIE S THY | il ~&

TR, —J7 . ZOIHRIFEFN KL TIHRATE )L /L E A VERA BE 12 B 5 TN P E o

HIWTIZ W TER L0, Ll FEAREMEITEEZE 5 L CTYRATEIL /LR Z AL VELE BE 12

WP G- 24T ST [ENG 3 FHFRER T3 NS5A PR EHR A 5 e DAA BNARA I B IR S TRY, £

DAENEITAST A2 TORN 99 ZD AT Child-Pugh A7 13~15 MSOEFNIZR L T 595
AITIEHD CHE BB B ZE N EELL,

[Recommendation]

0 VFRARTEN/VINRAENEREEE. SVATVEN /BT VU Z A NS SEDFARME TR
XA i A2 ToY, Child-Pugh 43738 grade B JEFIZRTTAEHLBETARETHS, F
IZNS3 FHEREZ S DL VANIBETHS (FL—F D),

o FEREMIFEEICHL TIIVHRRTEN /AN REAENVEEEE 12 B 5INBREELRS (L
JV 2a, ZL—FK B)

® 7-/ZLBIKRE R TIX, Child-Pugh 5348 grade C JEFIDHTH Child-Pugh A=27 13~15 JDEH]
ZXPT DY BRARATE N/ RARZRENVE S 12 BHREOZEMIIHAERIH TR, 25
LTSEBNZXE T DY RARTE N /XN FAE NG HREIZOWTL, SE, FREMECL
TIHREFSPREINDIRETHY, R EDOFEITIIRD CHERFRBESENEELD L1
2a, 71—k Cl1),

o EEFEEEFICH TNV O HIIETTHHD, DAA RITERARE CThorzIER
EHEFEE TIXBRTEN /R RZRENVELEEEINE U 0EA 24 BHREIIRREANT
By, FERTRETRN (T —F D),

® DAA RIRERRII ChH ol IEREMFER TR T2V RRATE N /RN ZREVELE 6 12 8
B EIIITIRE M EOHEIZ IV TR LRD, LHL, YRATEN/NAREAENVELEEE 12
E#5DENE 3 tHHFRBRTIZ NS5A FAEREL ST DAA BB RRIBIIIRASNTERY, &
ZHHEIXBA HANT 2o TN (LR 2a, ZL—F Cl),

7. special population |Z %95 VA HEERIG
7-1. HBV gy fs)

C BUEVEIF 212 B B RIE G2 & OF T D8 EE 1 TMA ClE 2~ 10%E S TVD A 22, ZHUZ H R
&Y HBV ORHEEDOEWEOT —#ThHY, ENTOMEEIZIZNIIVHERNEE B, B RFRES
PfLiz C BIFRDOEGE | BFHOBEA LT AN AIE L LIN—H 2T ThHHZEN— R TH D, 2ty
ANAFEOTFHAERICEDH O LTSN TS, C BIRFROIEFEIEN TR, HBV OHEFIZIHI S
TWDFENRLN 2B, EELDOUANVARFREDRE L7 TODNITOWTE, B Rma gL
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ENENDTANAEDEENLITHEREDZEE LD RARNLHIWTT 5 2,

HBV JLEYL Tl HOV BMUR G J0b AL 2 E R L o3 PR ~DIETT OB ES R\ = 21,
FOFMBAIZRIRIRNEEL, 10K, HBV LA o7 C RUSVEAT 2RI L Tid, HCV B[R]
B Peg-IFN+UNE YA TdL C&T2Ay 210, UL B COZERNRIL, HAMEGL G R % DV X
HURNESITE 20, 511, HOV BAMUR LI [RER IFN 77U —DAA FRIC LD In iR S D,
TEFE I IZBIL Tl HOV BB L AT D ©,

7272, HBV & HCV O BRG], HDHVNIBIRFSIZE1T5 HBV Y720y HBV BEfRRG I

BUFDH HCV BB LT, HCV IZxF T 250 AV AR A B CITH L HBV OFIEMA LB L OE
JENF RN Z D FTREMED DY | BRI E DAL E TH D, Peg- IEN+INE VP HIGEAITHE, HBV O
PGP 3 BIOREFI TR IHZEDSHAESIN TS 2128 [FN 7U—0 DAA (A TiL, MBS 5HY
RATE AL AT L EAPERIRIERR Y IRATE L /L DS A VO T DR THNIC 38U VT IEN [RIEE.
HCV #EBRT21Z HBV OFRIEMHALI IO IUTE BRENF R M E U2 &M S TR, JEFIO FIZiX
HBV BEAE GBI & E4L TG 219 20, F-ENTH | HBs HURM D HBV MLl x4 24 754
A NAT AT T L E LG RIE#BALAH . HCV RNA B2ME F45—J7C HBV FEMALNETTZE0)
FHINECTIY 2 FECHIBIMEIN TG 2, ZHLTIERITIX HCV EYLh HBV OHFRZ 2 T
WebDEE Z HiD, LT223-> T, HBV YL 50 T HBY BEAHEGLFIZ 53581 HCV 1RHEIC
BN TE HBV OFHEMAICEE R E R LE ThHD, £ HCV KT 250 A /L A TR A TRIIC
HBV @Y U O 2 TS L, HBV Y ChH T LV LTE R T, Hi HCV 1R
AT LA HIZ HBV DNA &7¢& HBV v —H—%F=4U> 7L, HBV DNA &0 EFARALNTE;
AR T as B 595 629 F7- ALT O _EFRFHZITHT HCV {5 C7e<Eb HBV OFENE
LD FHEMER S 2, HBV DNA &ZHIETHZENLEEL, SOICBEAEGBITH, 1 HCV 1RO
ALT EFRFZRE | LENTRU T HBV A ATV, FHEMALAS I LI & I3 T e 2 59

%o ZEIZHIEIHNRIEIC S 2 BF OB G IR T RICFIS LR 505 FTREME D SV IEE A
EWChHD,

2RE, YIRATE /LSRR RR Tl FEAIE EAEANC &> T B RIFRICH L TR G- T
WDHT JREIL « Y a2 L 7 < VIR O M PR R ERF A AR S KGO AITIX
HEE LT UTenizun, — 77 EGEICk 9580 HCV IR H1C HBs FUs 03 832610 55735,
ZDELUTN—AT A D HBs HURBED D72 Th D 22, 15HE 5 %12 30%DHEFI T HBs HURANH
FLIzEWHHEbH D 2, SHITHTHIIERE DR AED IR BNDLTENRESILTND 5,
[Recommendation]

® HBV HREYTIL HCV BMUBRLIVHIHELERLT L, FFEE~OETOHES &

B, IOFERRAZAIERPEEL (L-UL 2b, TL—F A),
® HBV HEYHNITHL Tidk HCV BB YLf R4k IFN 77U —DAA (A IC L BIRE A HERI NS (L
~JL 2b, ZL—F A),
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® HCV T BT ANVAIRREITRICIZ, HBV BV LB O BEHR T (LR
V5. ZL—KA),

® HBV HERYMIZxT 55 HCV IBRICE W Tt HBV OBIEHLICBERERBSLETH S,
L HCV IRRATRB IOV HIZ HBV DNA E72& HBV ~— U —%E=4#U /'L,  HBV DNA &
D LR BAHALNIHZ A NIRRT s 28535 (1L~ 5, FL—K A),

® HBV BEERREBIZRI§HH HCV BRIV Th HBV OFFEMLICIZIEESLETHS (L
V5,7V —R B), H1 HCV 1B D ALT EFKRE | BEIZSUT HBV BREEITV, BIEHE
(LSRRI AT T s 2 535 (LL 5, FL—FK A),

7-2. HIV e fil
7-2-1. L B AR

PHRENZIBTD HIV EYEE DO HCV RGOS 13K 20%ThH 25 *0, HCV B YLD
FETTIRGRR IR Lo TRES Y HIV B OFIAR BT 97%2, £ BIERM:EE T 4%2 HCV B
B G AR 5, HIV BYYE (23635 2 HI0F 15 (highly active antiretroviral therapy; HAART. #x
JT Tl antiretroviral therapy; ART) OHEHRZ Lo T HFn REG 28 O oA X ESEIXEA L, FE AKX
BIEFEDEIML TV D, WK O T, R R BIESEI X I A X BREISE D H CH R IEEF L2 RN T
2 F BICEL 2T, ZORLIAFRTANA, T HCV IZEDLDEBESND, LIs-»>T HIV ([ZAF
T2 HCOV (TR 2785813 HIV JERGWE R O 1T EER(LE A 56D TD, HCOV EEYEDMINDS
HIV Y OB AT TSR0, W E TR IS W T HOV BYE ORI 7 4300 1 53 HIV
(TR TOD LV RS B D 228,

HIV BYSED G O30 2056 . C BUF R BAMIOB ML AR L3 < P DML LD S
LR DIFHT IR TSI 292831 LOFERRINZRIRIR D EEL,

AARIZI1F5 HIV JEGFI 0SS 700 ANFEEE LR O I LD EYBI T n, ZH LB Tk
T IEAT 1a TR 3a By o7z HCOV BUMUBGL B TIE 1~2% 2RO HIDHIZ T ERWIER L0 10%
LU EIZROBND, EEOBLFRINRIEL COD5GHHD 2, HTL HCV IRRDOL VA TR A
(XD LR D8 HIV IR FIZ KT 250 HCV 1B A1 TOBRIE . FRIC ik BAN LD i Y
BICITFRNZ HCV 72 A7 RIE (BB AN 2470 B U725 HOV IR A RIRT 22 LR s
o,
7-2-2. HIV &Y BN 5T D7 A VAR
7-2-2-1. IFN R—ZHT7 AL A TR

HIV &G0 C RUBHERT I LTI EAMUE L RIER Peg-IEN+UAE U A HIDMEEIRR Th o7z,
TR L IEARE I~ DR AE | PRI 38 A Bk PR B BRESE A ST H T LM TED 2925,
LU BHT A L 20 Feld HOV BEMURYL 2 e ~K2 o 72 26237 Z 0B & L Clashik il pgae
DK, [P-10 DPEAAR T, IL28B DEIn 12 28 7R T T ADRS R ENFTHN TN D,
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7u7 7 —EBEHKE Peg-IEN+U AU HFATGRED FFRICEL TTT T 7L E/VEDHFH 29, R
TLENLEDPER 2 DGR S STV, WIS HCOV BUEGRIZ S SVR HTR0R0ED -
77
7-2-2-2. IFN 7V —H17 A /L AT1EH

VIRAZE AT HIV EQNI L Th s O ghRZ2 w3, IO Ic i, 7/ 247 1 B JE
BITIZYARATE /L2 RAE VO TR R (12 38R (X0 TG REE DA I H 3057 95%LL o
SVR BFHNHESITND 222 F- )27 2 BUEFITIEY RAT EAAUNE D A HTE# (12
D) X0 RO HE D57 90%LL D SVR 23555 2824 SF) HCV 7 /4 A7 1
A2 FNZBIL T, HOV BUMUEGL S HIV G OTRFN RAZETZRD 220, 72720 HOV By
Bl L[RIER . AR 25 275 SR BT D5 A FRCHTAR RN B TOTERERN R TROREN,
7-2-2-3. DAA &t HIV IBIREOFH 320 E

DAA PERIEHRICHAWS 7 a7 7 —BILEK (T AT L e, VAT LE LN T TLE N ZLh
FLE W) ITHT HIV IEDMHAAEM 23 H57-8 , HIV YL DIRHITIE, 2SO HHA & 3K
TER ORIV HIV (T LVT 7 T8V VT T ITENREDA T 7T —EEK, 7 /he L/
TANTAE Y TIT VLT E—IRO LR R G PLE ) I DT e S D, T,
NS5A BEHREARLEIR THHL /AL /LT, HLHIV FEL THHEASNDET /ARE L -V T e v
T VB O M AFREE EREEHTENHESNTND, DT UL THHL HIV FEOHFAIZBIL T
X, ESDHART AL (T AV FIEER T ART AL 728) BB IRO b HIV OFMFICHEL TTTHZE
DHELES LD,

[Recommendation]
®  HIV LT L TIL IFN 7V —DAA AN E —RINTHL (L)L 2a, FLV—K A),
®  HCV BRI LR — DL VA TIHEREFTH L~UL 2a, 1 —F Cl1),
®  DAA DEBRIZH o TUIRAMEEAERICH2TEET D (1L~VL 2a, FL—F C1),

7-3. 7 IHAT 3~6 Hl

AR ODIEY , HCV D5 7 2 A7 A IR B H 23 e< . B # IR Cldtrs A~ (Buns v—7 B
B, T N—E ) RENERINCND, 7/ HAT 3~6 BOGHEas AT s ClENEE g 155
WIEPHEARRE I DG OND, 72720, 772 AT 1 Bl L 2 UG DEHEREE ) DL PHE RFE &
IREREIRDZENBDTD  THELREE | HDWNTTHIEARRE | LWORE R LR ST bl TIITT /2
A7 3~6 BULAIWr 2D TIIR N T I ZATBREEATORETHD, MEREE 1 HDEHIEAR
RE 1 D& DIGFRHELE 2R 12 1R,
7-3-1. FIBAT 3B

T IBAT 3BNIET VTR TR D S VBB T Th D, DRETIXS /247 3 RO BFIX
TR ETHDLH, MIERANZLD HCV Y Tl 1%L IS A DND, 7 /24T 3 IO RER]I T &%
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ZHEIARFZ A 29 BRME( L O HE RS < 210, ETIFRBRE DY A% S 27, Peg-IFN+USE U D
TR RN AR R THHIZ 8 IFN 7U—DAA IRIEDOEEI M7 /247 L FIZif s s,

2017 4F 9 HITHEGRESNIZ I VAT LE N /ET LA A LS BEX /S V= BCHY | 7 /54T 1
~6 W RTUTHNEDFROBIVD, DWETITT /2 A7 3 BN U 3 FERERDM Thodu, DAA RIE
FEOMBVENFR - IFREZEE 240 10 B, 2 Bl L7V AT LE L /BT L ZAE VLA BE 12 %5753
T TR R, SVRI2 % 80%(8/10), 100% (2/2) Th o7z, BIMTI T L5 3 FHERIKAER O
SURVEYOR-II Ti&, 7 /& A7 3 UKL TV ATV E L/ BTV Z A VELE§E 12 T ] O RARE D
ARSI, FFREZS T2 IPN 72V LY IR AT E /U LD BRI BT SVR12 13 91%(20/22)., A ME AP 2
SEBIOFNEIEHEBITIL 98%(39/40) Tdho7= 189,

VIRAT I /LR B A )VEL G g A A E N ERRERBR I AT DIV TR SMC T 55 3
FRERIREBRD ASTRAL-3 BRERO T, 7 /2 A7 3 BUIK L TIRATE L /)L F AL VEL A §E 12
T D RAED A SHL, SVR12 23 95% (264/277) Tho7o, HFEZETD SVRI2 13 91% (73/80), 1&HEF
2T 97% (191/196) Tdro7z 19,

7-3-2. ) BAT 4~6 H

TVHTVEN/ET L ZRENVELEFEIZOWTH T /F AT 1~3 TIPS OFEBITE 3 FHFERIZHE
FANNDIVTN W, AN BT HRE TS 2%t G L L7256 3 FRERAR R EXPEDITION-1 3R
DRTDF ) ZAT 4, 5, 6 BIDFEF R LT LI T LE L /BT L ZAE L 12 ORGP IRES
VTN 9 T 2207 4 816 5], 5 3 2 f51], 6 A 7 (5 T 575 SVR &7 o7z,

VIRATE I /) RZ A VR BEE O BN ERRERER AT O TRV NS BIT 55 3
FRESAFRERD ASTRAL-1 REROH T, 7 /X A7 4, 5, 6 HUIKIL TOYRATE )L /~)L/ 2 AL LVEL
A 12 BEOMFEDHRESNCQND, 747 4, 5, 6 BITEREN 100% (116/116), 97% (34/35),
100% (41/41)Tro7z 1%,

[Recommendation]

® HCV kA7 (kulN—7 Bl I V— ) BREICBW TR ERE 1RV EERRE]
EWVHRERDPEBLNIH/EITIL, S HCV 7/ ZATREEA T T /AT ERET D L~V
2a. 7L —FK A),

o F)XAT IBDBMERFK - REMFEE T, SV IS LN /BT VA VELE§E 12 8.
FIIYRRATE N /RN RFRENVEAEE 12 BREDFEBIRTHD (L~ 2b, FL—FK
A,

o JEAT 4~6 BITHTAENRBIITHON TRV, JV AT LVEN /B TV ZRENVELE
$E 128, FIITYBRARATEN /XN REAENVEEEE 12 BREGDPE —-BRTHL(L L6, 7V
—KA),
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F£12 C RIS X -HREMFEE (E0S/THERRE - HIEFREH) ™

e AR Peg-IFN+RBYV

BRI
180281 (1828 JO—Fr—HMIHES)
ey GLE/PIB(1258) *?

SOF/VEL(12:8) *3

T BHHCVS /B TREET TR/ B1TERET L,
*2KIIZHTHS /34T AR ~6 R ADEGRRAB LT HR TUVRL.
*IRIZB BT /54T 3B~ R ADBEERHER ZIThATLEL.

7-4. EHERERE S BT
T-4-1. R - BT R 11T D HOV KGO BLIR

12 B Nigtypi (chronic kidney diseases; CKD) F# 1236175 HOV PRI —M A 1 K0 &<| 3.9~
T.9EHE SN TR 2925 BHEEEDMEK FL CKD OAT—U 1735138 HCV Hilktt R E5-
9% 2950 HOV PUREGIERE 1B & LR LT, 1992 4R AT P R S22 T2 2 T T DS
<L RIARHOBEHE B L, ALT 20 P, CKD B#FIZB\W T, HOV BT B Toy 2o T
H5 >0,

Fo, BHTEE TV TS HOV ERITE AR TH D, HAEITEF2OEFHTIIT, 2014
ERBUE, DAEICIIT DB BE T 32 TN THLH, BHTEF BT HCV JUiki I,
2007 FEDBITEE 2 DOFHA TIX 9.84%%2, 2010 4£0D Ohsawa SO T 11.0% Th-7= 2%, HCV #i
IREGPERE B DD D HOV FRHIEHE OEIAIL, 2007 FEOBHTIE A OFRA TiE 64% (- HCV RNA
BEE) %2, Ohsawa O TIL 58.9% (HCV = 7 HURM) THY | thH TILBEHTEE 2RICB T D
HCV Ffgeie & OEIG % 6.5%& H L TW\D »°, Bl sk Db & Yea s b — /W2 &k | @t s
IZH1F 5 HOV FUARBEMESRIL 1999 HELIREAE 2 K FL T B0 0 (3 13) | Bk, Fo, MikEiz &
{ZTTODEFIFE HCV HFURERD & (3K 14) 22, EROESIZIY | RIPIEITBE B HEINLA
TFHIRIAE R L TOD2 BT RE CTIT HCV B OTO AR T RN R R THLZEIIRIN TS,
Fabrizi HOAZEHTCIX, T D ORGRBISE 11,589 HlOE T, HCOV EELENTEF O LM T4 HCV
RSB RF L THEICR R THY ARV A2 1.34 Tl ZEN RIS TWD, /o, HCV
SRS CIIIRRR G L ELR U TR SO T 28 70 &P AR B L 72 BE KT 23 5.89 5250 271,

ZOEINT HOV JEEHLIT, BT BB TIIAEM T REZBSE TV DLIERHOLN > TWD, Fi2, &
Hr BE TN T, VAV AIGHRIT HOV BIE AR ND LM TP REWET 2D H25T | EGIRZ72<
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FTEVIERLDHD, BUE, BHTEZ OFHL HCV EYEDIFE AV EIFBENEYLE S 2 HIVTRY ., B
QeBi ik DBLESS HOV IR ~DHT AN AR LT & THD »,

LUEJY, HCOV J&G4i3 CKD BHEIZRBWTITBEHREIR FOYR2 L7220 B EE Cldbm Tz
ESETWDILEDHLINNTIR>TERY, CKD B3 - BT EF 2B W UIRIBIIZHY AV AR Z1TD

_RETHDH,
#:13 BREEFEREHCV ABHEE DR
F 1999 £ 2001 4 2003 4 2006 £ 2007 £
B HTREFIEU(N) 197,213 219,183 237,710 264,473 275,242
HCV kG ER 15.95% 13.88% 12.37% 10.22% 9.84%
HCV A5 & (AN) 31,455 30,423 29,405 27,029 27,084
K14 BIEL HCV KB ERDHR
BT 2FRME | 2L | 5FEUE | 10FUE [ 15FULE | 20FUE | 25FULE
HCV ik
7.55% 7.90% 7.86% 7.77% 10.75% 23.32% 44.81%
(Gl
[Recommendation]

o FHTARFICEITS HCV FRiBRYE OFISIX 6.5%LHES L. Bt BITBORWEEIZL
HCV FUKBBAER @ (L1 2b, ZL—F A),
® HCV E&ZLiZ. CKD BEICBWTITBHEEIK T DYRZ LY BT AE TIdAEMmPREE/AS
FTWB(LUL 2b, ZL—F A),
® CKD B¥E -FiTEE T8V UIFERAICHT AN RAIBREITINE THD (L 2b, TL—F

A)O

7-4-2. HCV J&Ys LB R hl

OREOEREBIEE D HAER R LU KRBRRB IR T TV 2%, 1990 48 1 Avb
2009 4F 12 AICAEMREBM A i1 7L 72 B3 964 FT | HCV Bkt B 914 fil& HCV HLikpE
B 50 BNTISUNTRB A R A RA L LTS B AR A28 31T HOV HUREEMERE -HCV FLik
BATEREZLZ I, 88.4%:71.8% (60 2> A #£) | 75.6%+51.3% (120 7> A ££) THY, HCV FUIRBGIERED E 25
SITRAFEBNTAH BATK F L2 (p<0.001) , 2 BEFICOAELFERE [FERIC HCV FURTERIIZ I\ TRRAE

INCH BEIK FL W2 ENBABNI 257 (p<0.001)

60




73

— 7% . Mahmoud 5l HCV RNA MO BE AR B 50 514 %512, BARRETD [FN a3 B t: O
FERE BRI 52 DR A A L QD 2T, 50 Bl 18 I CREAERITIC IFN IR T TERY, 55
10 51T HCV RNA 7232 b LTz, BAE 2 O A Wi [ C el d™2 & IFN IR A THE C It TiE
EHHRL T BAERICIIE 7L T F =0 ERLTEY, B 5 FROBMENE EITIK TL TV,

PLEXY, BRAEEZ T EL TOD HCOV EYSET B IR L T BRI HIY A VAR ET T8
K0, B DBEBRER S B AR YET D AR DD,

[Recommendation]
o ERIEAZTEL TS HCV BREEITBEITHL T, BHEEDOBHESLESER, £FEREPY
BIWD0 BHEBITHVANVRIEREITIRETHS (L1 2b, ZL—F A),

7-4-3. BREREREE BT BE ISR DI A VAR (3% 15)
T-4-3-1. 7 /547 1 Bl
T-4-3-1-1. 1R AE

AT SCE L VT F =277 T Z 50 mL/ 53 LR O CKD 3 - BT E (92U eV o ff
IR THDIZ 7 ZAT 1 BUTKET % IFN R— 257 A L AR E LTI IFN 25U\ Peg-IEN
HANZEDEHRDFLTHY HHRFITH LT /447 1 B @ AV ARG T D AEIE A R Th
ST, —H . EIES LT IFN 7U—DAA BUHITIL, EHTEZ IZBWTh mWHy AL AR ES
T, IEN Z7U—DAA BAIDOH-CH | YHRATEVTEB P CHY | BT BE BT A IR ETH
BN, B IFGHACNAT ZF T LE L BERTASAE AT T FLE L LT LE L /BT LA
EVUIIFREN A Z T 23K THY BT BE BT HBHIRISI TR, (F7F7FAE L+T AT
TLE N BERTIRAE AT T T LE U 2022 4 5 A BIERFEF 1L E2>TD, )

ZOYG  ETHITHACNAT AT T LR MR, AR, A O, fiia#E, 1.28B
7R DBRAERICEDT BHRUANAERNREBRONDIEN, HARANEZRRELTZ 2 DOBRGHIL
DIRSIIZ 2829, Z L 21 i, 28 fild HCOV G BB IR L TH /T H AL AT A7 LE L
DEHRIRZAT > TD, FlipIEZZ I 63.0 ik (TRAE) & 65.5 5k (F¥) . BB TH 72, ALT D
AL (18, 19.1) . HCV RNA 13 5.7 72U L 5.89, IFREZE S ZAL2 40 4 45 (19%) + 17 4511 (60.7%) &
FAVTN e, TRIERRTOMPEZ BT, L3IV T I OMRFT THIR LS TOZRWE DD | Y93 2251 Suda
HOMFID 3 BNIRH SV, B BI85 (SVRI12 ZERHE) 13, Suda HOHAE T 95.2%(20/21
1) | Toyoda HOHETIL 100%(28/28 i) & Hih CTRAF T o7, Toyoda HIE, FEHTEE LIEEHT IR
FIZBWTHEI HOV 2L R AMETL TOD2 1RHEBHAA 2 18 B 50.0% vs. 21.4%, 4 1 H 89.3% vs.
67.8%, 12 H 100% vs. 96.4% THY . FEHTHED 7 A FHNZ HCV F2MEALAMFHI0 T e, SVRI2 2355
igipolz 1 BTG4 T % 4 BICHB W THBRR AL, #5700 HCV RNA Z B EME L7
LA, DI6SE ZHEARIHSIZ03, Y93 B ROIFAELT 3 HiITid SVRI2 23MFHi7,
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TIVRAE AT T TV E LGN DWW T, ST CKD 27— 4~5(eGFR < 30 mL/43/1.73
m?) D EREREE BT B AR R E LT KRBT T 2R % B — B Sk (C-SURFER) 23T,
BRI BRR DN S ST D 0, 111 B0 B BERERE FAE B (CF-¥)4F i 56.1 ik, 77/ Z A~ 1b 4 58
B, HFEZE 7 51 3BHTE 86 1)) 23 FEIEREICHIVAHIT HAL, 205D 105 BIANRIE B L OZE D% ORI E
e LT, [FNRREOIET) FRFRNT M T 11 G, 116 BilFh SVR12 Z 2Rk LI=ERIX
115 1 (SVR12 FERK (T 99.1%) Thoi=L@ESN TS, DBRETOENE 3 fRBRClarzL 7=
Y IVT T A 50 mL/ Gy A O BB RERE BT IR G DRI STV TR 67 Bl CKD A
7 547" 1 B C BT I B (8RR A% 50 61, FTFEEZS 17 1), AT fiEB] 10 61)) (kT2 L2
NAT T T L NDEFRENRE S %, ZHUcEiuE, CKD A7 —Y3, 4, 5ZNEIUlHiTH
SVRI12 #&]% 90.9%(20/22), 100%(6/6) . 100%(10/10) T&HY, CKD 27— 3DIRMEARRK) 2 Filids 77
HAE AT ZAF T LE N ZDRIRIE AR Ch 7L L TiD,

F72. C-SURFER (T3 T, {6HRAT0OD NSBA S EZS 573 FEFEREDH D 115 il 17 51(14.8%)12
FEHHEAL, 200 17 B SVR12 13 16 #1] (94.1%) TERLSILTND, SVRI2 3567270 > TAEBN AR
BICHY | IRFRATOMMT T NSHA S8 L3IM 2 BAFIEL T, BHEAERE S O f71E L7\ E B A,
SRR BT BT DL R AE AT T T LE VO RTEIRIC IE T NSHA (it 28 R 58
DNTh, %IRRT AL ER DD,

2017 4E 9 AITKRBENT-Z VATV E )V /ET L A A VEL A BETIL, M ClEME B RERE E 4
T2 8AT71~6 B C BUIFRIEFE 104 Filaxige e LT-ilBRaz T4t C% (EXPEDITION-4) 12, 22
TIXT /2 A7 1705 54 1] (1a Y 23 i), 1b B 29 i ZDfh 2 i) | CKD 27— 4, 5IXENE I 14
i1, 90 BT, FEAHTHIDS 85 il TIHo7-, SVR12 TR T 98%(102/104) THY, BAFeiEREBED T
WD, SVR Z R TEAR o7 2 B 1 BIANEHAE T4 2 TR O 72D 5T | 1 BlIX T RO
IR IELTIEB CThoTe, 7272 LZORER T A O A HEIZ) )b b3 21T 12 Wi T4
THEY, BT RIEFI OIS 8 L7250 EDREIKRBISHZEDFE Y TUTHDHIENTERYY,
— T TVATVEN /BT L ZAE AR E BEDIEING 3 MR TIEAZY — =2 7 HFIZ eGFR 30 mL/
53/1.73m? Al Tloo 7= B B SREREE FBAE DY 12 BLASA T L, 2] SVR12 ZRERLLTZ %, 20 12
Bl )2 A7 1 B2 ANIZE NN 3 B11-9 BITHY, 7/ 2 AT 1 BUT T DIn BRI o LidE 1
IRISTDN, TDRENTH T /2 A7 1 RAOFTH O EEBHREREF BHE 17 Bl 27 1L 7
EL/ BT L H AL VEL A SEDTRIR BB DS ERES AL, TRAE T 12 IS 11 il 25T SVRI2
SRS LT 22,

T-4-3-1-2. &k

TV HTVEN /BT L ZAEVELE BE T, #FMII51T 5 EXPEDITION-4 5B T 20%(21/104)
FEGN R REREFEDS HEBLL 12, [EN G 3 AR CIL i B AR P FR B O 17% (2/12) | R G HRFEAN
BIL TS ¥, HEE AR IR S B 1R, LB LRRFEIEZ B OFL WD EBE N FREEIE D FEE -
WZIXEEBE NV ETHS,
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1-4-3-1-3. 7 /2 A7 1 BUTK T 2H0 AV AR DR
LIEJY, CKD 27— 4 U EOEEBHRER ST LA 0 LI2T /247 1 ] C BT REE KI5
POANAIRIEELTUL, AR L2t BLOENICRBT ARSIV AT L e /e T L s
AL VELA BEDMELES D, ZHHDIRL VAT B RERE EEF BT A B O LIEL 22,
[Recommendation]
® CKDR7T—V 4 EDEEBBRERELSHLILS /247 18 C BFRBE TV
ANVAIBREL Tk, B - REMNLT L T LVE N /BT L A NVEL S SERHERS NS
(L 2a, ZV—K A),

T-4-3-2. 7 ) 5AT 2

— 7. T EAT 2 RN U BB RE IR I 25— @RI THL Y RATE /L /L P73 AE VL
BEERDNCYRAT IV /UL SE A VEL A BEI . B REIR T 3BTl Cx L CEA R ChHOE AT
TRV, = LT VEN /BT L Z ANV G SEOWRIN IR TILT /2 A7 2 BUEFIDS 17 Bl £
NWTEY, BRI BAF ChoTo, ENG 3 MR CIXT /447 2 BUEFIA 9 FilaskSiiz, Bk
JESeS 7 451, ARAEPERFREZE AN 2 BTV, Zi 2 8 3 - 12 IIRE M ThodL, 26T SVR 23551 T
WD, ZHUTHEDE CKD 27—V 4 L EOBEEBEHREEE 2SO /247728 C TR BHIC
KT HPIANAIRREL T L AT LE L /BT LU ZAE VA SERHERES WD,

#15 CKD RT—TRIM IFN 71)—DAA BF|AEHRE X

CKD

2F— 1 2 3 4 5 5D
eGFR >90 60~89 30~59 (1_2;21; <15 e
(mL/%3/1.73m?2) (E®E-Ti:#) (BEET) (hFEET) 'E’_F’)‘ (B1+=)
SOF/LDV SOF/LDV SOF/LDV
GT1/GT2 GLE/PIB GLE/PIB GLE/PIB  GLE/PIB  GLE/PIB  GLE/PIB
SOF/VEL SOF/VEL SOF/VEL

“HFEEEECERE T, FICERILTFUOEEMETLTVDI LI THABRMNBAL TV, SLTFTF = (Cn) 12#5<
GFR¥ETE fif (eGFRereat) TIXEDGFREB XIS 2T BEMEN 5. — . BREESTEOF A/ AT —h—TH DL REFC(CysC) .
AR, Fif. FRETEOEELRTHLS. BiE CHEZE S E TIXCysCIEIZE IEHH LizeGFReysD ALV EDOGFREDEE X B
LEESh TS,

[Recommendation]
® JRRTEN/VINRARENEAGERD NIRRT N /R NFACNELE SIS ) ZAT 2 B
D EHRRIE T B - BB L TR THD (VL —F D),
® CKDR7T—V 4 EDEEBRRERELS LIS /Z47 28 C BFRABE T 5101
NAERELTUIT VAT LE N /BT L ZRENLVELSEENRHERENS (L~L 28, 'L —F B),
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7-5. TR A% B I
7-5-1. B

C BFRT AN A LD IFARENEIFEEZ 1T O EIT AW CEE R EI SR B D —D>Th D %,
A AR RS OMEICIDE, 2017 I TON- DA EICIBITHAEEITFBAE 8795 B0 | ff
F& 3 BRG] (n=971) 25 Te C U2 BIELZE AR 1700 1] (19.3%) T | AHE PASHE (n=2275,
25.9%) (ZDUNVT 2 & H DIEBIE THD 2%, Fro, Il 2 O FERUEMTIEZ (n=1748) DH1T
H, C ARUFSE (n=729, 41.7%) 1% B AUAFZE (n=300, 17.2%) DV NI T /L— b (n=301, 17.2%) (2L 2%
SDIEGIE A 6D Tz,

ERITHER ORI, FAINF P D0 T B oo 1) I TafRe LT LU T&72
3, C B RIZH T DB AW TEXZNDH TUIED/RD -T2 60265 A R RS O
F2&. BRI BAEAE B2 (n=8572) O 1 FFI LN 5 FEAAFRITENZ I 85.6%3 LT 79.0% T
BHHNY, CBFFIIEF] (n=T29) (TN TIFENZ I 79.7%F LT 70.8% T 5 2%, Akamatsu HD A A=
PAIFIC B FE AR J0 2 « JIT 2% 5 5 IR S T LIRS0 S 36 T 2 0 i SL R 0 LD BB A JIF 26 0 A /L A T3S

(%I DA AR IR OMENT | (BIFEE) IS XD LD e, C BUFRICKT 2 514 B4 AT R A#E
BID 5 B IO 10 FAEFRITZNZN 128 LN 63%THY, Feb FEZSEN I C RUTFL
FIZEALDTH o7 2 UL BORBEEZ P AV ATEHRIC XY sustained viral response (SVR)2355
WIZIEBI DT T 7 MEAFRRIE SVR DGHNIRSTREGI LA EIC RAF CTho72 %4, 37205, C BUfiF%
2T DB AN CTEDORGE R 7] LS DI21E, FLy A VAR A ST HI LD gL 70D,
7-5-2. [P AE. C BUF R ORFHH

C BT 7 A IV ABGHIE BN AT D BAEAT~D C BIFFR 7 AN ADFRYT LI THY, ThITB
R i 2 B SR IC AR D 29, B CIFERHH L 72W D S BT I AW T o> C BT %
TANVARILAZIER R DL R TR 3273, FRR IR SR R A S N L R 3 R
% 26, ZU TR %50 A %IIIFRBAERTLDDIE R 10 £5~100 507 A /L A8 E72D | MR FAI
HIEME C BIF R OB E 355010705 X7, ZUCTT7 MFA~OFIRY S RNL T 5L | @ H e gl
\ZHDBAERTITIANTIL, BAi L 5 AELANIC 20%~54%DSEFI SRR A IZ Y | FFRE 28122 > T E B
R 40NROEE TIAUEMNTEZ BT T DL ESIL TS 25,

A DHEATITIEBNC L VER % THDA, WEFITBHER 3 7 A0 | R TR AT 2RI E
% 29, BRMELOHEITICRAL TIXFERZMH] T > C RUTFR T 0.1-0.2 Stage/4E DA THEFT LA
Guint 30 FRRECHFREZIZEHEZ AN, Bohiith fe il FClE 0.3-0.6 Stage/4 -0 THETTL
9.5 FEFE CHFEAICEDEMESIL TS 71, FRIROEITICITE 2 2R 72 5T 5L 5bhTna )
WCKIZ AT D C BT R T DRMFERF A AN T, il F— (045 73%) 0, M IRERFFD> 12 Ff
i DFIER T — 30%LL EDRENIIF R E Wb D~ —UF AR —F Bl 5L i L rEiRiEE
(2 X DRk %2 72 AN A L DIEMEALDS C BT RBIEDEITE RO HTENHESIL TG 270272 A (K
JFREREIZ AN T, Akamatsu HIXR T —4H# > 40 5%, 237 77 OfER, Bhitz SrEE, iy v
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ATEFEIZLED SVR BELNIRNZ LN, V7 MELRZBIT A THARKFTHLHEHEL TS 1 L
LIRS, R_I A B —T s (Peg-IFN)FU/SE VL D HAME I AIHE TH 724K L F 2>, direct acting
antiviral(DAANZ LDTRIEAERFRITRESE L . DAA I[ZEDITBHERIERIC 61T D SVR HANIE
100%IZHT DN TWBBLR A B BT 58, C MAFRITKT T 2B RGE MR I L Db D &R A7
W25 TETWD ATREMEDS E Y,

RS C B R BFRITIAT D 2-8%DIERIIZ AT, fibrosing cholestatic hepatitis (FCH)&L T
SNDHFBE TRIET HZENHBN TS, FCH 1T E0r A AN 8 O IR 2 £ T
SET BT BT 2 CHY | MR Bl F T —72 C BUF R ANV AD T — L T
FEL ., S ROGE I ST T2 B HEREE T A2 EMZEDJFR B X 5V T0D 272 Tkegami HIE, Ak
AT AT AV AHFUFE DI AN B2 IS i@ Rl fo 2 il RIS CL TR 2 i fE] B 00 HCV—RNA
28 7.2 log IU/ml BL_EE22 B2 L8 JFHIRAD 23— =0 % AR E LT/ RR T AN 2 TR Mo 4%
ZEEWA LT MM, FCH I, AR e Bir AV AIRIEIM T oW E K H LI 77 MELIZ R D80
TIERZRFRIETHD 7,

Attt C RUFSRIBM O X, FEARE M TlrIzev BN 2% | 2 H DT FCH C, #fk T
#Y - MG A C TR B EZRBOLED THD, A F—7 xu BldA L F—7 zu fEARIEITR
WL C BRSO BB DT B MRS RS - IRAEBZE - 757 ML AE B 220 P 2870 & D g
BALSEDHDWTIRIRA N EE 3D v REME NS E CTERD 07272 C BT RUSDIF BN B ES N
TR AR C B2 OIRFHEIS LSV T, LsLRM G| BUERE IR Lo T v 2 —7
=0 7Y —=DAA IBRRITIR W T LR RED HHF T DIRBBIT RN TH C BUATF R ORI IT L &1 T
AIREThHHEEZ ZHID,
[Recommendation]
® HCV BEE TR T DT, ITHRRRE 2 kL | AR AR - ILIE R C BT REFEHH
BERY | FEARE MR TITRVWEFICH L TiX, FIVAVAIRERITHZ L MRS S (L
~JL 2b, FL—FK A),
o MG - BB AR - U T ML BIRERE DIREHHHET D, HDVIIHHET D REEN B o
Th, IFN ZU—DAA {GRITR 2ITHIT FIRE TH D (L_b 2b, TL—F A),
® FCHIZXLTiL, MiEFH -HEEFEHODW OLL, BRI AN AEREZEATILENRDD
(L1 2b, ZL—F A),

7-5-3. JFRAETR P IS § HIA MR

TRt C AT FIET T DI I, TP SeZ INE IR . I KO C BT R OFTEL - 1HIRIC
R LT ERT — A L0ITONDZER LI TH D, TS B G T2500 A/ AR B U
TIE, Bk Z L E LTI BI(E Sz T U AR W T IS 72 IFN ZU—DAA fEHL YA
OV ETHRBUE A LS TODL DA D RIS, DAETIEFE 4 O [N 7U—DAA BHI A 5
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DDIRNTZ8 |+ 7o T U ANERSNTHEL T, AL RERE IS WO TR ED B
T5,

7-5-3-1. 75 A7 1 !

7-5-3-1-1. IFN _X— 2R

2011 42 11 AICT 77 VEADRORENTI VT FTREL 72532, Peg-IFN+U/SEY L FRIED ZH3
fit% C BRI H AIRERL DA ThoTe, LU HUFIMI AT D8 Tl £d SVR %
40%ATH THY | YL - LIMERIS D « FEHE SO ZET I 30%DAEB TR 1k, T0%DIEFICIRIFE I DI
BT T DRENZIBIT AL M AT | LI ERED & O RIVE R LA TEH A &
SR 40%, H11EAS 42%, F LT SVR KL 43% Tdh-7= %4, Fukuhara 513, 1L28B (rs8099917) D g H %
BEFRATL , ZNRRF— L VB M TT ThoS A KT — L VB ROATIDD T/G H5
W G/G 28T Al LA EIZ SVR HAE (54% vs. 11%, p=0.003) THHIEEHE LT 2P, —
75 Levitsky HiZ, o4 FIZdHDo SR I Peg-IFN 2 1972281280 10 FEOFEE T 7.2%
DFEBNZ . BMESH DV LM S SO B VEIT 5 22 & O E 35 777 N (IGD) A3 F8E
L. IGD OFIENT T 7 MEFZ WA BIK FSELZEa M LI 715,

2011 47 11 HIZT 77V ELH, 2013 42 11 AIZV AT VEA DO EIZHRW T FTREL 721 Peg-
[FN+U/SEVAZ NS3/4A a7 7 — B EEKZBINL TR T 52 LM ATREE 2R o7, LInLRBT 7
FLEMBLTIE, #78) LA A7 RRY LS TG A (Vs =2 —V 2 BRESK) ol
BEAZZNEN T0 5B L4651 EH 77528 27, BHRERE M A 7L O B REIER 2
b EDBRD IV AT DAA OXBIGIZEY 2017 4F 9 AIZikeH ik &poTe, =T AT LEVZELT
), Peg-IFN+USE D AF AT SVR 31T 64.3%AKMETHY, F7= NS3 12F51)5 D168 (A BEAELSC
TWZEEEEME IGD 2 RIEL 0T W EW ST R RS 7% AR BEC LD 2 E A T,
A C RIFRIZT 27771 E /L (n=36) B LU AT L EIL (n=79) }f F Peg-IFN+U/SEY %
BT D SVR HITZNE I 69%F LT 56% TH Y, {ifi & TEHMG R TIIARD 072 50, T70bob | 0
AL OB EE 2BV TE, [N 20326 EDH 5D DAA TERRITZ 2B LA LM
W T IO ED DB HETES L7200,

[Recommendation]
o [FBfE® C AUTABERITH TSR, FBMERAEMIHIEE, 8L CBFROBE-15
I BLZERT —ACIVITONAZEPLETHL (L 6, Z7L—K A),
o JFBHELHNIIAZEIHIRBICIRETHY, HFBHEEBFERHNKT 5 IFN SN —IEHIL,
SVR SEHMELAH>0 IGD ZHIET A RIREERHVHERS 2 (L)L 4, FL—FR D),

7-5-3-1-2. IFN 7V —{&J%&

BAEDONETH 2247 1 BUZRT U TE I ATREZR IFN ZU—1GEL DA D E | BR T/ ARATE
JL /LR A VLA BED TS C BT R BRI THIRHEE L COR R L 22N ES TV
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Do LDLIRNG, A TII T VIR TV —TlEH L0 TREMFER LG D7 L 7L E v
[TV ZAENVBLEFEORDUCEIL ThRE#ET 2,

PLU ANV AL G P KL O KA AAERICEBENLE Th D, 7 ARV AT I T Dlhs &
1 OATPIB ICBW T L AT LE L BT LU ZAE NV ERRED TS L6 DOEETHZENMBNT
WHTIZD TV ATV E /BT L ZAE VLG SEIR M TR 2122 7 m ) DA I AHELES LTy
%o YIRATEIEIE CYA ZTORBTHY, £ VAL VT EHMARHEIECH A0, VRATE
I/ LU RAE VB R SEIT S 7Y AAB LN I AR DN L EG ERR ERTEE 722 3 AR I
72 BRIETRE CTh D,
7-5-3-1-2-1. X VFH AL VAT ZFFLE LG

H 58 AL (NSHA FLESR) +7 AT 7L /L (NS3/4A FLESR) O I KA C BT & 1a %
(ZBAL TR BRI AW TIEGI OELFEIRIT 21TV, T OF 20 - L 2B T oG 2 To7 0 (&
JFHACNAT ZAF T LE AT 2022 4 5 HBUEARGEHIE) o el P A3 2 7 al) A ABA
(44.6%) . #70Y WA T = ) — )VEEET =T )V (33.8%) . X7V LA+IAT = /) — VIRET = F L+ART
AR (9.5%) , #7Y AA+AT AR (6.7%) . 337 =/ —/)VERE T =F )L EHK| (4.0%) . A7 AR B
#(1.4%) THY, 70 AAZHLE LTIV A PRI A S Tz, TA T 7LE L
(200mg/ H)+# 7Z 5 AL )L (60mg/ H) D 24 ¥ 573 74 FEFNZATOHL, 61 £ (82.4%) T 24 I DIRHE
INFERS NIz, TR OB ELTIL, VAV AZRTRIRIES) (n=T7) | VAV AFITSE (n=3) | DA
2 (n=1) , #RIEIE (n=1) | M/ (n=1) 278872, SVR 1T 80.3%DIAEBI CREKSAIZA3, A
LELVHERIEOME EEZ A5 12 B0, SVR ICEST=0iFb 9 2 6] (16.5%) Tho7z, — 5
NS3/4A (D168) &2\ & NS5A (L31, YI3) (it B AR S 43RO 7 AiE B (n=10) DN, SVR 1% 4 H
(40.0%) TFOITZ, Blfith 7 7T XA AT AT 7L A FFREICHIO T SVR ICELZRNVK L L
TIXT AT L E L (NS3/4A PR SE) A (p<0.01) 35K UV NSHA FEIk o> it i4: B H 48 B (p=0.03) 23 H
SN, AFFGRIL 15 41 (20.2%) (ITFRD LN B ERIER (n=9) | #HHZ (n=3) . BUfLfiE (n=1) , .O»
R4 (n=1) | /I (n=1) , # 27 TH 2 NAT AT T L E A RFRIEIIFR RS E RN CH
BITHAT FTRETHDHDN, VAT L E/VEELR) - FEFEHIR° NS3/4A 82D\ M E NSHA SEEKO M4 B A S 4 A
TDIEFNNTHELE CEIRNZ L ERIE T B R Th o7z,
7-5-3-1-2-2. VIRATE )L /LIS AE VLA BE

VIRATE L (NS5B [HEHE) /L7 AL (NSBA FLEH) IZU SV 2 INR T IMSET AR C BRUIT
RITKET 5 12 BIRFE TS5 SOLAR-1, -2 LTSI TERY #2235 ZnbdfiE1cisi75 SVR
FIIENEN 2% BLV 93% ThoT,

OREIZBWTL, BIURPHCB W TYHRAT EIL/ LS AE VEL A B2 W ARt C TRUT
RO BE T DREF O REEFEL LOFENT 21T\ Ueda H3ZDHNE - LM M %17
STz B [RNEHRE A DRSNS ZFEMRE T ZE | B HEREFE T (eGFR<30 ml/min ), NEEAROBEIE
Tholz, ILIHIL D AANTE 7Y DA (T4%) HDHVNIT AT ARY L (26%) & HbEL | TR BHAAIFIZ
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3T =)= )VERET =T/ (46%) HDOWITAT AR (28%) APFH ST, 2L/ AE L ORI
filZfEt L, BAEFI T rhe AR T BRI L TR B IG ST,

LU /RAE L (90mg/ H) +V/ARATE /L (400mg/ H) D 12 H 553 54 JFEFNZATH40, 53 41 (98.1%) T

W OVEPR DN TERES I, 1 FIO IR TIER RS 4 8 B TiiRICE2ETITTHRER P IS
Too TR IE L7572 1 BIABR = 53 SEBID SVR Hix 100%(53/53) THY, &AREL TP SVR Fix
98.1% Th o7, BRI\ EIZ, IL28B DT X A 7 IXIRFE RN 8% 5 2 727 -T2, NSHA (31,
YO3) (Tt B 28 B AR T JE 1] (n=10) DN, & CORERIT SVR MBIz, SHIZVATLE L
(n=15) { FEZ A 9 DIEFN W TRIEFNT T SVR BER SN, X T THAENAT AF T LE LA
FPRIEREBIR BT 1 BlOHTHY, FYEFNICT d32del 1F380 T, SVR ICE -7, PEEL LoFESE
ST 7 B (13%) IZFED BV s i iME+ —FE RS (n=3) | filiZe (n=1) | it (n=1) | #EiRHEM 7K
(n=1) , LA AL ARYLE (n=1) ,

VIRAT RN /LSRN A SEIC LD B C RUFRFRIGEIL, ¥7n) ARxHDNEH 71
ARV DIIRETIAT = ) — VIEE T =T Ve AT v A RIS S0 2 B A L 0O B S 7 B R O+
HAEMAFRD T, F72 IL28B T Z A TSI T D TR SVR 23MGHi7c, 7 bR 7
ERE IR BT D LRI B O R IE I T E R A2 BT 208, B C BUFRBRFIDI S, FER
TEPEATREZE , BB RERE E (eGFR<30 ml/min ), NEEARPEAEZFRESNTISUNT, NS3/4A [HEFETHD
VAT VENVBIEAR GBI Z G T EBN L T NSE SR EFE THLYRATE )L /LD /SR VLA BEIS
BRN O AT HIENARETH D,
7-5-3-1-2-3. ZL AT LE L /BT L ZAEVEA §E

FEFRBREAZIE BN KT 57 L BT LBV (NS3/4A FHESR) + 7L o2 AL (NSHA PR IE) Bl A 6

8 i 5 5B AR EIL TR, YA 20 BEROEN 00 h, i CTEWARIPEEELICT T
WS TS, TTBAERIEFNCBL T, 12 BEG5-OF2MECEIL TlE MAGELLAN-2 study (245
VT SVR 3R 98% EH i SHL TS 2, JTRBECIZFNENC I 1T 5 8 I (DAA IRIRED 72\ BT )
HHNE 12 8 B VERTAEZE | DAA BEIRIEB]) D7V 171l (300mg) + 7L Z ZE /L (120mg)
Bl 8E (3 B8/ B ) 2 W IF Al R C BUATR ORI B3 DE Bl O R EERE TV G Lz %, [AiG
FEEANDBRAN SR IIERENVEFEE DA ThHD, 7 /2 A7 1 BL 2 WA W7o 25 B, 4
PR 53 IR RIE B 23 AR D 22 B1(88%)% (56D CTF3Y | ifiT 60%DAEFICTHFT AL TNz, SasEimiilL
DAATE 1Y LA (68%) IrDUNEIH A7 ARY L (24%) ZHbEL, I3 T =) — VERET =T /L (48%) &
BHONTIATEAR (28%) NPEFHESN T, ey =a—r7)—D3a7 = ) — VBT 7 = F )L |
PRIEDY 2 Bil(8%) TATOIV T, B HERERE T (eGFR<30 ml/min ) SEFIZS 8 5(32%). HERmE AT iE Bl
1 4 B(16%) & E4 T,

T BAT VR 21 JEB TR TSRV TR SE XS, SVR #iT 100% T o7z, DAA 16 HIEAH 7
DIEFNE 6 FER] (5 7T 2 A NAT AT T LENAPEFIFEE n=3, YARATE )L /L PR A VELG BE n=2,
B IFHEAENAT AT T UVENAGEFRIEB LY ARATE L /LU SAE VRS BE n=1) THY, D5 4

68



81

BNZiE P32del AFROD NS3 8 DU ML NSHA 28 BA LS TN, ZiLh DAA BEIRHE A 6 SEFIIL SVR IC
BTz, FIOBHIEBIZ & Lo d BB RER E ANEFIN SVRICE o7c, FEELL EOFFFLIL 2 f
(Fif n=1, 2MEHEHESUE n=1) IZDHBDT-,

TVHTVEN /BT L ZAENVELE SEIC L DTS C BT RIFFRIGHRIL, 7)) DAHLWTHA
IRARI L DIHIEHTIAT 2 ) — VERET =T )LRCAT 1A R IR 4 50 % B & O BRR I [ EE
RHIOBMANEMZTRD T SEFEUTD IR, F I FH A NAT AT T LE A RIES DT/ R
ATEN /L RAE NG SEREA BN L Th sy SVR BAGHIT,

[Recommendation]

o FIEINHI T ICH DB C BUFRERITHTHIBHIL IFN 7V —HU AN RIBRAEELN
(L_v 2b, ZL—FK A),

o HEBRIIABEWMHFLOHMEMEABDRIERIT SVR BER TEDYFATEN/LTV/RE
NEEEEE, TV LE N/ BTV ZRE NELA SR DN Y RAT E )L /L RZRE )L
FAHETHD (L~ 2b, ZL—K A),

® FUSHARENAT AT FLENGERIERARIVGNCK 57V 1L eV /BT L2 A VER
B, VERATE IV /L ORAENVEL R SEDE FRREBRIID 2 (L-UL5, 71 —F Cl),

® JVRRATEN/VIRRENEEEENERE DR EBRREREFFESN WIS LAY
EN/ TV Z AN SRS S (L)L 5, L —F B),

1-5-3-2. 7 ) HAT 2 Al
ATRBEC TR LD EIC BT DB C BFRBIIES] (n=514) DI 7 /2 A7 1 HI)

80%, 7/ FAT 2T 13%, 77 ) ZAT 3T+ 4 Y AP 1% Tdpo7z 2%, Shiratori b *¥ (2L DDA ENT
BUIFD CBUBMEIFRIZHITDT /247 1 BB LU 2 BID HO5EIGNENZEI 68%B LT 28% Th-
T=D LT D&, A C R REIICIITLT /2 A7 2 BUEGIOEIGIXIEFEREGIZ L
&<, [B3RD IFN R— 25 H BT D528 2 B I 58 1 B BAFCTHHZ LR TD TRENE
D&,
7-5-3-2-1. IFN _X— 25

HIRPECOEFCIX, 7 /XA 2 AUk 2 Peg-IFN+U RE U ARIEIZLD SVR HRIL 718%%, 7 /4
A7 1 BID 46%Z L UNRD T RAF ChoTe, T7eb BFBUEGZBRTIE. FBMEE% DS /247 2 TliE
B 20082 FE D IS DAA &5 TIRIRICHRIF T 528720 7 /2 A7 1 BUED/ NSWRHE ThH T L
DHERIS D,

LINLIRDD 7 /2 AT 1 BN 2 IEN R—ZR OB Tl ~72n< | IFN 20 LRIz Es

DM T 7 MEE (IGD) ZRIET DY AZNGY | %1425 DAA IZHLIAS)NT SVR RBHEL
IFN R—ZJE R THELES 20,
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7-5-3-2-2. IFN 7 —{&)#
7-5-3-2-2-1. YIRATE /LAY Y L

BIRBECIL, YRATE AU AV EE AW AR C BUTFROIBIERICE T DAER D4
EHEFEETT 72 (n=15) . (VRATE L USE VR EIT 2022 45 5 A BIEHAFE L, 2023 4= 3
HAEAGHIBR T E L7 TD, ) [ATEFEE A DBRAN LTI BT ZS | BB REREE (eGFRC30
ml/min ), NEEAROBEE TH -7, FEEINHIL P ANTZ 7 0) KA (94%) DU NTI VA7 AR (6%) %
e L, TRIEBRAAIRCIa T = ) — )LERE 7 = F /L (33%) DUV MNTAT AR (13%) 2SS TV,

VIRATZE L (400mg/ H) U738V (600mg~1000mg) HE kD 12 #5203 54 FEFNZ T4, 24
(n=15) T 12 WOVRIFENFERSHIZ, 1 BIO I TIREB IS 4 1 B TIRIZEDFETITTRRED
FkSHTz, LLRnis, U AV AR G- BITHEIE RO 79%THY | 33%DAER] TH G- B DR EH R
SHu, 20%DEBITIFTHELE R G- 80D 40% AR D& G- Tdh o7z, VR ZIE 100% T o723 IR T#%
(2 1 5T relapse 2351, e #&HIIZ SVR i3 93%(14/15) ThoTz, FIRD 1 XAV B &2
40%ATH OIERF] T o7,

2018 4 2 H KD YRATE IV /LU RAE VB G BEN T /2 AT 2 BUEFNZi#E BN & e > Tnd, IF
BAtitk C BURFR I T D7 )27 1 BUCEIT DV HRATE L /LA VR A SED AR K
O ZRMERHERRSICODBUR TR MIZ LD AE Y - F G-EO I R ED TR B DV RATE L
+HUAE Y RREITHERE SR,
7-5-3-2-2-2. FLHTLE /BT LU R AL VEE BE

AIFEECIX L AT L E N /T L o 2R V% T AR C BT R OIGHIZBI T DRER] O
SEERBETVRELZN, 2025 A BIOBRNT ) ZAT 2 BITh T, el AATZ 73]
Z(75%) BTV A 7B AR L (25%) | (AT AR (50%) 23F STz 25, DAA IRIEIEA H 75
FEGNTE FQehoTe, ZROREGIDS S| 1 FIITIEERBALGH: 3 B BIC TRSUC TRIETH Y7
STBYVNREZRDIRD -T2, ZALISND 3 FEBNITIRE A 52X, SVRIZ IZESTWD,
[Recommendation]

o T FAT7 2 BIFBHER BRI TRV AN AIGE T, FEAE A RS EREERIC

U LRVEFI THIUE, VAT LE N /B TV ZRE VA ENS B E —BIRE RS R
PERE (LU 6, FL—F Cl1),

(17-5. FFREAE 1% AR 6] ) DIEAFL 91272 I SB /8 - Bl 2 5028 UL RSB ke i a4t
B BEO ERES A IR FHHEEEANED) OZ 20Tl EE LTz, ZTITHREH R L BT E
ﬁ_o )

7-6. /N C RIS T 2%
T-6-1. PEFLE

=
=
4
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2016 £EIZ 102 2~ E SR E S 1-19 mO/NRZRB N BFHIERI ORI E2—I28DHE, &
FTAFEC ORI 0-3% T, IKFTAEOEGEIT 0-6%LHEESdL, AT 350 7 ADREYLE M
TFAET LS5 2,

172 S ONC KB O HOV e A Y — =27 3RSV C AR, /NI 2 B o> HCV
JEG TR, BUTE F2 70 AR B TR 1 T 2, HCVRNA B AT 25 0 B 313 5-10%FR
LILTNG 22298

DORENZBTD/NEIO HCOV BGREKIZEIL TE, 2> 2 U/ NRIZE W TH AR LRk M2 &5
JEG N KR35 LD TNz, 1997 AR RSN T 2EBED /N C RS TR O RS Tl 24,
109 B 92 511(84.9%)7) 3y . B8 C FEREPR B M iR - FEMERR FB2S 38 Bil(41.3%), 35 f(38%)73 %5 R
YRR A S TAE RN Ch o7z, MM METCik, FEZAFEDT 1 FlLRHHT, 105 4
(97%) THRAEALIE F2 ETITRE E-o TS, BIE O ML 2SR ZE DT EBHEL TODZEARIBS
77

Z D% OERNOHFFETIE, filt 20 4RO /NE HCV DY D 99% 23 RF e L7 > TNDH I L,
1996 SEZAMBIRX T /Z AT 2 HEEINLTEY, 2006~2015 00 10 FRH]TIET /X AT 2 73 64%%
O TWDIENHIBNEIRS>TND 9, Fo| AR TOIFEZEE) LT AABNE 1 FlbFEDHI TN
AN

PBENZFITD 2007 FFEOREFREGHUZ B 285 T, i HCV HuiRBFERITH 0.5%THY ., Z
DHHIMTE HCV RNA BMERI 50-60%EHEESIVCND, Fio, REFEYLDNLL T, D% 25-30%
DR IIT I B LT 47 E TITERE T HCV 2MERRSIL TG 2627, 25 LT AR R fRf 45 1o HCV
RNA BEHEIEAm 5 AR VE A~ D ERYE R ITH) 10%ESITNDIENE | o8 E o4 M HAEHER 100
TNETHE, 15 % FETT 4500 AFREED/NE HCV BYLE DSF(ET HIENES D 25,

HCV fE TR OB EWEZ TS T2, Twin study OFERNS AR 2 T ORGSR E L,
ZAUTS R O e RIBEBR A L0 | RHARR RN A A2 DT 05 2 FORYENR NI LA IEL
TG 299300,

HCV BRSOV A2 % ER-SELHRF-LL T, ORMEDIMTE HCV RNA E23 & E, @REHAD HIV
FAHEY, @KL T 6 RERILL BRI, RN AR R 8 ORI TR0 4 5TH 25 295901302
RHADETANZEELELTE 60 7 1U/ml 23 HZIZR5EVOHEbH L8 0 EIZL->THEY AL A
BEOERITRIHY , FHEICTREEG DY AT ERDRHAT AN AR RO HZEITREEThHD, — 77, K%
Ye) 27 LIEBILRZ2 R F1ZOHCV 7 /247 @QFFFLSETE , @FHAD ALT ED 3 5 Tdhp 2% 301 302
[Recommendation]

o EBfE /NRIZKITSE CBEFROEZBERRIIRFRBRIETHS LV 3),

® HCV RNA B DRGLRIL 5-10%F2E THD (L)L 2a),

® RTRRYIED 25-30%i%, 4 RETICEIAHE T HCV BHERREN S (LU 2a),
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7-6-2. HCV HUKIG AT R ORI
PEIR NSRRI AR T A - PERMR 2017 2 [ZHEL TRRIREATHZENZ,
FRERITLLTDOLEBYTHL,
a) HCV HUAGE ToHh->Th HCV RNA BEMEDITEIR DD ORI IRANL L7220, fHL, U A VAR
BRI BT 5728 | IR T HCV RNA OJIENLEEL,
b) RFFLAE VLA LR R TR RICH B ATR W, Lo T T PR O E %
R 92 B E7R0
o) TEN EUIBNCIVRE G A ) I TED00%, BEMNRE RES ENRE NG D, BN
TYIBOA At R R EZRE 5T Gibb SO THD ¥, ZOWE TIE 336 FIOREE /IR
TDIRGLRIT 7. 7%, BRERY EUIBHTIL 5.9%, BRAYTE EUIBITIL 0% THY | 1EIRAYF ELIBAD HCV
B P IHI 2D ATREMEZ /R LT, — 7., 2005 AR IZHKIN/NE HCV o b — 2 W EED -5 T
L BIRAYH EYIBHAHELE ¢ RETRNEL TN S, ZD X512, HCV B0 TR DT 1R
7 E BB D ROV TR IR A IR W EEBUEICE STV D, 2006 FDarF e a—TiE, 7
B MM HGERBR AR 3 2\ T2 L HOV U7 i (2 EUIBRIN 28D 20 B3 e E L TG 307
2020 T pEIG NFF2IREITARTA L PETSI03 28, LR O 7 T BIZERI S, BricZem fiT s
AVAAR
L. WS A, /8= — FEe L~ T 50BN AR AN OB RIHED.
. HCV-RNA JE B A TR REMR & 217D,
. HCV-RNA & &R A M CHIVIREF B ORI EF 2.
. HCV-RNA JEBRENBE (Fv)7) OB I R TGOV A EFH75.
. HCV FxUTIZIZNEIZ 25805,
- HCV F¥UTIII RGBS B O FLAIBRIT L E R W EH 5.
. HCV FX U ZIERE G TP B B D77 EUIBRITML BN ERi 5.

~N O O W DN

[Recommendation]

® HCV HFUKBBMEDIEIRIZ BN TiZ HCV RNA OFIEBSHETHS LUV 23, FL—F A),
o BTRETRDODITRALHIR T DHEIT LRV (L 28, TL—F A),

o  BFRYTBHDTDDERAFE EYIBDRIFIT OV T —EDRER RN (LUL 6)

7-6-3. HCV RNA BEIED RNG A LT RIZ I T DR G D2

DHETIE 2005 2 C BFFRT ANV AMHCV)F v )T ik &2 O AR O BE SR N TS Tz
W LU REESTEHART AT T2, UL B AR E R IE B RS Rt ZE A 5 B TR
FER bR RS R IR FE R DN DD AV AVEF R O eI LIG R OETE(RIC
B9 2HF5E ] BEIZ &> TIC BUNFRBEFREG NR OB AR T AL | HIERLS I, 2020 4 5 HIZABIE
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iz 39,
2020 4F 2 I KERFHEIF 22 (AASLD) 735 HCV DA ARTA L 35S L, /NED HCV iz
WTHE RSN TS
HCV $URITRHAENS RIZEBATL, B L CUVRWGE THAR 18 ) H ZTAE TS 310311
RGO AR T 5720121E HCV RNA ORIEEIT), W OATIRENTOWTIERE#Z2~3
HLABEIZ HCV RNA ORIEA 2L EfERRL . A 18 7 LIRRIC HCOV HUADTH A AR 2L T%
AL\ 08310312 = Long, A EIABS IV C BUFREE G NEOZIET AR T A Clik C BT
REFFREG OB OT=OII T4 3-12 20212 3 A LA EHIF T 2 [BILL D HCV RNA ffr L/ #% 18
A LD HCV HiiRREZATO LS T 2%,
F72. HCV RNA Bt RSB AE L2 HCV A A HifTL COZRWERWEEAIT, <IcmE%
1THTEDREELY,
[Recommendation]
® HCV FiIiIRHENDIRICBITLAR 18 DAZAETRSED, BRTRBREOZKODITITAR
3-12 A2 3 22 A LA ESHIF T 2 BILA LD HCV RNA BEZITW, £724% 18 2 A LAKIZ HCV
FEREZIT L~V 23, L —FA),
® HCVRNA BHEDRNLHAELTZS HCV BREZHEITL TUORWIERWZREITIE, REEZTHIZE
REFLN (L1 6, FL—FB),

7-6-4. HCV U7 /N> H SR8 Sk i 22

C AR ORI BT, B O A HCV RNA 23S S s —ibEige s 6 70 A LLEICED
HCV RNA 23 HEN DRI 13 &Y | 128 2 R I NLBI E 3D, AR O KT REF LD 25—
30%DIEHL T IT I B L 4 5% ETITHIRIE T HCV D3EBRS LD 26 2T 2L n | HAEEAY HCV RNA [
PETHoT25E YT H AR EEIC T e — 2%, 725, /NNRIZEBITH HCV O HRERIZE S
T DRV TEIAMETIZZROD, /NES T 27 CoMERImIZ LD HCV BBtk A C A&k
JFRABITIL, IL28B SNP 75 HCV H ZRTEHEIC B L T #1971 IL28B SNP 23Rk &YL 22500 HCV
FARTE RIS R L QOB ATREME X5,

HCV ¥V 7 /NED7 41—7 7122 Cid, North American Society for Pediatric Gastroenterology,
Hepatology, and Nutrition (NASPGHAN) D@2 ART A CTld, C BUBMEFR TIX. 1 FI1T 1 B,
AST/ALT (A CEUAE Y 7L 73 HCV RNA, CBC, PT 228 ZIE T RETHHEHELEL T D
316/ NEHNCITESEGED Z ENZ D, FN/NE HCV o b — 2128 GkESTZ 266 FlDHID 10% ST
JERZ | 9 50%(Z ALT O ERZFEDIZEII TG 2 FRODONRE O C BUFFREE IR 2T AR
TA L TIHAE 1 EILL EOIFHERER A (AST/ALT) 2475 Z LM HELES L TG 2,

/N O CERUE T I TIEATFIROBAELITHEITUAZL L FFIEZR I B DRER T D7 317318 R IZ g
15 348 B> B AR A AR UT- 305 T, /N RO SR ME(L 1 28T K L /0 48T F0:33%, F1:58%, F2:9%,
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F3-4:0%THY, F3 LA EITHRHELASET T UIIE B X720 572 25, 7285, FEREER RIS M B RS A A
L7 if B D /N Ol BRAE(L DS AT LTIE BB AFAE LT 3 KT, 97837 T MRl M <
MM O /NS DB T D3 | KRR BITHME LS EST LT EBISFAE T2 31690, Zod &
VIR RRHEALDHEL T LT EB] IO TIR R A THOZEMEE L P2,

BUE CHIFALAR O P I AERIC LD O b < TWDR,| Rl X EEES A H D, /NR
T, IR A2 FIE CTOFEMO MR LI TR, BIREETIE, BN CIEFARIZED
AR FAIREM S —ARBITHD 52 A3 KETIE, FHERROEST X H ARt R, ik A& o7 /L
T FTUATIFT =R EUAE S INR, MUMEE A 6-12 2 ZEIHETHIET, HOREDT
MR FRETHDHER AR TND 10, g N T i &I T B IRR BEAY 722 1 O L~ — B — D/ NI %)
T2 T+ 07 REER LB THD B, FHRAEL ST U2/ NG CIE, #ROBLEDD CT < MRI
T2, BERRESHELESND, NEHO T v—T7 % W8S I LD =T AN F7 44— THF#
HEAL AR 3 DS 23N Tung o8 325

[Recommendation]
o AWM HCV RNA B Thol-ia . YHEIIE AR BEZERIZZ42—35(1L L 6, J1—
FB)o

BTG H0 HCV B RERBINTFEAEL, IL28B SNP B E- 23RBS (L)L 3),

HCV U7 /NETIX, 4 1 FE L EOF#RERELZ1T (L~ 6, ZL—KB),

/N D CEHBHEIT 2 TIXIFIROBHELITETUICLL, IFEECEBEF IR0 (L~UL 3),
INRTIE, i OB L~ — I —RBEH TTAN T 74— E TOIH R B2 FETOME
TR I AZ R LI TOZRD (LL B),

o EBRREEITIHEIL. BBROBLRID CT R MRl T/, BERRENSHERINS L~V 6,
J1—F B),

7-6-5. /N C BUBVEIT 2 DB E I

DOMRETIE, CHUBMERFRITIRRICIIRI T 25 B THY | /NN RO 3 AT T35 0E
BIIZRNZED D FRAIZ 2o THODIRREBIE T H_REEOE AN Z W, LinL, HCV BE/ NI, &
TRE, KRR, SRANRE M MR/ NRICH L THBEICE > TWAHI LR, (R#EE O LB AR 2 (F-fi~
DIEE R L) BIEF TR ENZENRESTND 24035 Fiz | BUICIRIR AT Z SR E R Y
IZRERA) Y MRHHZ LN Z T, PR BOMEITIAZZBIL CEDLVIWELHHILND 3 Bk T
XA LT 5 3 L B/ C BUBPERF R B VIR L C IEREB BT D RETHLHEL TS 2095,

BATABSIZ DM E D C RUFFR R NEOBIRTART AL Tl 12 LA Eo/NE C Blg
26 TIRE B ER AT ANV AFNC LDIRFOBIEA DY | 12 s A O/ N TI, 1B MR B (ALT 18
OFEGEEAE) « MM L 23 TR VERF] (F2 LA E) Tl B EIRREEZSEL ThEV, L& Tn5 2, b
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MNETY, 2022 4 6 H 20 HAD 3wl B C AUEMERTE R CIEREE A ALY AV AK B
H OIS ERSI, 11 A 16 H A CHMMilisns-,
[Recommendation]

o 3 EUED/NE C RUBMATR T, EEEERRRY ANV AFNZ LD BROBELIHD LUL 2a,
71L—R A),

7-6-6. /NI C HUB PRI R DTRIFRIEIR
T-6-6-1. A2 X —7 =z JEH

INRTHECK T 2005 FEDDRT AU H—T za LU YR RBREN B 2 b, BAFemifEns
BFHILTND, XFAFEIRIL 3-18 Ik, G- &L, T A ¥—T=nr a-2b X 1.0 HDHVE 1.5 1 g/kg/
W, R AH—Txnr a-2a 1% 180 1 g/1.73m2/ %08 1 [BI FHH L, USE YT, 15-20mg/kg/

HH AR, TR 24 BHDNE 48 M THD, ZIHLDHE & RFHILE 20— LA LT fE
HL870% T EVR 285350, 58%0 SVR K ZRTHY ., EVR 25BN SVR 137 /247 2 BRIk 3 RIS
N1 4TI T @SR T Tz, BERICRDIEHR P EITO TN 4% T, BRI 7= OIaHE H LI 15%,
FFED 1% Th-oT, BWEMREL TR RA Tl &, B EREGED | 4 ek | il M 23,
22 11%, 32%. 52%. SBIZFRDOBAL, FEREL TE, BLEBAE , G OFRAR | BEFEREH 2 13%, 27%,
1IRTFED BT, iz MR PITBRE DR RO T RALINIZ, DREDT A F—T 0 a-2a
HMPRIEIC BT DR O E THIRR TUIIE RO T AHDL D DIREE THRIZITMREROE
BRELNLHEL TS

PLEXD /R C BB MHIFRICKTT DT A 2 —T7 2o NIRRT R ERCK Tt b
Sz,

DRENDIL, XTI A B —Txnr o -2a HIEE 329 80 L7 A2 —T xa + U O
153 OZ M A AR E SN CND, T A ¥ —Txay o —2a BMPEEIL, 7 /247 1 HDH0
I3 2 A 4-18 FEOIEBNCHTAIE T 3 ug/ke/T X 48 I E- L, 22 BildDHH 10 F(45%)T SVR M55
Too T AH =T xrr +FUNEV AP FIETIE, 7 /2 A7 1 DL 2 | 18 Rl DRERI D% A
MIZHAET, XA F—T7xr a-2b 1.5ug/kg/+V VY 156mg/ H X24 #(F I 5AT 2D
E 48 W(T /2 A7 DI h-L, 84 lDHH 72 f5l(86%) T SVR 3364072, Lok, TRUZK$% SVR Hix
IL28B major type CAH BIZEWIZENRIN 7= (major 88% vs. hetero/minor 47%), F7=. FED/NE(1-6
%)% x5 L LT PEG-IFN/RBV f FRIEO N R E<, F5IZ IL28B major type TH BEAZE1>72(99.0%
vs 80%, p=0.002) ¥2,

AASLD ERRMIAFIR 2 (EASL) M DHIE, 45 % 2020 428 2018 4RI/ NRICH T2 ARTA L 33 FE S
TG 31038 T ART AL Eb A H—T = A ARFRIZ OV T, BITSOTEFRIEORINE L L TET B
TR,
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[Recommendation]

o /IR C RUBHIFRICHTET A ¥ —T = BMRESH B T SRR, ZhvE
THEHZ 2 TEHRALEN, IL28B SNP BSIERBRICBIELZ (L -~V 2a),

o HETIX, BEERARTYANARIOBRGIZI VBN TIIT A F—7 cu BEEH DU
NEVBERAREIIERRI L L CET D TR (L)L 20),

T-6-6-2. [EAEIERABIHTT AL AHI(DAAS)EF I

PREZELHAHBCOT LT LVE AR - BT L 2N O/NRIZEBIT DRI DN TD
BTN, ZOTEBIT, T EE 2R 12 505 17 5% ETO C RUEMEITI/NE 47 5147
[EIVREE 36 1, TRIEREAE 11 & xtgelLiz, BN 35 il BB 4 B, 727 A 6 Bl TALLIANAS 2 f
T IBAT 13T ), 2 3 {5, 37 4 5], 4 T 3 B CHD, WERITRALFERET, LT
ELKFI) 300mg/ BT LA AR L 120mg 2 1 H 1B, JRRIELT 8 EEIRMA L, AL, 7 /%A~ 3

CIRFEBEED AR 3 B 16 AR L7=, SVRI2 1T 2B CTERL ., FXRITARV, £, BAZRRIERD
OO ST, ZOREFEDD, DAETEH DAA LLTHIHT 2019 48 A 22 HfFT 12 Ll Lo C
TSP S IRFERHE S 3R AT ST,

eV T, 3 B B 12 BRI O/ N ARG L LT S L L E VKR s BT L L AR VDR RO
WCOIRBRDM TN, AARNNE 9 filzETe C AUEMATIS/ NG 80 BICRIEIAEE 78 i, IGHREEE
2 sl UT-, B B5 B, A AF, 77 N 146, LSR5 BT, 727 1%, 158 45,
2 B35, 3 18 i, 4 B 2 B THD, BALFRERDOIRTGE &A% ET D720, YRR EHE&LRE 7LD
TULENKF /BT L ZAR VA 40mg/15mg LT GABIAL . PK 24T D1% . 12kg BA | 20kg R
WO/NRIZIXT VAT L VKT /27 L 2 AE )L 150mg/60mg %, 20kg VL E 30kg R /NE
X VAT VKT /BT L AR L 200mg/80mg % 30kg LA _E 45kg AR/ NRIZIZZ L AT L
EILKFI /€T L 2 AL 250mg/100mg Z i B L CZOR G R A 1 B 1 [l JRAIEL
T8MEMMRA L7z, #E5HEIESINAEORM CECHERSN DA O G E~T, 7V 7
ELKFI /BT L B L D EASTEE ] B G- SR E DI D | U ANV AR A B
IRWRD o7, LsLZ2in 5, 35175 SVRI2 ARk L7gn o7z, ERARENERGRROHIRD -7 3, Z0D
FERNG, 2022 46 H 20 BT, ZL A7V ELKFIM)/ BT L o 2 AL L OFLE BERIELAIAS 3 kbl b
12 BEATE D C RUEMENTIIEFNIAFOE ISR ATSAL, 11 A 16 A TN Sz,

SRR, C BB M2 ST C RURENERFREZ CRE- HEITU FTOLBUTHD,

(BaZN—F 1(P =847 1) TkuZ V—"TF 2(P= )77 2) D C RUBMET IR DS

W 3 LA B 12 RIS IRE 45kg RiEO/NRIZIX, ZL AT LENL KO T L ZAELELT

TREOEEBIOMEL 1 FEEL. 1 B 1R 8% IR FLEBIGR ARG T2, &G0 8 HfH
&5, 7285, C AUEMEIFRICKT T 2 RNEHREISC TR G MM 12 BMET 520 TED,

12kg LAk 20kg Al :3 21 (L BT LELELT 150mg L NE T LU Z AR /L EL T 60mg)
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20kg LAk 30kg Kjifi:4 @ (L 7L ENAELT 200mg K UE T L2 ZAE /L ELT 80mg)

30kg LAk 45kg AKjifli:5 @ (L T L E L ELT 250mg KT L XA /L ELT 100mg)

(BaZ N—F 1(T= /847 1) idea s Vv—"7"2(P= /447 2) D C BREMEFEEDOLE)
NI NN —T 1 (P Z AT ) T Ea s —"T 2(P = ) F AT 2) DWTIIUICHEE S L C B
PEMEIF 28 X% C BB D356

WE L 3L 12 AR DR E 45kg R0/ NRIZIEL, ZL ATV EL KR DBET L ZAE L ELT
TROKENOMNEZ 1 EEEL, 1 A 1E, 8% IBFLEOITRAFKG- T2, #5-HIRIX 12 HH
&5,

12kg PL_E 20kg A : 3 @ ('L A7 LELELT 150mg K BT L X AE/LEL T 60mg)

20kg LA E 30kg A4 @ (L A7 LEAELT 200mg K BT LA 2L EL T 80mg)

30kg LA I 45kg A : 5 21 (L A7 LE/LELT 250mg K UE T L Z AL EL T 100mg)
[Recommendation]

o DHAETIL, 3 BULD C BEBHFREFIHLTI LIS LE N /BT LU ZRAE VHREREN
TWA (L)L 2a),

® 12U Eo/NRE CEUBHEFFRTIX, SV AT VEN /BT LU ZRE ML AR B ETD (L~
JV2a, ZVU—FKA),

® 3-11 RO/NRTIL, ALT fEOFHGE R A, EiIIELI3 TR ERI TIX, VANV RIBRE S
LThEW (R 23, FL—FK B),

7-6-7. /MR C RUBMERTR DIEHR BAELTRIEREE D7 40 —7 v

/N C RUEMERFR ORI HAEIX HCV OHEBRTH LMY, il EDOIRRIEDOA I REHL LT B ED
DAAs DIRIFIZE S TUIIE B TEK T DI EN AR /2o TVD, RIRD I/ HCV IZ X DM
HEALDIHEST L CNDEIN T A 72 TRIRR T T 372 WTREMEI AR W E B3 TR T 2 DIE B\
DETTAR—FTREDPREILIEA LR 2B ABHELI TV,
[Recommendation]

0 LERTHROBBEZYENCSOVTOIE T L RABLVI R TRNO(L 6)

7-6-8. /NR HCV ICFET DA AR T AL B LY AMED #FFEEE AR T A
7-6-8-1. EASL. HARTAL DE
2018 AT/ NRITKT T D ART AL 38 RFERINTND,

INRD TR E YR BRI R IR THY . T ELAIC LG D fER )3 5, HIV-HCV 3k
RGO RN DA U2 RIE, BMUE G D R0 AR LT R KDL ERITE VO, HCV RNA - B0 R
DAL ITAR 18 A LR T HCV DO A T & Th D, AP AU/ NET
ILENTHD, Lo, T T8I7, SREENE, HIV G (i - B IEEHC Lo TR IR
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&2/ N CIIFRRHE L OETT R RN ATREMED B D, ARSI ME (LA B B3 2 I ReMED B D,
/NRD DAA TEIFRIEDTRIRIT 2 HFTHR T L. 2RI F D LBV TH D,
1) 7247 112-17 5D 100 FllZL- /S AL/ VARATE VA 12 J[F G- L, SVR 313 98%(98/100)
Tior= ™
2) 7/ HAT 2,3,4(12-17 )P 52 PV BATE L /UNEV 2B 5L, SVR SRIT 98%(51/52) Th-7z

337

o

INBDORERDS EASL Tid, LT O X7 HELE 2L TuD,
1238 B F AT 1,4,5,6, WIEIZRL ONZBEIRHE CRIERF 286D T Child-Pugh A FTOMRME AT
FEZE(] : LA 1(90mg)/ VAR A7 E /L(400mg) % 12 545,
12 5L B F 24T 2,3 FEIZRHLONIBEIEHE TIEMET 2 DV & Child-Pugh A £ COREMEATFHE
LA T LUNRIRIED N CHENL S AW N TOZ D B SV D E TRk
<12 JRAG : BT ZATHREED DAA TEIFRFED /N T OIS KRS D FTIEH]
7-6-8-2. AASLD HARTAL DE
2022 FI/NRITHE T DHART AL 32T PYESITUNND,

BUETRIRZ & O T/ NRITK 5 DAATRRIE TIE, L2k, AR, 2 RICHOWTOFHIIEE Y, 12 5%
LUFO/NRTO DAATRRRIE, B 2 R @< B LA S CVRIR AR 95 & AR TRk
DIFRBE G Tokk 2 2R RO fEIREE SIS 5 926538 KR, GRG0 IR HITE F xR s,
FDA 1% DAAs 168 % 9T HCV ORI T 3~ 18 iiA i O/ N~ DG A KGR LT,
ZNBDFERDD AASLD Tid, LA FOII7/NRIZH LT DAA IR HELEL T D,
PIENRESDWNEA L 2 —7 = ARFREE D & 5/ NR O IEFFiEZ 8 50 X Child-Pugh A ETOUMENEF
T2

3R b T RTOBRTFI L ATV E KT/ BTV A AR VIR BRI &) 8 it HDH
1L, YIRATE L/~ L2 A V(IR UG &) 12 B 5

3L L BT 1, 4.5, 6: LU SAE L/ YARATE VK EHE ) 12 HikE
DAA JRIRIEDH 5/ N OIEFFEZE 8D\ ML Child-Pugh A FCTORME M FFREZ ]

P IEAT 1,2,4,5,6, 12 WELL EHDNE 45kg DL b, A F—T 2 ARHEIEH DO TV R AT E VIR
DY NS3/4A BREHKDHDUME NSSA PHEFIGRIERL  JEFEZ : /'L A1 7L e LK Fd) 300mg/ B
TV HRE )L 120mg 8 S

P IEAT 1,2,4,5,6, A H—T 2 ABFRIEDH DNV BRAT E IR EHY  NS3/4A BREIH DL
NS5A BHESIAEE L AAEMEATEEZ (Child-Pugh A £ T) : /L A7 LE L KRN/ BT L ZAE )L
12 3

IBAT I REBPE &, AL F—T 2 RIS HUVNT Y ARATEIRIRESY . NS3/4A FHE KD
DUNE NSBA FHEFIRRIE R L, FEITEZEH DV MIARE AT ZE (Child-Pugh A £T) : 7L A7 LE L
KFn/ e 7L 2 AL 16
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T IBAT 1-6 IREHUR B NS3/4A BREIKIEHREDHY | NSSA FLESIREIEZRL | JEFEALH DL
{RABPERFAEZE (Child-Pugh A £C) : 7L A7 LE LKW /ET Lo Z AL 12 5

TIBAT 16, IREHAE B NS3/4A PHLEFKIEWIE/RL . NSBA FLEIIGHRIESY | FENTEALHD L
{RAEMEATAEZE (Child-Pugh A £C) : /L BT LE KT/ ET L ZAE /L 16 1

TIEAT 1-6 KB R, AL F— T =2n (UYL AREEIT R +NS3/4A BLEIRIGEIEDH |
FEFIELE .V IRAT RV /LS Z A V(R B T &) 12 1

P I)EAT -6, REWE R AL —T 2a R—=ZADL VAU ARE AN B IO/ ETRATE L
TRIEIESHD  NS3 / 4A FT2IX NSHA 7' a7 7 — B EAI ORI/ L, FEMEMEATREZ

VIRATE )L /L F AL V(R B E &) 12 3

P IHEAT 45,6, 3 IRLL b A F—T 2a (U RE U ARKEIEII A +NS3/4A FLEIKIGHEIEDY | Ik
JFREZE 8 D\ MIARE M TR ZS (Child-Pugh A £C) : L U/SAE L/ VRATEVAKREICIGC T2 &
H<{17kg 33.75mg/150mg; 17kg LA | 35kg Aiti 45mg/200mg; 35kg LA 90mg/400mg

TIEAT 1 3L A =Tz (LU )E HCOV 7 a7 7 — B EANRE RS T2 e
L: LD/ RRE L/ RAT E V(R A B 12 3R

TIEAT 1 3L B A F—T xm (L UARYNE HCV 7 a7 7 — B EANGRES DR AE TN
BEZS LSRR AT B V(IR ) 24 AR

16 : 3 E/NRIZHTAT VAT LENL /BT LU ZAE VOB RICESSHE

{RE TV HTVEN/ TV ZRE N1 B 1 EIRE
20 kg AT 150 mg/60 mg

20 kg YL F 30 kg AT 200 mg/80 mg

30 kg LL_E 45 kg KT 250 mg/100 mg

45 kg LA BT 12 LA B 300 mg/120 mg

#F17: 3 E/NRIZBIIBYARATE N/~ RFZEVOEERICE SIS HE

(k& VIRATE N [RSAFE D] B 1EERE
17 kg R 150 mg/37.5 mg

17kglh = 30 kg AT 200 mg/50 mg

30 kg UL E 400 mg/100 mg
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# 18: IWMULD/PNRICHTAL ORI/ VERRATENVDEBREICE AR
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IRE LIRAREN/VARATENLD 1 B 1 [E#HEE
17 kg KT 33.75 mg/150 mg

17 kg L I 35 kg A 45 mg/200 mg

35 kg LA B 90 mg/400 mg

#£19: 3WEBIA/NRIZRHT RIS DEREICESHE

(LNEY UYL D 1 BEEE (FRIEFHICHTH)
47 kg AT 15 mg/kg

47kg to 49 kg 600 mg

50kg to 65 kg 800 mg

66kg to 80 kg 1000 mg

>80 kg 1200 mg

7-6-8-3. DONEICFITD C BT REEF G NEOBIRITART AL DF R

AMED #fFZ2HEIC K> CIC BUATF R RE - Y N

ST 3, L FDOAT — AR /RSIL TS, (https://www.jspghan.org/)

& 20 CHPFRBFRPNEDLEFARIAVDAT—FAVE

DBIFHARTAL |HBERLSIL, 2020 £F 5 1T

N

_ . HERORS | —E7 &
cQ AT —hA b o) Ll
CQl | FHED 7 A L ZAENZ & RGN E L T2 D, A
CHIRFR ¥ ¥ V) TIEAHICRE LT, @AY EUIBRIC X Y &
FIRYRITE TP, BARE PR E LTHEUIRE % S
CQ2 | LW & 2H#4%34 2%, 7272 L. HCV RNA EEflfED ¥ v W6%T C
J?ﬂ% 23 LT, ANE O 43 ik 2 B R R '
SRR o Tl %#@ﬁm%éﬁﬁé
cﬂﬁ*%%)?&%#%mibt W2k LT, RERLeEE R
0Q3 | THRTIEERIT ER L, BTELETHOBIT (82 4%j; C
AI%%%ﬁb@m*&%%ﬂfé '
CRUFRAFRODBOLZDHITIE, HOV RN REEEHRS | s
CQ4 | 22ADE 12 A £ TORNC 3 75 AU EHITFTHRLL LS 2 (76 B%j; C

6147 5, HCV Fifkfidiid, A% 18 22 A LIICAT .
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05 C TS w7 A b AR FIEIL A AESE L7/ NRICEB W TR, £ c
@%m&%@ﬁéﬁﬁ%»xﬁﬁﬁﬁ%ﬁéo

006 C BUFRFE RGO /NI 1 BIEL LD RERERR A FRUNHESE c
(AST/ALT) #1795 Z L 2SI 5, (88. 2%)
12 B E /MR TIE, C BB IERT S AR OIS 2 5 gfgbg\*if ¢

O 12 o MRCIE, BIERFRDT (ALTIOREESID . & | o0 s
“IIRRME(L AN IR MEG] (F2 PAE) Tl BEHIREEEE L E6§T C
TH I, o
CHUFFIE ™7 A b 2T K B /N & AR R O BF R0 1%
MO TENTH DN, EEEEE AT 2EHIC W TRIE

08 DHENRD L, NEMOFFREMEZ T 7 A& L G HESE D
RCT 172 < . /NEEIOH T A L ZIBRE DR F N EIE) 51X (94. 1%)
AHATHDHOD, AR EDOIEBEER LA DR T
WT/NEHIOB T A VAR EZEZE L Th L,

7—7 FPRAEFNZ 35 DAAsTARE

HCV D7 AV AFRIEIL, IFN 5505 DAAs R0 R RSO 72 ERIC HCV HEbR%
ITHTELIM AR R 0T, 72RO E A LW R AR +-537¢ IFN 1R CIIHEIE B~ i | R
ToT=3 FHREEFNR T2 DAAs TAFRICOWTOTF — 2N e R CERSL> b5, IFEHREIC
X, FH° RFA 2SI IDRIBHTBIRO W5 IFTREED B« A R ERk 2 7278 5o A7 9 DIEBI 05 M7
fET 5, D2, C BUFR T AN ARG F L U PR BB IR 5 DAAs TRIROEISIL, # 2 0
BRRT e B O L, HErS DB 0D, IFTHAEEAS Child-Pugh C DJEH], BCLC stage D DJEH]
(2% DAAs IRFRICHOWTEI KA BB OHEITIRENTIY,, ZIHDREFNIR T2 DAAs TEHRO
BRLAEM PRI G Z DB OV TOIZE T VAT Tldlay, £72. DAAs {5 & TR IEE ORI
BOWTIUATIREDITOWTIL, B TRICH 2 05 B% WERET LI E 237202 DAAs 1R
PR Z R ETDEHEOTE F AT TR, — 77, FFERIG % IEG &2 T o, ARG %
T2 DAAs IRIED A NI BAL TIRESND IR > TD, 22 TIIFRIEFNZ RT3 DAAs TR D
WE AT 2D,

T-T-1 ARIGTT wTREZR e 151

RFREERRIATE OIEFNC 51T D DAAs 1BIRICED SVR, £721% DAAs 1AM A RN A T2 E 57
BEVEIC DWW T, OB E DRSS TS, AZUT DL % A EFFETIE, FIFE IR LT
JFUIBRZR N UBEIIRIESS | IRIB DSBS, DAAs 1RIEIM Thil= DAAs Bf 163 #ilk. DAAs 15
BT o723 DAAs BE 328 Bl&5tRICAEM P RO BIRH N T ™, DAAs BED SVR
1% 83% (135/163) Th o7z, A AT IZHASWCREES L2 DAAs B 102 44, I DAAs B 102 440
FRFTCIE, FE DAAs BEIZEEL T DAAs BETIE, OS W3VA BB ThH -7 (HR=0.39, 95%CI=0.17-0.91,
P=0.03) , IR I SRITMBERNC 2200 o 7o 3 | IEAEMERTEE A ~ DR A DAAs BFEIZBWTHE
(ZHIHI &AL TV (HR=0.32, 95%CI1=0.13-0.84, P=0.02)"" , FFHEAER] 1,676 filaxt G-Itk 17
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T IND L fiiEk ik AR EAR—MIFZEIZ I T, IFEZ B2 DAAs TBIRMTHIL SVR 2MEbhiTz
SVR #f 437 fil&, FLyA NV ATRIEA T o7 non-SVR Bf 1,239 Bl AAH 0 A2 7123 ClfEE
L. SHIZ DAAs TRIEBHAAIE i CIREHIZ B FRIE 21TV DAAs TBIRICED SVR DA A T~ DR8N
RFTES A2, DAAs TRV T O BE DIFTIfEED 341X Child-Pugh class A, B, C B3 ZE 4L,
73%, 24%, 3% Td-ol=, BEY RIMAA AT TIZIESWTHIEES - SVR B, non-SVR BEZNEH
321 BITCOEMTH O IR ClX, SVR BEIEIE SVR BEL IR L TRFER DIE LY AT D 63% =L
7= ZEHRENT (HR=0.37, 95%CI=0.16-0.83, P=0.016)"*", FFEEARIAE B FRE L7 AT I B0 Th
SVR #flZ non-SVR FELILEGL THEIZAEM TRV BIF CTHOZENHE SN (5 FAEFE 91.98%
vs 71.06%, P=0.0013)""", AFIHDOLas% kA EBFZETIL, RFA ICXDIRIGIAFE 3 22 A LINIC
DAAs 10z B4R L SVR MEOITEGID L TR L, BRTE REeMn AT <y F 7 Lz DAAs 17
BEDT ORI ST REL D FB RN S TS (B 47 1), DAAs 1BIRRED BRE A F RN,
14E, 3HETENEI 93.6%. 72.6% THAHDIZKL T, RGRHETITENZN 72.8%. 37.4%& DAAs IR
FRECB O CTHBICRAETRDERDENRES N (P0.01) ", &5 0S IZBHF 5 1220
TOLEEMHTTH, DAAs TEHRIZED SVR AN OS LK AT G- ALK - £ L Chl i sz (HR=0.32,
95%CI=0.17-0.60, P<0.01)"', HCV BEI#fF#E %t L CHPREIB RN s 2RI e o7 197 Filzxigel
ToKE D% AMIEAR—MIFFE T, DAAs 1R Z TR IR 383 1] (48.1%) 235217, 414 1 (51.9%)
INZT T, DAAs TRIEFE Y A2 DA BRI T EREL Tz (HR=0.54, 95%CI1=0.33-0.90), SHIZ
DAAs {6HRIZED SVRIEFNT IV TIE LY A7 A BITAER T LTz (HR=0.29, 95%CI=0.18-0.47) Z&
PRSI ) FTFEEARIBINETD SVR LM T LD BB OV TIZLL FOXHRMENH D, T HRE
(2B T DI FEIERTDOHLD ANV AFE DN EE O PRI DB OV T Ok Al EAFFE)3
AZVT INBEESILTND, IFN JEHRIZED SVR MELNT-RIZIPEAIERELT- 19 # (SVR ) & IFN
TRIEIZEY SVR LT 2D %I HCC Z%IE LT 156 B (non-SVR ) 25t ST AE Ay 14203 LR
FrSHL7z, SVR BEIE 17 61(94.7%) 23 BCLC 0/A THY, 14 1 (714%) I FHFE721X RFA/PEI 72E D J&
FTRIEDM TV Tz, 5 AFRAELF3RIT SVR BEDS 65.9% ., non—SVR BETiE 31.9% THY, SVR BEIZE
THGBTEIABICBIF THHZ LN S U(log-rank test P=0.04), FRET B A= 7 (2550
THREESNEBENIB W T RO R Th o712 *Y,
[Recommendation]
o JREARIAFREZ: HCV RYLPI Tix HCV HEBRICEVIE IR MERE D2 &b, HCV HEf% B
fEL7z DAAs IRIREHER T2, LV 2b JL—FRA),

7-7-1-1 DAA I{RIEDIRIEA A7

DAAs JEHRZ IR AT OWT O ZAIL TN THIRENIZOW T, Bl E IR 21 7>
TEMFGRITTIR NS | T IREHT RO A E O LR F N S Tnd, K[E D Northwestern Memorial
Hospital 235085 Tlk, HCV BEPEDFEZS B 421 Bk 2 DAAs 1R# D SVR DI 5| FFED
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DHFETITBEDR % 137 41 (33%) 12V T, fFEO N 284 FIIZEEL, SVR RPA B TFL TV
72(79% vs 88%, p=0.009)°", E/=iZBEA AT DIFEO B~ BEEIC B W T BIZE L
SVR FAVREFL(58% vs 97%, P<0.0001) . DAAs VRIED T A /L AHERRA RN B 5-3 5 K11 XI5 H BA
BARHC B W B2 3 D AP O 1F(E Th o7 (FE OR=8.49, 95%C1=3.90-18.49, p<0.001)**’, —
75 . KIE DL ik EiT X BEF 52D HCV-TARGET Tld, 1,457 BIOITREZ HE DS FFEOEED
N 1,311 BilE FFEARIRHE O 91 B, PR RAF T2 66 Bl xt5 L7z DAAs 16D SVR SO ELig
BB MAESIL TS Y SVR IFZNZEI 91.0%. 83.5%. 80.3% THY ., FFEDBEFE D HEV MEF] D
SVR FENA EICE< (OR=0.51, 95%CI1=0.33-0.81, P=0.003) , I DOARIGTEHEALIE B LFRIAEGNCIT
ZENRRD N2> 72 (0OR=0.79, 95%CI1=0.35-1.79, P=0.569), TF#EHHE 3,126 BILIFEORWEE
49,138 BilEEte 27 OWREKM RIS AT VT 4w L E a—BLORAXRITICE DL, I EE T
1% DAAs JRIED SVR )3 88.2%(95%CI1=85.0-91.4) TH Y | FFE D72 A TIX 92.4%(95%CI=91.1-
93.7)Tdr-7= (OR=0.54, 95%CI1=0.43-0.68, P<0.001)***, F7-MRIARIIEIHEZ T TP BE Tl FER
TRIIRIRA 2\ T B OIR R 2T TR IS SVR R EN -T2, ZOIINT, RIBED T
AT HRERITIL DAAs 16D SVR HEBMK F 3588 20640050, FINFIBFSDOTART AT, 1=
TRBIRIR OIS DD NTEEBH 13, IFEIANRE £ T DAAs IBIREIEH T 5 LA HEER LTl M6 *7,
BEOA YR AT = ANTY | JIFEMRIG ATRE THIUT, THETRIRD 3 HZNb0Hmr (v
ABFPHELES TG 2 3 U 3o CL R BIIBIR N FTREZR FFIRIE (L SR\ Tl PR IRIRES O
DAA JREEDHESES LD,

[Recommendation]

o RIGHIIEEEIN IR R PR IR BRI AV RIGEIX, FFRE ORIGHIERE ICBET 520

#REND, (UL 2b),

F7- RGO DAA BILAREHIC DWW QIR T U AId 2V, 5 CT, EOB—MRI
(ZED 1 em AN O OB 13 50%7°5 T0%., 1 235 2em DIFZETITKI 65%70°5 70%E <72
< BRI ORI TS O IR EE R T DM BENDY | E-NFEARIGTARE D DAAs 14
WNBLMEEATHLOTRNIEND, N ARTAL TIIARIRIEFEE 3—6 22ABOIRFRIHELES
HTUNG P10 31039
7-T-2 RGBT ARBEZR TR A OFE B

FAFR REA 72 EIZ EDMRIRHIRIE DM T 2 72O TP L2672 DAAS TRIRIZ DWW T, D HITOH
ETIIHLBEMTPREYFELD TRIEDH S TND H0 ¥,
ek /T T SO L% % AR &R — MFFE O & BILAEHT O T T iFE FERIGIE FIIC 31T D
DAAs TRFRICED SVR DA T HA~DOEENRESH TS *° TACE F721% sorafenib LV o7 FEHR
TRIIRIEM TOIIERI D | DAAs TRIRICEY SVR 2MELN- AT B 92 6] (SVR #F) & DAAs 1A
WO TR -T2 97 Bl (A ha—VRE) 581, Ef T2 tlat Sz * SVR BHid= bo
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—VEEZIL, 2AFTRETS A BWAEFHIRITH-o7- 2745000 vs 19.7500 7)™ | F7-, BCLC
stage B/C OFFEERF T T, DAA JBIHRICED SVR W EM T HRICE 2 DB OV COHHER % 5
AR BB LV E SN TS *, BCLC stage B/C B 97 &%t L, DAA IGHRETOIFREIC
%45 iRmEE LTI locoregional therapy 73 80 i (82.5%) . TKI #A#4% 10 51 (10.3%) | ICT IZ L D15
28 3 51 (3.1%) THY, IRFNFELELTUL CR 28 20 $1(20.6%) . PR A% 20 #1(20.6%) ., SD 7% 42 {3
(43.3%) . PD 78 14 $i1(15.5%) T -7z, I FliiHel, Child-Pugh class A 25 79 #1(81.4%). Child-
Pugh class B 7% 18 4 (18.6%) T& 7=, SVR 1% 88 #(90.7%) (2455741, 9 #1(9.3%) 3 non-SVR TH -
72o OS 1% SVR #£23 non-SVR BELVH A BEIZRAFTHY (1 4 0S:87.5% vs 57.1%., P=0.001), SVR (%
OS (2B 2L L7 K - D O LTSN (HR, 8.42; 95%Cl, 2.93-24.19; P=0.001)*, i
TEENE/2D ICL RBRHEGI7RE DA ITT <D EFI O ZIBRESITIY, Fo b2 InE S A 778
Lo TOxE T VA E A4 Tlded | A% OTEFIERZ 5D | SHRHTET V ADERMRRD LI
%o ARTEMTABERFRE A DHERNR T2 DAAs IBHRICOWT, BN S O ATARTA Tl PHlsh
DAAFHIME DAAs IRIRICIDFON D FT7 4o NIEL T DAAs IRIREATHIZE D HESHTERY ¥
BIEDT LA A AT — A NTIEERNNT DAAs TRIREATH ZEMHEIES TG 2, — K E
SO T AL A TOT KFFENFIRIRE B Do o A AT — AV CIIZOREICA L S
BBERTNRN 2 F72 T R DI CRR R D TF A S =R LB 2 — T, IFROREE, HI1FS
WO R I RE O | TS D AEFHIE ., BROREOMEREEHROEREZBHZRL
729% T DAAs TRIRDBIG A B BT _EESH TS ™,

PLED X, IRIEHHEIE LA DI To41D HCV RYEBROIFEEFN 32500 AV ATEHR
IZBWTH, A PREIERT5L0OWMERHD, £, IR IFEIERIM T NDIESN KT 5
DAAs TRIEIZIZE BRI 722 2 AT WD IRIREHESE T 2N T AR T AL BIFET D,

8. NFIEREANZ L DIRIR

JIFIEE BRI L DIRFRIE HCV OJERRE B ET 20 Tlared, IR Z 8L U O S L iE R %
MR HZEEBETDIRE THD, C BUBMENT & CHEEANC L DIRE DB/ DDIE, AST, ALT
EAN B 2R3 A CL IFN X0 IFN 7 —DAA 72 EIZ LD ANV AR D G T CE7RW A i r
AVRFECT ANV AYERRN TR D ST B LA N AIGE A Fr 2 L WRE 2 8 Th o, ITIEH#IGHED
HCHREINCAH APEIVREN TODHDIX UDCA & SNMC Thd,
8-1. VLT A ¥ a— Lk (UDCA)

UDCA AR ERHIAITHY, 1 H 600~900 mg DL AMRRE F L72->Tub, UDCA DFI%t
T OVE BT IR CRFEVE I 23 AR TH DA, M fE B MO R RS UDCA ITEEHHHZ LK
S TR MRESNDZ L FURIL AL AEM | S M EI R $U7 R — 2MER R E DTS
HEIINTND 96,

UDCA OFFSRELEZN I, 1H 150 mg F& 5D BTG 7 58 2E L sk Chtif 1 X i-
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T HEMRRERTIE, UDCA 150 mg/ H #5-HEHZE~ 600 mg/ HIBLD 900 mg/ H ¥ 58 TD AST,
ALT fii, vy -GTP HITA BITLWEL T 37, Lo, BIFETIX C BUBMERF & IZx4% UDCA @
B 58013 600~900 mg/ HA—MAITHD, BINEMIE, BHEARFE, FHI, L O LIHER DT
DHHNDDN, FLEHIEE LD, UDCA DFEFEIHIZN ROV T DOV MR AT T T 72 FE TIEAT
IR DI AEDH B Dol b b A S TG ¥,

8-2. M)A/ 77— —(SNMC)

SNMC |FHEDR Sy THDHZ VF NIF U BN ERSG THY | FFEE~OIEREF L7 VF VI F o DFf
DIAT A NENC L DHLRAEEM . A ORGEE 2L TH D, ZNHDIEMIZE->T ALT fE
DWEAE R HEZEZHITNVD, 1H 40 mL & 1A 595 B AR TO ~HERRERICHW T, SNMC
BERHIT TRV A BT AST, ALT [EOSE MBI 0 %, F 581, 40~100 mL 28 H
FXMBE 53508, BARTITOA- B EEGEAER Tl 40 mL #5-50% 100 mL #5005 3F &
12 ALT [EDO S ENFRDOBALTZ 20238 Fi= SNMC OF#F 51306 BEEL 0G4 B P28 E ~ D 1 2
ZHNHIL T2, BWER LU T ARB YD AMUE, @ MERERE D DD,

SNMC OFFEIHIZHFIZ ST ABMEFRIEBNZ I T, B 5B IER GREC IR L TR EIC
FFFFERDMED ST LIS D 2 56135 K52 IFN IR R Tl o T EFIIZ IV TH SNMC O
HRECHFR A BARD o T L i SPUTUN D 266367,

8-3. VLI T AR a— VLRI AT 7 — 7 — DO R
SNMC Hfi& SNMC {2 UDCA Z0F I L7 OF IR R E D 2 FEC O MR 2 b koo BREER <1, ORI RE
THEIZ ALT OB ER @D -T= 58, 2O I B RIBRITIIEDHELICA I Th 5,

85



10.

11.

98

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.

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.

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.

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.

Ikeda 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.

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.

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.

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.

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.

Iwasaki Y, Takaguchi K, Tkeda 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.

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

86



12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

99

Hepatol 1999;30:653-9.

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.

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.

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.

Mettke F, Schlevogt B, Deterding K, et al. Interferon-free therapy of chronic hepatitis C
with direct-acting antivirals does not change the short-term risk for de novo
hepatocellular carcinoma in patients with liver cirrhosis. Aliment Pharmacol Ther 2017.
Reig M, Marino Z, Perello C, et al. Unexpected high rate of early tumor recurrence in
patients with HCV-related HCC undergoing interferon-free therapy. J Hepatol
2016;65:719-726.

Kobayashi M, Suzuki F, Fujiyama S, et al. Sustained virologic response by direct antiviral
agents reduces the incidence of hepatocellular carcinoma in patients with HCV infection.
J Med Virol 2017;89:476-483.

Li DK, Ren Y, Fierer DS, et al. The short-term incidence of hepatocellular carcinoma is
not increased after hepatitis C treatment with direct-acting antivirals: An ERCHIVES
study. Hepatology 2017.

Nagata H, Nakagawa M, Asahina Y, et al. Effect of interferon-based and -free therapy on
early occurrence and recurrence of hepatocellular carcinoma in chronic hepatitis C. J
Hepatol 2017;67:933-939.

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.

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:e134-e142.

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.

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

87



24.

25.

26.

217.

28.

29.

30.

31.

32.

33.

34.

35.

36.

100

2012;56:78-84.

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

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.

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.

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.

Kumada H, SuzukiY, Ikeda K, et al. Daclatasvir plus asunaprevir for chronic HCV
genotype 1b infection. Hepatology 2014;59:2083-91.

Chayama K, Suzuki F, Karino Y, et al. Efficacy and safety of glecaprevir/pibrentasvir in
Japanese patients with chronic genotype 1 hepatitis C virus infection with and without
cirrhosis. J Gastroenterol 2017.

Kumada H, Watanabe T, Suzuki F, et al. Efficacy and safety of glecaprevir/pibrentasvir in
HCV-infected Japanese patients with prior DAA experience, severe renal impairment, or
genotype 3 infection. J Gastroenterol 2017.

Toyoda H, Chayama K, Suzuki F, et al. Efficacy and safety of glecaprevir/pibrentasvir in
Japanese patients with chronic genotype 2 hepatitis C virus infection. Hepatology 2017.
Arase Y, Ikeda K, Suzuki F, et al. Prolonged-interferon therapy reduces
hepatocarcinogenesis in aged-patients with chronic hepatitis C. J Med Virol 2007;79:1095-
102.

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.

ImaiY, 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.

Nishiguchi S, Kuroki T, Nakatani S, et al. Randomised trial of effects of interferon-alpha

88



37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

101

on incidence of hepatocellular carcinoma in chronic active hepatitis C with cirrhosis.
Lancet 1995;346:1051-5.

Morgan RL, Baack B, Smith BD, et al. Eradication of hepatitis C virus infection and the
development of hepatocellular carcinoma: a meta-analysis of observational studies. Ann
Intern Med 2013;158:329-37.

Ferrantini M, Capone I, Belardelli F. Interferon-alpha and cancer: mechanisms of action
and new perspectives of clinical use. Biochimie 2007;89:884-93.

George PM, Badiger R, Alazawi W, et al. Pharmacology and therapeutic potential of
interferons. Pharmacol Ther 2012;135:44-53.

Nagaoki Y, Imamura M, Aikata H, et al. The risks of hepatocellular carcinoma
development after HCV eradication are similar between patients treated with peg-
interferon plus ribavirin and direct-acting antiviral therapy. PLoS One 2017;12:e0182710.
Toyoda H, Kumada T, Tada T, et al. The impact of HCV eradication by direct-acting
antivirals on the transition of precancerous hepatic nodules to HCC: A prospective
observational study. Liver Int 2019;39:448-454.

Innes H, Barclay ST, Hayes PC, et al. The risk of hepatocellular carcinoma in cirrhotic
patients with hepatitis C and sustained viral response: Role of the treatment regimen. J
Hepatol 2018;68:646-654.

Kanwal F, Kramer J, Asch SM, et al. Risk of Hepatocellular Cancer in HCV Patients
Treated With Direct-Acting Antiviral Agents. Gastroenterology 2017;153:996-1005.e1.
Toannou GN, Green PK, Berry K. HCV eradication induced by direct-acting antiviral
agents reduces the risk of hepatocellular carcinoma. J Hepatol 2017.

Li DK, RenY, Fierer DS, et al. The short-term incidence of hepatocellular carcinoma is
not increased after hepatitis C treatment with direct-acting antivirals: An ERCHIVES
study. Hepatology 2018;67:2244-2253.

Cheung MCM, Walker AJd, Hudson BE, et al. Outcomes after successful direct-acting
antiviral therapy for patients with chronic hepatitis C and decompensated cirrhosis. J
Hepatol 2016;65:741-747.

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 Med 2003;138:299-306.

Mazzaferro V, Romito R, Schiavo M, et al. Prevention of hepatocellular carcinoma
recurrence with alpha-interferon after liver resection in HCV cirrhosis. Hepatology

2006;44:1543-54.

89



49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

102

Kudo M, SakaguchiY, 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.
Hsu YC, Ho HJ, Wu MS, et al. Postoperative peg-interferon plus ribavirin is associated
with reduced recurrence of hepatitis C virus-related hepatocellular carcinoma. Hepatology
2013;58:150-7.

Miyake Y, Takaki A, Iwasaki Y, et al. Meta-analysis: interferon-alpha prevents the
recurrence after curative treatment of hepatitis C virus-related hepatocellular carcinoma.
J Viral Hepat 2010;17:287-92.

Singal AK, Freeman DH, Jr., Anand BS. Meta-analysis: interferon improves outcomes
following ablation or resection of hepatocellular carcinoma. Aliment Pharmacol Ther
2010;32:851-8.

Shen YC, Hsu C, Chen LT, et al. Adjuvant interferon therapy after curative therapy for
hepatocellular carcinoma (HCC): a meta-regression approach. J Hepatol 2010;52:889-94.
Manthravadi S, Paleti S, Pandya P. Impact of sustained viral response postcurative
therapy of hepatitis C-related hepatocellular carcinoma: a systematic review and meta-
analysis. Int J Cancer 2017;140:1042-1049.

Conti F, Buonfiglioli F, Scuteri A, et al. Early occurrence and recurrence of hepatocellular
carcinoma in HCV-related cirrhosis treated with direct-acting antivirals. J Hepatol
2016;65:727-733.

Yang JD, Aqel BA, Pungpapong S, et al. Direct acting antiviral therapy and tumor
recurrence after liver transplantation for hepatitis C-associated hepatocellular carcinoma.
J Hepatol 2016;65:859-860.

Camma C, Cabibbo G, Craxi A. Direct antiviral agents and risk for HCC early recurrence:
Much ado about nothing. J Hepatol 2016;65:861-862.

Behairy Bel S, Sira MM, Zalata KR, et al. Transient elastography compared to liver
biopsy and morphometry for predicting fibrosis in pediatric chronic liver disease: Does
etiology matter? World J Gastroenterol 2016;22:4238-49.

Petta S, Cabibbo G, Barbara M, et al. Hepatocellular carcinoma recurrence in patients
with curative resection or ablation: impact of HCV eradication does not depend on the use
of interferon. Aliment Pharmacol Ther 2017;45:160-168.

Cabibbo G, Petta S, Barbara M, et al. A meta-analysis of single HCV-untreated arm of
studies evaluating outcomes after curative treatments of HCV-related hepatocellular

carcinoma. Liver Int 2017;37:1157-1166.

90



61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

103

Ikeda K, Kawamura Y, Kobayashi M, et al. Direct-Acting Antivirals Decreased Tumor
Recurrence After Initial Treatment of Hepatitis C Virus-Related Hepatocellular
Carcinoma. Dig Dis Sci 2017;62:2932-2942.

Mashiba T, Joko K, Kurosaki M, et al. Does interferon-free direct-acting antiviral therapy
for hepatitis C after curative treatment for hepatocellular carcinoma lead to unexpected
recurrences of HCC? A multicenter study by the Japanese Red Cross Hospital Liver Study
Group. PLoS One 2018;13:e0194704.

Nagaoki Y, Imamura M, Nishida Y, et al. The impact of interferon-free direct-acting
antivirals on clinical outcome after curative treatment for hepatitis C virus-associated
hepatocellular carcinoma: Comparison with interferon-based therapy. J Med Virol
2019;91:650-658.

Nishibatake Kinoshita M, Minami T, Tateishi R, et al. Impact of direct-acting antivirals
on early recurrence of HCV-related HCC: Comparison with interferon-based therapy. J
Hepatol 2019;70:78-86.

Waziry R, Hajarizadeh B, Grebely J, et al. Hepatocellular carcinoma risk following direct-
acting antiviral HCV therapy: A systematic review, meta-analyses, and meta-regression. J
Hepatol 2017;67:1204-1212.

Hiramatsu N, Oze T, Takehara T. Suppression of hepatocellular carcinoma development
in hepatitis C patients given interferon-based antiviral therapy. Hepatol Res 2015;45:152-
61.

Aleman S, Rahbin N, Weiland O, et al. A risk for hepatocellular carcinoma persists long-
term after sustained virologic response in patients with hepatitis C-associated liver
cirrhosis. Clin Infect Dis 2013;57:230-6.

Akuta N, Suzuki F, Hirakawa M, et al. Amino acid substitutions in hepatitis C virus core
region predict hepatocarcinogenesis following eradication of HCV RNA by antiviral
therapy. J Med Virol 2011;83:1016-22.

Akuta N, Suzuki F, Sezaki H, et al. Complex Association of Virus- and Host-Related
Factors with Hepatocellular Carcinoma Rate following Hepatitis C Virus Clearance. J
Clin Microbiol 2019;57.

Arase Y, Kobayashi M, Suzuki F, et al. Effect of type 2 diabetes on risk for malignancies
includes hepatocellular carcinoma in chronic hepatitis C. Hepatology 2013;57:964-73.
Asahina Y, Tsuchiya K, Nishimura T, et al. alpha-fetoprotein levels after interferon
therapy and risk of hepatocarcinogenesis in chronic hepatitis C. Hepatology 2013;58:1253-
62.

91



72.

73.

74.

75.

76.

77.

78.

79.

80.

81.

82.

83.

104

Calvaruso V, Cabibbo G, Cacciola I, et al. Incidence of Hepatocellular Carcinoma in
Patients With HCV-Associated Cirrhosis Treated With Direct-Acting Antiviral Agents.
Gastroenterology 2018;155:411-421.e4.

Chang KC, Hung CH, Lu SN, et al. A novel predictive score for hepatocellular carcinoma
development in patients with chronic hepatitis C after sustained response to pegylated
interferon and ribavirin combination therapy. J Antimicrob Chemother 2012;67:2766-72.
Chang KC, Tseng PL, Wu YY, et al. A polymorphism in interferon L3 is an independent
risk factor for development of hepatocellular carcinoma after treatment of hepatitis C
virus infection. Clin Gastroenterol Hepatol 2015;13:1017-24.

El-Serag HB, Kanwal F, Richardson P, et al. Risk of hepatocellular carcinoma after
sustained virological response in Veterans with hepatitis C virus infection. Hepatology
2016;64:130-7.

Hamada K, Saitoh S, Nishino N, et al. Shear wave elastography predicts hepatocellular
carcinoma risk in hepatitis C patients after sustained virological response. PLoS One
2018;13:e0195173.

Hedenstierna M, Nangarhari A, Weiland O, et al. Diabetes and Cirrhosis Are Risk Factors
for Hepatocellular Carcinoma After Successful Treatment of Chronic Hepatitis C. Clin
Infect Dis 2016;63:723-9.

Huang CF, Wang SC, Yeh ML, et al. Association of serial serum major histocompatibility
complex class I chain-related A measurements with hepatocellular carcinoma in chronic
hepatitis C patients after viral eradication. J Gastroenterol Hepatol 2019;34:249-255.
Huang CF, Yeh ML, Tsai PC, et al. Baseline gamma-glutamyl transferase levels strongly
correlate with hepatocellular carcinoma development in non-cirrhotic patients with
successful hepatitis C virus eradication. J Hepatol 2014;61:67-74.

Hung CH, Lee CM, Wang JH, et al. Impact of diabetes mellitus on incidence of
hepatocellular carcinoma in chronic hepatitis C patients treated with interferon-based
antiviral therapy. Int J Cancer 2011;128:2344-52.

Iio E, Matsuura K, Shimada N, et al. TLL1 variant associated with development of
hepatocellular carcinoma after eradication of hepatitis C virus by interferon-free therapy.
J Gastroenterol 2018.

Tkeda M, Fujiyama S, Tanaka M, et al. Risk factors for development of hepatocellular
carcinoma in patients with chronic hepatitis C after sustained response to interferon. J
Gastroenterol 2005;40:148-56.

Toannou GN, Green PK, Beste LA, et al. Development of models estimating the risk of

92



84.

85.

86.

87.

88.

89.

90.

91.

92.

93.

94.

105

hepatocellular carcinoma after antiviral treatment for hepatitis C. J Hepatol
2018;69:1088-1098.

Janjua NZ, Chong M, Kuo M, et al. Long-term effect of sustained virological response on
hepatocellular carcinoma in patients with hepatitis C in Canada. J Hepatol 2017;66:504-
513.

Makiyama A, Itoh Y, Kasahara A, et al. Characteristics of patients with chronic hepatitis
C who develop hepatocellular carcinoma after a sustained response to interferon therapy.
Cancer 2004;101:1616-22.

Matsuura K, Sawai H, Ikeo K, et al. Genome-Wide Association Study Identifies TLL1
Variant Associated With Development of Hepatocellular Carcinoma After Eradication of
Hepatitis C Virus Infection. Gastroenterology 2017;152:1383-1394.

Ogata F, Kobayashi M, Akuta N, et al. Outcome of All-Oral Direct-Acting Antiviral
Regimens on the Rate of Development of Hepatocellular Carcinoma in Patients with
Hepatitis C Virus Genotype 1-Related Chronic Liver Disease. Oncology 2017;93:92-98.
Ogawa E, Furusyo N, Nomura H, et al. Short-term risk of hepatocellular carcinoma after
hepatitis C virus eradication following direct-acting anti-viral treatment. Aliment
Pharmacol Ther 2018;47:104-113.

Ooka Y, Miho K, Shuntaro O, et al. Prediction of the very early occurrence of HCC right
after DAA therapy for HCV infection. Hepatol Int 2018;12:523-530.

Oze T, Hiramatsu N, Yakushijin T, et al. Post-treatment levels of alpha-fetoprotein predict
incidence of hepatocellular carcinoma after interferon therapy. Clin Gastroenterol Hepatol
2014;12:1186-95.

Sasaki R, Yamasaki K, Abiru S, et al. Serum Wisteria Floribunda Agglutinin-Positive
Mac-2 Binding Protein Values Predict the Development of Hepatocellular Carcinoma
among Patients with Chronic Hepatitis C after Sustained Virological Response. PLoS One
2015;10:e0129053.

Sato S, Genda T, Ichida T, et al. Prediction of Hepatocellular Carcinoma Development
after Hepatitis C Virus Eradication Using Serum Wisteria floribunda Agglutinin-Positive
Mac-2-Binding Protein. Int J Mol Sci 2016;17.

Tada T, Kumada T, Toyoda H, et al. Post-treatment levels of alpha-fetoprotein predict
long-term hepatocellular carcinoma development after sustained virological response in
patients with hepatitis C. Hepatol Res 2017;47:1021-1031.

Tanaka A, Uegaki S, Kurihara H, et al. Hepatic steatosis as a possible risk factor for the

development of hepatocellular carcinoma after eradication of hepatitis C virus with

93



95.

96.

97.

98.

99.

100.

101.

102.

103.

104.

105.

106

antiviral therapy in patients with chronic hepatitis C. World J Gastroenterol
2007;13:5180-7.

Tokita H, Fukui H, Tanaka A, et al. Risk factors for the development of hepatocellular
carcinoma among patients with chronic hepatitis C who achieved a sustained virological
response to interferon therapy. J Gastroenterol Hepatol 2005;20:752-8.

Toyoda H, Kumada T, Tada T, et al. Risk factors of hepatocellular carcinoma development
in non-cirrhotic patients with sustained virologic response for chronic hepatitis C virus
infection. J Gastroenterol Hepatol 2015;30:1183-9.

Wang JH, Yen YH, Yao CC, et al. Liver stiffness-based score in hepatoma risk assessment
for chronic hepatitis C patients after successful antiviral therapy. Liver Int 2016;36:1793-
1799.

Watanabe T, Tokumoto Y, Joko K, et al. Predictors of hepatocellular carcinoma occurrence
after direct-acting antiviral therapy in patients with hepatitis C virus infection. Hepatol
Res 2019;49:136-146.

Yamashita N, Ohho A, Yamasaki A, et al. Hepatocarcinogenesis in chronic hepatitis C
patients achieving a sustained virological response to interferon: significance of lifelong
periodic cancer screening for improving outcomes. J Gastroenterol 2014;49:1504-13.
Yasuda S, Ishigami M, Ishizu Y, et al. Substitutions in interferon sensitivity-determining
region and hepatocarcinogenesis after hepatitis C virus eradication. J Gastroenterol
Hepatol 2018;33:1904-1911.

Yasui Y, Kurosaki M, Komiyama Y, et al. Wisteria floribunda agglutinin-positive Mac-2
binding protein predicts early occurrence of hepatocellular carcinoma after sustained
virologic response by direct-acting antivirals for hepatitis C virus. Hepatol Res
2018;48:1131-1139.

Yamada R, Hiramatsu N, Oze T, et al. Incidence and risk factors of hepatocellular
carcinoma change over time in patients with hepatitis C virus infection who achieved
sustained virologic response. Hepatol Res 2019.

Toyoda H, Tada T, Takaguchi K, et al. Differences in background characteristics of
patients with chronic hepatitis C who achieved sustained virologic response with
interferon-free versus interferon-based therapy and the risk of developing hepatocellular
carcinoma after eradication of hepatitis C virus in Japan. J Viral Hepat 2017;24:472-476.
Meissner EG, Wu D, Osinusi A, et al. Endogenous intrahepatic IFNs and association with
IFN-free HCV treatment outcome. J Clin Invest 2014;124:3352-63.

Burchill MA, Golden-Mason L, Wind-Rotolo M, et al. Memory re-differentiation and

94



106.

107.

108.

109.

110.

111.

112.

113.

114.

115.

116.

117.

107

reduced lymphocyte activation in chronic HCV-infected patients receiving direct-acting
antivirals. J Viral Hepat 2015;22:983-91.

Chu PS, Nakamoto N, Taniki N, et al. On-treatment decrease of NKG2D correlates to
early emergence of clinically evident hepatocellular carcinoma after interferon-free
therapy for chronic hepatitis C. PLoS One 2017;12:e0179096.

Langhans B, Nischalke HD, Kramer B, et al. Increased peripheral CD4(+) regulatory T
cells persist after successful direct-acting antiviral treatment of chronic hepatitis C. J
Hepatol 2017;66:888-896.

Ning G, Li YT, Chen YM, et al. Dynamic Changes of the Frequency of Classic and
Inflammatory Monocytes Subsets and Natural Killer Cells in Chronic Hepatitis C
Patients Treated by Direct-Acting Antiviral Agents. Can J Gastroenterol Hepatol
2017;2017:3612403.

Spaan M, van Oord G, Kreefft K, et al. Immunological Analysis During Interferon-Free
Therapy for Chronic Hepatitis C Virus Infection Reveals Modulation of the Natural Killer
Cell Compartment. J Infect Dis 2016;213:216-23.

Faillaci F, Marzi L, Critelli R, et al. Liver Angiopoietin-2 Is a Key Predictor of De Novo or
Recurrent Hepatocellular Cancer After Hepatitis C Virus Direct-Acting Antivirals.
Hepatology 2018;68:1010-1024.

Villani R, Facciorusso A, Bellanti F, et al. DAAs Rapidly Reduce Inflammation but
Increase Serum VEGF Level: A Rationale for Tumor Risk during Anti-HCV Treatment.
PLo0S One 2016;11:e0167934.

Debes JD, van Tilborg M, Groothuismink ZMA, et al. Levels of Cytokines in Serum
Associate With Development of Hepatocellular Carcinoma in Patients With HCV Infection
Treated With Direct-Acting Antivirals. Gastroenterology 2018;154:515-517.e3.

Wills RdJ. Clinical pharmacokinetics of interferons. Clin Pharmacokinet 1990;19:390-9.
Zeuzem S, Welsch C, Herrmann E. Pharmacokinetics of peginterferons. Semin Liver Dis
2003;23 Suppl 1:23-8.

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.

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.

McHutchison JG, Lawitz EJ, Shiffman ML, et al. Peginterferon alfa-2b or alfa-2a with

95



118.

119.

120.

121.

122.

123.

124.
125.

126.

127.

128.

129.

130.

131.

108

ribavirin for treatment of hepatitis C infection. N Engl J Med 2009;361:580-93.

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.

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.

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.

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.

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.

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

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

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

Ge D, Fellay J, Thompson Ad, et al. Genetic variation in IL.28B predicts hepatitis C
treatment-induced viral clearance. Nature 2009;461:399-401.

Kau A, Vermehren J, Sarrazin C. Treatment predictors of a sustained virologic response
in hepatitis B and C. J Hepatol 2008;49:634-51.

Suppiah V, Moldovan M, Ahlenstiel G, et al. IL28B is associated with response to chronic
hepatitis C interferon-alpha and ribavirin therapy. Nat Genet 2009;41:1100-4.

Tanaka Y, Nishida N, Sugiyama M, et al. Genome-wide association of IL.28B with
response to pegylated interferon-alpha and ribavirin therapy for chronic hepatitis C. Nat
Genet 2009;41:1105-9.

Akuta N, Suzuki F, Sezaki H, et al. Association of amino acid substitution pattern in core
protein of hepatitis C virus genotype 1b high viral load and non-virological response to
interferon-ribavirin combination therapy. Intervirology 2005;48:372-80.

El-Shamy A, Nagano-Fujii M, Sasase N, et al. Sequence variation in hepatitis C virus

96



132.

133.

134.

135.

136.

137.

138.

139.

140.

141.

142.

143.

144.

145.

109

nonstructural protein 5A predicts clinical outcome of pegylated interferon/ribavirin
combination therapy. Hepatology 2008;48:38-47.

Enomoto N, Sakuma I, Asahina Y, et al. Comparison of full-length sequences of interferon-
sensitive and resistant hepatitis C virus 1b. Sensitivity to interferon is conferred by
amino acid substitutions in the NS5A region. J Clin Invest 1995;96:224-30.

Enomoto N, Sakuma I, Asahina Y, et al. Mutations in the nonstructural protein 5A gene
and response to interferon in patients with chronic hepatitis C virus 1b infection. N Engl
J Med 1996;334:77-81.

Sarrazin C. The importance of resistance to direct antiviral drugs in HCV infection in
clinical practice. J Hepatol 2016;64:486-504.

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.

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

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.

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

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.

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

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.
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.

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

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

97



146.

147.

148.
149.
150.

151.

152.

153.

154.

155.

156.

157.

158.

110

response to interferon alone: Swedish experience. J Hepatol 1995;23 Suppl 2:17-21.
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.

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.

LA NAHK T A GERASCE. Int FAMLEE ed, 2011.

PLOANVAH] TR =)L) T 78 ViR SCE. Int MSD, ed, 2011,

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.

AEFDURR, PR, MREECH, et al. Genotype 1 7»O@ 7 A V A ED CRUBMERF R IR 5
PEG-A( v #—7=zma2b & VA ) v A8 WIFAMIEORIINE (¥ —7=xn a2b
L UNREY v 6 » HOFNEE L D retrospective 72 b, AT - H - I 2004;49:1099-1121.
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.

Re MY, EHpk ], BEE 8, et al. Genotype 1 7> K7 A /LA &, & 5\ M genotype 2
D CHUBVERFRICH T 5 PEG-A >4 —7 =1 a-2b & U D > 24 WPFRABIED A0
A —=Txznra2b & ALY 24 BRPEFHARE & Ol T - i1 - i 2006;52:645-
663.

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.

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.

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.

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.

Lin C, Lin K, Luong YP, et al. In vitro resistance studies of hepatitis C virus serine

98



159.

160.

161.

162.

163.
164.

165.

166.

167.

168.

169.

170.

171.

111

protease inhibitors, VX-950 and BILN 2061: structural analysis indicates different
resistance mechanisms. J Biol Chem 2004;279:17508-14.

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.

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.

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.

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.

MSD. "=~y 7 A FZEa—Tx—5Ah 2014.

Chayama K, Suzuki F, Suzukiy, 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.

FFHEER. 7 T7H AN - T AFTVEAGHRARE -G IR IR
2015;71:1193-1197.

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.

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.

Vermehren J, Sarrazin C. The role of resistance in HCV treatment. Best Pract Res Clin
Gastroenterol 2012;26:487-503.

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.

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;384:1597-
1605.

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.

99



172.

173.

174.

175.

176.

177.

178.

179.

180.
181.

182.

183.

184.

185.

186.

112

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. J Hepatol 2012;57:24-31.

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.

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.

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.

Gane EJ, Hyland RH, Yang Y, et al. Efficacy of Ledipasvir Plus Sofosbuvir for 8 or 12
Weeks in Patients With Hepatitis C Virus Genotype 2 Infection. Gastroenterology
2017;152:1366-1371.

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. Lancet Infect Dis 2015;15:645-53.

Asahina Y, Itoh Y, Ueno Y, et al. Ledipasvir-Sofosbuvir for Treating Japanese Patients
With Chronic Hepatitis C Virus Genotype 2 Infection. Liver Int 2018.

FVT RIA T VR, Dx ) B AT 1D CHRUBHEIFB BN b7 2 5 BT A o ol 2R
HE. 2018.

N=R=—GEE A A Ea—Tr—L50 FUT R gz XA+, 2015.

FUT R Az AEAS, — A=l 58 THREZFRAE] 5 3 B HEERE.
2016.

FVT RIA TR ~N—R=—fEHE #2018

Kumada H, Suzuki Y, Karino Y, et al. The combination of elbasvir and grazoprevir for the
treatment of chronic HCV infection in Japanese patients: a randomized phase II/III study.
J Gastroenterol 2017;52:520-533.

e 3R L R AR O M. = L LR A E.
http://www.pmda.go.jp/drugs/2016/P20161013004/170050000 22800AMX00711 A100 1.p

df 2016.
R L R AR AR . 7T U R A .
http://www.pmda.go.jp/drugs/2016/P20161013003/170050000_22800AMX00710_A100_1.p

df 2016.
TyTa4 RSt ULy MG A X Ea—T7F+—A, 2017.

100


http://www.pmda.go.jp/drugs/2016/P20161013004/170050000_22800AMX00711_A100_1.pdf
http://www.pmda.go.jp/drugs/2016/P20161013004/170050000_22800AMX00711_A100_1.pdf
http://www.pmda.go.jp/drugs/2016/P20161013003/170050000_22800AMX00710_A100_1.pdf
http://www.pmda.go.jp/drugs/2016/P20161013003/170050000_22800AMX00710_A100_1.pdf

187.

188.

189.

190.

191.

192.

193.
194.

195.

196.

197.

198.

199.

200.

113

Gane E, Poordad F, Wang S, et al. High Efficacy of ABT-493 and ABT-530 Treatment in
Patients With HCV Genotype 1 or 3 Infection and Compensated Cirrhosis.
Gastroenterology 2016;151:651-659.e1.

Kwo PY, Poordad F, Asatryan A, et al. Glecaprevir and pibrentasvir yield high response
rates in patients with HCV genotype 1-6 without cirrhosis. J Hepatol 2017;67:263-271.
Wyles D, Poordad F, Wang S, et al. Glecaprevir/Pibrentasvir for HCV Genotype 3 Patients
with Cirrhosis and/or Prior Treatment Experience: A Partially Randomized Phase III
Clinical Trial. Hepatology 2017.

Poordad F, Felizarta F, Asatryan A, et al. Glecaprevir and pibrentasvir for 12 weeks for
hepatitis C virus genotype 1 infection and prior direct-acting antiviral treatment.
Hepatology 2017;66:389-397.

Forns X, Lee SS, Valdes J, et al. Glecaprevir plus pibrentasvir for chronic hepatitis C
virus genotype 1, 2, 4, 5, or 6 infection in adults with compensated cirrhosis
(EXPEDITION-1): a single-arm, open-label, multicentre phase 3 trial. Lancet Infect Dis
2017;17:1062-1068.

Gane E, Lawitz E, Pugatch D, et al. Glecaprevir and Pibrentasvir in Patients with HCV
and Severe Renal Impairment. N Engl J Med 2017;377:1448-1455.

Ty U4 Rt vV by NGRS IRASCE. 2017,

Feld JdJ, Jacobson IM, Hezode C, et al. Sofosbuvir and Velpatasvir for HCV Genotype 1, 2,
4, 5, and 6 Infection. N Engl J Med 2015;373:2599-607.

Foster GR, Afdhal N, Roberts SK, et al. Sofosbuvir and Velpatasvir for HCV Genotype 2
and 3 Infection. N Engl J Med 2015;373:2608-17.

Younossi ZM, Stepanova M, Sulkowski M, et al. Patient-reported outcomes in patients co-
infected with hepatitis C virus and human immunodeficiency virus treated with
sofosbuvir and velpatasvir: The ASTRAL-5 study. Liver Int 2017;37:1796-1804.

Takehara T, Izumi N, Mochida S, et al. Sofosbuvir-velpatasvir in adults with hepatitis C
virus infection and compensated cirrhosis in Japan. Hepatol Res 2022;52:833-840.

Curry MP, O'Leary JG, Bzowej N, et al. Sofosbuvir and Velpatasvir for HCV in Patients
with Decompensated Cirrhosis. N Engl J Med 2015;373:2618-28.

Takehara T, Sakamoto N, Nishiguchi S, et al. Efficacy and safety of sofosbuvir-velpatasvir
with or without ribavirin in HCV-infected Japanese patients with decompensated
cirrhosis: an open-label phase 3 trial. J Gastroenterol 2019;54:87-95.

Gane EJ, Shiffman ML, Etzkorn K, et al. Sofosbuvir-velpatasvir with ribavirin for 24

weeks in hepatitis C virus patients previously treated with a direct-acting antiviral

101



201.

202.

203.

204.

205.

206.

207.

208.

209.

210.

211.

212.

114

regimen. Hepatology 2017;66:1083-1089.

Izumi N, Takehara T, Chayama K, et al. Sofosbuvir-velpatasvir plus ribavirin in Japanese
patients with genotype 1 or 2 hepatitis C who failed direct-acting antivirals. Hepatol Int
2018;12:356-367.

Sezaki H, Suzuki F, Hosaka T, et al. Initial- and re-treatment effectiveness of glecaprevir
and pibrentasvir for Japanese patients with chronic hepatitis C virus-genotype 1/2/3
infections. J Gastroenterol 2019.

Akuta N, Sezaki H, Suzuki F, et al. Favorable efficacy of glecaprevir plus pibrentasvir as
salvage therapy for HCV failures to prior direct-acting antivirals regimens. J Med Virol
2019;91:102-106.

Kurosaki M, Itakura J, Izumi N. NS5A resistanace profile of genotype 1b virological
failures that impacts outcome of re-treatment by glecaprevir/pibrentasvir: Nation-wide
real world study. J Hepatol 2019;70:e111.

Ogawa E, Furusyo N, Nakamuta M, et al. Glecaprevir and Pibrentasvir for Japanese
patients with chronic hepatitis C genotype 1 or 2 infection: Results from a multicenter,
real-world cohort study. Hepatol Res 2019.

Osawa M, Imamura M, Teraoka Y, et al. Real-world efficacy of glecaprevir plus
pibrentasvir for chronic hepatitis C patient with previous direct-acting antiviral therapy
failures. J Gastroenterol 2019;54:291-296.

Uemura H, Uchida Y, Kouyama JI, et al. NS5A-P32 deletion as a factor involved in
virologic failure in patients receiving glecaprevir and pibrentasvir. J Gastroenterol 2019.
Akuta N, Sezaki H, Suzuki F, et al. Retreatment efficacy and predictors of ledipasvir plus
sofosbuvir to HCV genotype 1 in Japan. J Med Virol 2016.

MR E, BFIRIEA, 1EKIM, et al. FERKIZIB T 5 Genotype 2 ¢ C BUEME TR BRIk
DYRATEN YA Y COFRERIEOIBRRRRE  ~ 2 I RIEESIE I K 2 sk LR bF
ZE~. JIThg 2016;57:561-564.

PeB 2, =0H O, B E,etal. LA T LENMET LUFAEIRRIZY ) X447 281 C
BTS2 Y T+ AT BN+ U ALY RO U A )V AL BB AN TH S,
JITHE 2019:60:77-79.

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.

Aghemo A, Colombo M. Treatment of patients with dual hepatitis B and C: a step in the
right direction. Gut 2014;63:380-1.

102



213.

214.

215.

216.

217.

218.

219.

220.

221.

222.

223.

224.

225.

115

Liaw YF. Concurrent hepatitis B and C virus infection: Is hepatitis C virus stronger? J
Gastroenterol Hepatol 2001;16:597-8.

Raimondo G, Brunetto MR, Pontisso P, et al. Longitudinal evaluation reveals a complex
spectrum of virological profiles in hepatitis B virus/hepatitis C virus-coinfected patients.
Hepatology 2006;43:100-7.

Liaw YF. Role of hepatitis C virus in dual and triple hepatitis virus infection. Hepatology
1995;22:1101-8.

Liu CJ, Chuang WL, Lee CM, et al. Peginterferon alfa-2a plus ribavirin for the treatment
of dual chronic infection with hepatitis B and C viruses. Gastroenterology 2009;136:496-
504.e3.

Liu CJ, Chen PJ. Updates on the treatment and outcomes of dual chronic hepatitis C and
B virus infection. World J Gastroenterol 2014;20:2955-61.

Yu ML, Lee CM, Chuang WL, et al. HBsAg profiles in patients receiving peginterferon
alfa-2a plus ribavirin for the treatment of dual chronic infection with hepatitis B and C
viruses. J Infect Dis 2010;202:86-92.

Collins JM, Raphael KL, Terry C, et al. Hepatitis B Virus Reactivation During Successful
Treatment of Hepatitis C Virus With Sofosbuvir and Simeprevir. Clin Infect Dis
2015;61:1304-6.

De Monte A, Courjon J, Anty R, et al. Direct-acting antiviral treatment in adults infected
with hepatitis C virus: Reactivation of hepatitis B virus coinfection as a further
challenge. J Clin Virol 2016;78:27-30.

Takayama H, Sato T, Ikeda F, et al. Reactivation of hepatitis B virus during interferon-
free therapy with daclatasvir and asunaprevir in patient with hepatitis B virus/hepatitis
C virus co-infection. Hepatol Res 2015.

TIVAINTAY =AY FTHASH. X I - AR_TT EIEEH OB,
2016.

Potthoff A, Berg T, Wedemeyer H. Late hepatitis B virus relapse in patients co-infected
with hepatitis B virus and hepatitis C virus after antiviral treatment with pegylated
interferon-a2b and ribavirin. Scand J Gastroenterol 2009;44:1487-90.

Yu ML, Lee CM, Chen CL, et al. Sustained hepatitis C virus clearance and increased
hepatitis B surface antigen seroclearance in patients with dual chronic hepatitis C and B
during posttreatment follow-up. Hepatology 2013;57:2135-42.

Liu CJ, Chu YT, Shau WY, et al. Treatment of patients with dual hepatitis C and B by

peginterferon alpha and ribavirin reduced risk of hepatocellular carcinoma and mortality.

103



226.

227.

228.

229.

230.

231.

232.

233.

234.

235.

236.

237.

116

Gut 2014;63:506-14.

JEA T B E T AT TR B AR &« = ZXRRATSE S THIV RYYE A0 2 I3RS AF7EsE
CUINMFNEZPER) SRR 16 SEEHEE. 2004,

Sulkowski M. Management of acute and chronic HCV infection in persons with HIV

coinfection. J Hepatol 2014;61::5108-119.

Yen YF, Yen MY, Su LW, et al. Prevalences and associated risk factors of HCV/HIV co-

infection and HCV mono-infection among injecting drug users in a methadone

maintenance treatment program in Taipei, Taiwan. BMC Public Health 2012;12:1066.

Benhamou Y, Bochet M, Di Martino V, et al. Liver fibrosis progression in human

immunodeficiency virus and hepatitis C virus coinfected patients. The Multivirc Group.

Hepatology 1999;30:1054-8.

de Ledinghen V, Barreiro P, Foucher J, et al. Liver fibrosis on account of chronic hepatitis

C 1s more severe in HIV-positive than HIV-negative patients despite antiretroviral

therapy. J Viral Hepat 2008;15:427-33.

Thein HH, Yi Q, Dore GdJ, et al. Natural history of hepatitis C virus infection in HIV-

infected individuals and the impact of HIV in the era of highly active antiretroviral

therapy: a meta-analysis. Aids 2008;22:1979-91.

Yotsuyanagi H, Kikuchi Y, Tsukada K, et al. Chronic hepatitis C in patients co-infected

with human immunodeficiency virus in Japan: a retrospective multicenter analysis.

Hepatol Res 2009;39:657-63.

Berenguer J, Alvarez-Pellicer J, Martin PM, et al. Sustained virological response to

interferon plus ribavirin reduces liver-related complications and mortality in patients

coinfected with human immunodeficiency virus and hepatitis C virus. Hepatology

2009;50:407-13.

Limketkai BN, Mehta SH, Sutcliffe CG, et al. Relationship of liver disease stage and

antiviral therapy with liver-related events and death in adults coinfected with HIV/HCV.

Jama 2012;308:370-8.

Mira JA, Rivero-Juarez A, Lopez-Cortes LF, et al. Benefits from sustained virologic

response to pegylated interferon plus ribavirin in HIV/hepatitis C virus-coinfected

patients with compensated cirrhosis. Clin Infect Dis 2013;56:1646-53.

Mehta SH, Lucas GM, Mirel LB, et al. Limited effectiveness of antiviral treatment for

hepatitis C in an urban HIV clinic. Aids 2006;20:2361-9.

Thomas DL. The challenge of hepatitis C in the HIV-infected person. Annu Rev Med

2008;59:473-85.

104



238.

239.

240.

241.

242.

243.

244.

245.

246.

247.

248.

249.

250.

251.

117

Neukam K, Camacho A, Caruz A, et al. Prediction of response to pegylated interferon plus
ribavirin in HIV/hepatitis C virus (HCV)-coinfected patients using HCV genotype, IL28B
variations, and HCV-RNA load. J Hepatol 2012;56:788-94.
Sulkowski MS, Sherman KE, Dieterich DT, et al. Combination therapy with telaprevir for
chronic hepatitis C virus genotype 1 infection in patients with HIV: a randomized trial.
Ann Intern Med 2013;159:86-96.

I INVALID CITATION !!! 245,
Naggie S, Cooper C, Saag M, et al. Ledipasvir and Sofosbuvir for HCV in Patients
Coinfected with HIV-1. N Engl J Med 2015;373:705-13.
Osinusi A, Townsend K, Kohli A, et al. Virologic response following combined ledipasvir
and sofosbuvir administration in patients with HCV genotype 1 and HIV co-infection.
Jama 2015;313:1232-9.
Molina JM, Orkin C, Iser DM, et al. Sofosbuvir plus ribavirin for treatment of hepatitis C
virus in patients co-infected with HIV (PHOTON-2): a multicentre, open-label, non-
randomised, phase 3 study. Lancet 2015;385:1098-106.
Sulkowski MS, Naggie S, Lalezari J, et al. Sofosbuvir and ribavirin for hepatitis C in
patients with HIV coinfection. Jama 2014;312:353-61.
Leandro G, Mangia A, Hui J, et al. Relationship between steatosis, inflammation, and
fibrosis in chronic hepatitis C: a meta-analysis of individual patient data.
Gastroenterology 2006;130:1636-42.
Probst A, Dang T, Bochud M, et al. Role of hepatitis C virus genotype 3 in liver fibrosis
progression--a systematic review and meta-analysis. J Viral Hepat 2011;18:745-59.
Nkontchou G, Ziol M, Aout M, et al. HCV genotype 3 is associated with a higher
hepatocellular carcinoma incidence in patients with ongoing viral C cirrhosis. J Viral
Hepat 2011;18:e516-22.
Di Martino V, Richou C, Cervoni JP, et al. Response-guided peg-interferon plus ribavirin
treatment duration in chronic hepatitis C: meta-analyses of randomized, controlled trials
and implications for the future. Hepatology 2011;54:789-800.
Garcia-Valdecasas J, Bernal C, Garcia F, et al. Epidemiology of hepatitis C virus infection
in patients with renal disease. J Am Soc Nephrol 1994;5:186-92.
Lee JJ, Lin MY, Chang JS, et al. Hepatitis C virus infection increases risk of developing
end-stage renal disease using competing risk analysis. PLoS One 2014;9:e100790.
Lemos LB, Perez RM, Lemos MM, et al. Hepatitis C among predialysis patients:

prevalence and characteristics in a large cohort of patients. Nephron Clin Pract

105



252.

253.

254.

255.

256.

257.

258.

259.

260.

261.

262.
263.
264.

265.

118

2008;108:¢135-40.
HEVEN BAREITESS. TR OREOEBMESHTRIEOBN 2007 4 12 H 31 HE]
£ . http://docs.jsdt.or.jp/overview/index2008.html 2008.

Ohsawa M, Kato K, Itai K, et al. Standardized prevalence ratios for chronic hepatitis C
virus infection among adult Japanese hemodialysis patients. J Epidemiol 2010;20:30-9.
Fabrizi F, Takkouche B, Lunghi G, et al. The impact of hepatitis C virus infection on
survival in dialysis patients: meta-analysis of observational studies. J Viral Hepat
2007;14:697-703.

HAENTE S . BITEEDO C A NVAFRIGETA R T4 . HAREH EF2HES
2011;44:481-531.

M5 BB, 9, A HIE, et al. ERBEBALTO HCV HUARSEL x> MIBIT 5
BAER L AFROMRT. HABITIEFLRMEEE 2012:45:1147-1153.

Mahmoud IM, Sobh MA, El-Habashi AF, et al. Interferon therapy in hemodialysis
patients with chronic hepatitis C: study of tolerance, efficacy and post-transplantation
course. Nephron Clin Pract 2005;100:¢133-9.

Suda G, Kudo M, Nagasaka A, et al. Efficacy and safety of daclatasvir and asunaprevir
combination therapy in chronic hemodialysis patients with chronic hepatitis C. J
Gastroenterol 2016.

Toyoda H, Kumada T, Tada T, et al. Safety and efficacy of dual direct-acting antiviral
therapy (daclatasvir and asunaprevir) for chronic hepatitis C virus genotype 1 infection in
patients on hemodialysis. J Gastroenterol 2016.

Roth D, Nelson DR, Bruchfeld A, et al. Grazoprevir plus elbasvir in treatment-naive and
treatment-experienced patients with hepatitis C virus genotype 1 infection and stage 4-5
chronic kidney disease (the C-SURFER study): a combination phase 3 study. Lancet
2015;386:1537-45.

JE)IER], SHHE, &R —, et al. BB GOF C RUBMITRICKT 2= L2 EL -
77TV EIVIRIEOAWE & aVE. Il 2017:58:678-680.

JZJIL. g 2018;59:578-580.

LW, HET I, KB 75, et al. FPRERIERIEERIRE. B4 2018;53:109-123.

Akamatsu N, Sugawara Y, Kokudo N, et al. Outcomes of living donor liver transplantation
for hepatitis C virus-positive recipients in Japan: results of a nationwide survey. Transpl
Int 2014;27:767-74.

Chen CL, Kabiling CS, Concejero AM. Why does living donor liver transplantation
flourish in Asia? Nat Rev Gastroenterol Hepatol 2013;10:746-51.

106


http://docs.jsdt.or.jp/overview/index2008.html

266.

267.

268.

269.

270.

271.

272.

273.

274.

275.

276.

277.

278.

279.

119

Garcia-Retortillo M, Forns X, Feliu A, et al. Hepatitis C virus kinetics during and
immediately after liver transplantation. Hepatology 2002;35:680-7.

Berenguer M, Schuppan D. Progression of liver fibrosis in post-transplant hepatitis C:
mechanisms, assessment and treatment. J Hepatol 2013;58:1028-41.

Berenguer M, Prieto M, Rayon JM, et al. Natural history of clinically compensated
hepatitis C virus-related graft cirrhosis after liver transplantation. Hepatology
2000;32:852-8.

Firpi RJ, Abdelmalek MF, Soldevila-Pico C, et al. One-year protocol liver biopsy can
stratify fibrosis progression in liver transplant recipients with recurrent hepatitis C
infection. Liver Transpl 2004;10:1240-7.

Berenguer M. Host and donor risk factors before and after liver transplantation that
impact HCV recurrence. Liver Transpl 2003;9:S44-7.

Gambato M, Frigo AC, Rodriguez Castro KI, et al. Who fares worse after liver
transplantation? Impact of donor and recipient variables on outcome: data from a
prospective study. Transplantation 2013;95:1528-34.

Sela N CK, Chandok N, Marotta P, Wall W, Hernandez-Alejandro R. Changing donor
characteristics in liver transplantation over the last 10 years in Canada. Liver Transpl
2013;19:1236-1244.

Rosenberg PM, Farrell JJ, Abraczinskas DR, et al. Rapidly progressive fibrosing
cholestatic hepatitis--hepatitis C virus in HIV coinfection. Am J Gastroenterol
2002;97:478-83.

Berenguer M. Systematic review of the treatment of established recurrent hepatitis C
with pegylated interferon in combination with ribavirin. J Hepatol 2008;49:274-87.
Fukuhara T, Taketomi A, Motomura T, et al. Variants in IL28B in liver recipients and
donors correlate with response to peg-interferon and ribavirin therapy for recurrent
hepatitis C. Gastroenterology 2010;139:1577-85, 1585.e1-3.

Levitsky J, Fiel MI, Norvell JP, et al. Risk for immune-mediated graft dysfunction in liver
transplant recipients with recurrent HCV infection treated with pegylated interferon.
Gastroenterology 2012;142:1132-1139.e1.

Garg V, van Heeswijk R, Lee JE, et al. Effect of telaprevir on the pharmacokinetics of
cyclosporine and tacrolimus. Hepatology 2011;54:20-7.

Coilly A, Roche B, Dumortier J, et al. Safety and efficacy of protease inhibitors to treat
hepatitis C after liver transplantation: a multicenter experience. J Hepatol 2014;60:78-86.

Tkegami T, Yoshizumi T, Yoshida Y, et al. Telaprevir versus simeprevir for the treatment of

107



280.

281.

282.

283.

284.

285.

286.

287.

288.

289.

290.

291.

120

recurrent hepatitis C after living donor liver transplantation. Hepatol Res 2016;46:K£136-
45.

Ueda Y, Ikegami T, Soyama A, et al. Simeprevir or telaprevir with peginterferon and
ribavirin for recurrent hepatitis C after living-donor liver transplantation: A Japanese
multicenter experience. Hepatol Res 2016;46:1285-1293.

Tkegami T, Ueda Y, Akamatsu N, et al. Asunaprevir and daclatasvir for recurrent
hepatitis C after liver transplantation: A Japanese multicenter experience. Clin
Transplant 2017;31.

Charlton M, Everson GT, Flamm SL, et al. Ledipasvir and Sofosbuvir Plus Ribavirin for
Treatment of HCV Infection in Patients With Advanced Liver Disease. Gastroenterology
2015;149:649-59.

Yoshida EM, Kwo P, Agarwal K, et al. Persistence of Virologic Response after Liver
Transplant in Hepatitis C Patients Treated with Ledipasvir / Sofosbuvir Plus Ribavirin
Pretransplant. Ann Hepatol 2017;16:375-381.

Ueda Y, Ikegami T, Akamatsu N, et al. Treatment with sofosbuvir and ledipasvir without
ribavirin for 12 weeks is highly effective for recurrent hepatitis C virus genotype 1b
infection after living donor liver transplantation: a Japanese multicenter experience. J
Gastroenterol 2017;52:986-991.

Zeuzem S, Foster GR, Wang S, et al. Glecaprevir-Pibrentasvir for 8 or 12 Weeks in HCV
Genotype 1 or 3 Infection. N Engl J Med 2018;378:354-369.

Chayama K, Suzuki F, Karino Y, et al. Efficacy and safety of glecaprevir/pibrentasvir in
Japanese patients with chronic genotype 1 hepatitis C virus infection with and without
cirrhosis. J Gastroenterol 2018;53:557-565.

Reau N, Kwo PY, Rhee S, et al. Glecaprevir/Pibrentasvir Treatment in Liver or Kidney
Transplant Patients With Hepatitis C Virus Infection. Hepatology 2018;68:1298-1307.
Ueda Y, Kobayashi T, Ikegami T, et al. Efficacy and safety of glecaprevir and pibrentasvir
treatment for 8 or 12 weeks in patients with recurrent hepatitis C after liver
transplantation: a Japanese multicenter experience. J Gastroenterol 2019.

Shiratori Y, Kato N, Yoshida H, et al. Sustained viral response is rarely achieved in
patients with high viral load of HCV RNA by excessive interferon therapy. Dig Dis Sci
2000;45:565-74.

Indolfi G, Easterbrook P, Dusheiko G, et al. Hepatitis C virus infection in children and
adolescents. Lancet Gastroenterol Hepatol 2019;4:477-487.

Indolfi G, Azzari C, Resti M. Perinatal transmission of hepatitis C virus. J Pediatr

108



292.

293.

294.

295.

296.

297.

298.

299.

300.

301.

302.

303.

304.

305.

306.

121

2013;163:1549-1552 el.

Benova L, Mohamoud YA, Calvert C, et al. Vertical transmission of hepatitis C virus:
systematic review and meta-analysis. Clin Infect Dis 2014;59:765-73.

JEA T BRI BB & TITF 255 e IR BB SR ZE 3 C TR 7 A L 2 D REFIRYLD
1EIZ B4 DA EBE. C AU 7 A LV ZAHCV) ¥ v U 7 hfhs & & O A R O BRSSOk
16 412 1)  HAVNERERMERS 20055109:78-9.

Kage M, Fujisawa T, Shiraki K, et al. Pathology of chronic hepatitis C in children. Child
Liver Study Group of Japan. Hepatology 1997:26:771-5.

Mizuochi T, Takano T, Yanagi T, et al. Epidemiologic features of 348 children with
hepatitis C virus infection over a 30-year period: a nationwide survey in Japan. J
Gastroenterol 2018;53:419-426.

Network EPHCV. Three broad modalities in the natural history of vertically acquired
hepatitis C virus infection. Clin Infect Dis 2005;41:45-51.

Resti M, Jara P, Hierro L, et al. Clinical features and progression of perinatally acquired
hepatitis C virus infection. J Med Virol 2003;70:373-7.

KFF. CHTFR T A N AEDREAIRGLBL LIS 20178 AT @R A e B il & ITR%
SEfR BRI SRAF FE (R 40 BF) SR 18 AR FEARHS « /i JE LM # 2007:1-18.

Inui A, Fujisawa T, Sogo T, et al. Different outcomes of vertical transmission of hepatitis C
virus in a twin pregnancy. J Gastroenterol Hepatol 2002;17:617-9.

Boxall E, Baumann K, Price N, et al. Discordant outcome of perinatal transmission of
hepatitis C in twin pregnancies. J Clin Virol 2007;38:91-5.

Roberts EA, Yeung L. Maternal-infant transmission of hepatitis C virus infection.
Hepatology 2002;36:S106-13.

McMenamin MB, Jackson AD, Lambert J, et al. Obstetric management of hepatitis C-
positive mothers: analysis of vertical transmission in 559 mother-infant pairs. Am J
Obstet Gynecol 2008;199:315 el-5.

Dunkelberg JC, Berkley EM, Thiel KW, et al. Hepatitis B and C in pregnancy: a review
and recommendations for care. J Perinatol 2014;34:882-91.

AAPERMS AR P2, BARERAFES. CQ 607 iHiEFIZ HCV JURE2 A L7256
X 2. PFEMmARIRZIREATA BT A o -FERHR 2017:358-61.

Gibb DM, Goodall RL, Dunn DT, et al. Mother-to-child transmission of hepatitis C virus:
evidence for preventable peripartum transmission. Lancet 2000;356:904-7.

Pembrey L, Newell ML, Tovo PA. The management of HCV infected pregnant women and
their children European paediatric HCV network. J Hepatol 2005;43:515-25.

109



307.

308.

309.

310.

311.

312.

313.

314.

315.

316.

317.

318.

319.

122

MclIntyre PG, Tosh K, McGuire W. Caesarean section versus vaginal delivery for
preventing mother to infant hepatitis C virus transmission. Cochrane Database Syst Rev
2006;18:CD005546.

HARERMS ANB . BAREmARIESR. EmABRZIRTA BT A -ERE. 2020:311-
312.

92w AR FZ R LG E2E [VNREI D & A )V ZAVERFR DI REFREIA & 1R OEEYE(IZ B3 2 B
72 Bf B CHRUF R EYVNR OB A RT 4 . 2020.

AASLD, IDSA. HCV in Children. HCV Guidance: Recommendations for Testing,

Managing, and Treating Hepatitis C 2020:https:/www.hcvguidelines.org/unique-

populations/children.

Conte D, Fraquelli M, Prati D, et al. Prevalence and clinical course of chronic hepatitis C
virus (HCV) infection and rate of HCV vertical transmission in a cohort of 15,250
pregnant women. Hepatology 2000;31:751-5.

Honegger J, Crim L, Gowda C. Polymerase chain reaction (PCR) for detection of
vertically-acquired hepatitis C virus (HCV) infection in early infancy. ID Week
2018:abstract 2215.

Biswas A, Firdaus R, Gupta D, et al. Interferon A3 gene (IL28B) is associated with
spontaneous or treatment-induced viral clearance in hepatitis C virus-infected
multitransfused patients with thalassemia. Transfusion 2017;57:1376-1384.

Tillmann HL, Thompson Ad, Patel K, et al. A polymorphism near IL28B is associated with
spontaneous clearance of acute hepatitis C virus and jaundice. Gastroenterology
2010;139:1586-92, 1592 el.

Grebely J, Petoumenos K, Hellard M, et al. Potential role for interleukin-28B genotype in
treatment decision-making in recent hepatitis C virus infection. Hepatology 2010;52:1216-
24.

Mack CL, Gonzalez-Peralta RP, Gupta N, et al. NASPGHAN practice guidelines:
Diagnosis and management of hepatitis C infection in infants, children, and adolescents.
J Pediatr Gastroenterol Nutr 2012;54:838-55.

Mohan P, Barton BA, Narkewicz MR, et al. Evaluating progression of liver disease from
repeat liver biopsies in children with chronic hepatitis C: a retrospective study.
Hepatology 2013;58:1580-6.

Indolfi G, Guido M, Azzari C, et al. Histopathology of hepatitis C in children, a systematic
review: implications for treatment. Expert Rev Anti Infect Ther 2015;13:1225-35.

Inui A, Fujisawa T, Miyagawa Y, et al. Histologic activity of the liver in children with

110


https://www.hcvguidelines.org/unique-populations/children
https://www.hcvguidelines.org/unique-populations/children

320.

321.

322.

323.

324.

325.

326.

327.

328.

329.

330.

331.

332.

123

transfusion-associated chronic hepatitis C. J Hepatol 1994;21:748-53.

Castellino S, Lensing S, Riely C, et al. The epidemiology of chronic hepatitis C infection in
survivors of childhood cancer: an update of the St Jude Children's Research Hospital
hepatitis C seropositive cohort. Blood 2004;103:2460-6.

Indolfi G, Hierro L, Dezsofi A, et al. Treatment of Chronic Hepatitis C Virus Infection in
Children: A Position Paper by the Hepatology Committee of European Society of
Paediatric Gastroenterology, Hepatology and Nutrition. J Pediatr Gastroenterol Nutr
2018;66:505-515.

Dezs6fi A, Baumann U, Dhawan A, et al. Liver biopsy in children: position paper of the
ESPGHAN Hepatology Committee. J Pediatr Gastroenterol Nutr 2015;60:408-20.

Geng XX, Huang RG, Lin JM, et al. Transient elastography in clinical detection of liver
cirrhosis: A systematic review and meta-analysis. Saudi J Gastroenterol 2016;22:294-303.
Nydegger A, Srivastava A, Wake M, et al. Health-related quality of life in children with
hepatitis C acquired in the first year of life. J Gastroenterol Hepatol 2008;23:226-30.
Rodrigue JR, Balistreri W, Haber B, et al. Impact of hepatitis C virus infection on children
and their caregivers: quality of life, cognitive, and emotional outcomes. J Pediatr
Gastroenterol Nutr 2009;48:341-7.

Greenway E, Haines A, Ling SC. Cost-utility analysis of treatment of chronic paediatric
hepatitis C with new direct-acting antivirals. The Liver Meeting 2019 2019:abstract 1619.
AASLD, IDSA. HCV in Children. HCV Guidance: Recommendations for Testing,

Managing, and Treating Hepatitis C 2022:https://www.hcvguidelines.org/unique-

populations/children.

Druyts E, Thorlund K, Wu P, et al. Efficacy and safety of pegylated interferon alfa-2a or
alfa-2b plus ribavirin for the treatment of chronic hepatitis C in children and adolescents:
a systematic review and meta-analysis. Clin Infect Dis 2013;56:961-7.

Tsunoda T, Inui A, Etani Y, et al. Efficacy of pegylated interferon-a2a monotherapy in
Japanese children with chronic hepatitis C. Hepatol Res 2011;41:399-404.

Tsunoda T, Inui A, Kawamoto M, et al. Effects of pegylated interferon-a-2a monotherapy
on growth in Japanese children with chronic hepatitis C. Hepatol Res 2014;44:251-8.
Suzuki M, Tajiri H, Tanaka Y, et al. Peginterferon Therapy in Children With Chronic
Hepatitis C: A Nationwide, Multicenter Study in Japan, 2004-2013. J Pediatr
Gastroenterol Nutr 2016;63:88-93.

Zhong YW, Zhang HF, Shi YM, et al. IL28B SNP rs12979860 is the Critical Predictor for

Sustained Viral Response in Chinese Children Aged 1 to 6 Years with Chronic Hepatitis

111


https://www.hcvguidelines.org/unique-populations/children
https://www.hcvguidelines.org/unique-populations/children

333.

334.

335.

336.

337.

338.

339.

340.

341.

342.

343.

344.

124

C. Int J Biol Sci 2016;12:1357-1362.

Liver EAftSot. EASL Recommendations on Treatment of Hepatitis C 2018. J Hepatol
2018;69:461-511.

Jonas MM, Squires RH, Rhee SM, et al. Pharmacokinetics, Safety, and Efficacy of
Glecaprevir/Pibrentasvir in Adolescents With Chronic Hepatitis C Virus: Part 1 of the
DORA Study. Hepatology 2020;71:456-462.

Jonas MM, Rhee S, Kelly DA, et al. Pharmacokinetics, Safety, and Efficacy of
Glecaprevir/Pibrentasvir in Children With Chronic HCV: Part 2 of the DORA Study.
Hepatology 2021;74:19-27.

Balistreri WF, Murray KF, Rosenthal P, et al. The safety and effectiveness of ledipasvir-
sofosbuvir in adolescents 12-17 years old with hepatitis C virus genotype 1 infection.
Hepatology 2017;66:371-378.

Wirth S, Rosenthal P, Gonzalez-Peralta RP, et al. Sofosbuvir and ribavirin in adolescents
12-17 years old with hepatitis C virus genotype 2 or 3 infection. Hepatology 2017;66:1102-
1110.

Nguyen J, Barritt ASt, Jhaveri R. Cost Effectiveness of Early Treatment with Direct-
Acting Antiviral Therapy in Adolescent Patients with Hepatitis C Virus Infection. J
Pediatr 2019;207:90-96.

Cabibbo G, Celsa C, Calvaruso V, et al. Direct-acting antivirals after successful treatment
of early hepatocellular carcinoma improve survival in HCV-cirrhotic patients. J Hepatol
2019;71:265-273.

Dang H, Yeo YH, Yasuda S, et al. Cure With Interferon-Free Direct-Acting Antiviral Is
Associated With Increased Survival in Patients With Hepatitis C Virus-Related
Hepatocellular Carcinoma From Both East and West. Hepatology 2020;71:1910-1922.
Ohki T, Sato K, Kondo M, et al. Effectiveness of direct acting antiviral agents for hepatitis
C virus related recurrent hepatocellular carcinoma patients who had multiple courses of
recurrence. J Viral Hepat 2021;28:1597-1603.

Singal AG, Rich NE, Mehta N, et al. Direct-Acting Antiviral Therapy for Hepatitis C Virus
Infection Is Associated With Increased Survival in Patients With a History of
Hepatocellular Carcinoma. Gastroenterology 2019;157:1253-1263 e2.

Bruno S, Di Marco V, Iavarone M, et al. Improved survival of patients with hepatocellular
carcinoma and compensated hepatitis C virus-related cirrhosis who attained sustained
virological response. Liver Int 2017;37:1526-1534.

Radhakrishnan K, Di Bisceglie AM, Reddy KR, et al. Treatment Status of Hepatocellular

112



345.

346.

347.

348.

349.

350.

351.

352.

353.

354.

355.

356.

357.

358.

125

Carcinoma Does Not Influence Rates of Sustained Virologic Response: An HCV-TARGET
Analysis. Hepatol Commun 2019;3:1388-1399.

He S, Lockart I, Alavi M, et al. Systematic review with meta-analysis: effectiveness of
direct-acting antiviral treatment for hepatitis C in patients with hepatocellular
carcinoma. Aliment Pharmacol Ther 2020;51:34-52.

European Association for the Study of the Liver. Electronic address eee, Clinical Practice
Guidelines Panel C, representative EGB, et al. EASL recommendations on treatment of
hepatitis C: Final update of the series(). J Hepatol 2020;73:1170-1218.

Yu ML, Chen PdJ, Dai CY, et al. 2020 Taiwan consensus statement on the management of
hepatitis C: Part (II) special populations. J Formos Med Assoc 2020;119:1135-1157.
Roberts LR, Sirlin CB, Zaiem F, et al. Imaging for the diagnosis of hepatocellular
carcinoma: A systematic review and meta-analysis. Hepatology 2018;67:401-421.

Singal AG, Lim JK, Kanwal F. AGA Clinical Practice Update on Interaction Between Oral
Direct-Acting Antivirals for Chronic Hepatitis C Infection and Hepatocellular Carcinoma:
Expert Review. Gastroenterology 2019;156:2149-2157.

Lee SW, Chen LS, Yang SS, et al. Direct-Acting Antiviral Therapy for Hepatitis C Virus in
Patients with BCLC Stage B/C Hepatocellular Carcinoma. Viruses 2022;14.

Dai CY, Chuang WL, Yu ML. EASL recommendations on treatment of hepatitis C: Final
update of the series - Some issues. J Hepatol 2021;74:473-474.

Bhattacharya D, Aronsohn A, Price J, et al. Hepatitis C Guidance 2023 Update: AASLD-
IDSA Recommendations for Testing, Managing, and Treating Hepatitis C Virus Infection.
Clin Infect Dis 2023.

Singal AG, Llovet JM, Yarchoan M, et al. AASLD Practice Guidance on prevention,
diagnosis, and treatment of hepatocellular carcinoma. Hepatology 2023.

Omata M, Kanda T, Wei L, et al. APASL consensus statements and recommendation on
treatment of hepatitis C. Hepatol Int 2016;10:702-26.

Singal AG, Lim JK, Kanwal F. AGA Clinical Practice Update on Interaction Between Oral
Direct-Acting Antivirals for Chronic Hepatitis C Infection and Hepatocellular Carcinoma:
Expert Review. Clin Liver Dis (Hoboken) 2020;15:211-212.

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

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

Takano S, Ito Y, Yokosuka O, et al. A multicenter randomized controlled dose study of

113



359.

360.

361.

362.

363.

364.

365.

366.

367.

368.

126

ursodeoxycholic acid for chronic hepatitis C. Hepatology 1994;20:558-64.

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.

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;26:423-438.

R, MO A I ) 77— 2 C ORI RICKT 2IBIFRDRICHONWT  — HERIEIC
LomEt—. BEFOHWPIH 1977;:102:562.

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.
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.

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.

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

Ikeda K. Glycyrrhizin injection therapy prevents hepatocellular carcinogenesis in patients
with interferon-resistant active chronic hepatitis C. Hepatol Res 2007;37 Suppl 2:5287-93.
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.

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.

114



127

FRIBEAA BT A AARBRICE T 2FIBARKIZOVT (2017 4 11 A 30 BEFE)

H ARSI RIGRET A R T A OFRZE R, BEERICBEE T 20 % & OB ORFHIBERIC &, BT
DI DN THEZER L FIZSFRSCIRIL O 45 &2 1572,

ZEFIT T, HRIGETA R4 ORNFICBEL T, v A VAR K OBEEROER - B O HM
FHHWEIHEMESL LT, BFENBLIOEFHAIES E Y2 R L, MR ERDIFBODE L ~LONN k|
G HBF ORBEFMOEM - QL O Ex & & L TREREEIT> 7,

RESNEEEATTHROBY THD (2014F 1 A 1 H~2014 4 12 A 31 H), 2B, PIYONHIZH 5 K
HSCRARIEE 220, (R¥EAIE, 2015 4F 12 A BIE)

1 BERARBFICICBET 42 - GRS ERI A BR e L72FER (BUT., A2 - Mk v 9) DA,
BRIREC SV TIE, 1 2 O4R3E « fHFRCHIAR D b OMMEEANFRH] 100 THELEE 35,

(€::9)

2 KADORAIZHONTE, 1 DORFEIZHOVTOFEMOKRAUZ L H4E (B, FEAEORFN) 25 100 51
DDA, HD0IENFEEHRND 5% LA T 2856 LT 5,

()

3 AR - AR D ORFFHEMAEHZ DWW TR, 1 D OREFHEME A BIMER] 100 THLLEE T 5,

() BT —1T L

4 ¥ MECCHIEN S KOS BFR) ITx L, BIEE 2 LR - 95010 L CSdhbiz B
L GEEER E) 2oV TE, 1 D% « MECHIED b OEM ORI G 50 T EET 5,

(B) WRORBEHERASH, 7o Vs AR, MSD RS, RERERARM, 7927V - 232774

YERASH, RAAERRERAS, B =SMNERASHE, FOMEEKRASHE, 7V X b <o
¥ —2 274 THARH, Yoy 7y —vHAstt

5 ¥ - MERCHIE S 7 Ly b EOBEITE L CEHA o FREHIOW TR, 1 o04EE - M
B 6 DR OJFFGE A A 50 T EE T 5,

(€::9)

6 B - HBROHESIRMET 2B IC OV T, 1 DO - MERCHERN B EERITE (ZReifsed, It
FIRFFEEy, ZERIAR L) 10 U TSHA DB M 100 THULEE T 5,

€59

7 AR ARRRCHIRRIG T DinER . 1B (D) FHECOWTIE 1 oo - MECHE S, H
GHEMANETIRERDFTR T DER GRE - 98) &5 VIIHFREOREF (A DI T D E R
100 LI EET 5,

(F) MSD Bk tt, HshBUsE

8 ¥ - MRCCHIAN RIS 2 FHATEEICTR L TV 5a LT 5,

115



128

(B) ==V 2tk, MSD AL, KR BARERRIRRASE, PSR R RS, UKL, 7Y
AW =wA ¥ =R R7 A4 THERSHE, KAt 77— F 88
9 Zoft, WI%E. HE. DR L ITEBRRRE. BELR EORMTOVTIE, 1 oD - MERCHEIED
OEAT T BRDER 6 T &35,
(1%)

116



129

WEH  CRUBPERES R (5 )57 1 2) [k BIas T B —F r—h

BE, BRIV ANVAEK (DAA)IZED IFN ZV—HUA NV AIREDAE MEIIRD CTEL, FlE#
EHITOIANAHERRZRIT 95%LL_E&72o77, DAA (2X5 IFN ZU—H0 A L AIGEIZ Y 72> T,
UTFICEETBZE,

B ORICEDFATANAIBEIL, VANV AR B OB+ o725 -
REBREL OEMICEY, EERE R EIWr B eS iz £ 1T,

DAA BIISEARRINFITIT L31 R Y93 LISHT P32 KR A92 Rl L%
REBRNHE TS, Z&IT P32 REIX, FITZAEN+T AT FLE VG
SRR BRIBITE T TR A BEZRE N /7YX FLE L/ VN E LR,
BEE . VRATE N /LI NRAENVER A EE. TINRAE L+ 75 FLE L
BERICEDRERZI B CTH IR L, NSHA FHEIRIIHRTL TR VIEZ R 9,
%72 P32 RERUANDEERIPIBEZRIE T ICBE 5T 5T 8N H D, -
T.DAA HITEERRINBICH T 5 DAA BIEREZRIT DI,
NS3/4A 725 UNT NS5A I D IEAIMEE R, ZLIZ P32 REDH E2H|
ELZ LT, FBEMAERICL > TEERIBRIEEBRPINDH L HLE
35,

Child-Pugh 43%g grade C JEBIDH T Child-Pugh 227 13~15 SDIE
BIZREFT BV HRRTEN /RN RERAE VB A SED R EMDORRIEIT 43T
X722 ZHOULTZIEFNZ KT T AV BRATE IV /)L F AL )VELA BERR
Bz oWTit, Y. FREREICL > TIBEF#HPRESNEIRETH
D, B#EOHEITIIRD CEERBBSENLEELL,

1. C BUBHERTR - ARBEHERTBIZ™ ¥ (DAA IRIRIERL)

o

~

*SOF/LDV (EEBMEELL) =
SOF/VEL (EEEREELL) X445

SOF/LDV (EEBEELL) ¥
REMHFEZE (18, 28)) — -GLe/pB 12812 5)
SOF/VEL (EEBEELL) ™

/

Xlrﬂj

SR FT AL - SR L R 1172 & O i JEFEY AV R NI AV AR EEATO.

117




-

130

#2 L 0 ROIRATEYLT R LTI, pangenotype (ZH %072 GLE/PIB, SOF/LDV 72\ UI% SOF/VEL
TIHHT 2.

TR ATE IV /Lo RAAE VER A BELIA O IEN 71 —L U A% Child-Pugh 43%#8 grade B F7-1%
DIEFNTIIEE S, WU - _&E TRV,

U OB HEREIE E (eGFR<30mL/43/1.73m2) X TiB & LB e T 2B AR 20 BH T35 SOF O
FEIIHEETHD.

IR IS DARMENT S~ DRI I T T7euny

2. BHAFR - REMFELEY (o7 7 — B EFK+Peg-IFN+RBV IZX S RNER AR H)

~

SMV+Peg-IFN+RBV{ + SOF/LDV*?
13 VAN+Peg-IFN+RBV{# F - GLE/PIB %3 %4
TVR+Peg-IFN+RBV{ F » SOF/VEL*2 %3

* GLE/PIB %34
2® TVR+Peg-IFN+RBV{ F - SOF/LDVI®
* SOF/VEL*2 %2

k /

VIRATE IV /XL B A NVELAHELIAN O IFN 7Y —1L - A 1E Child-Pugh 47%8 grade B F7-1%
DIEFNTITEE S, A2 WU _&E TR0,

2 OH O BRI E (eGFR<30mL/43/1.73m2) MUTBHr & L EL T 2B A 2D BE T35 SOF
DEEIIFEZTHD.

S E N R RBRIC 35175 GLE/PIB O #5-HIIL, DAA IGHRIED S DIBMEF R 7225 ONAREPETFAE
T 12 B THS.

a7 T — PR EHEAPeg-IFN+RBV RIAICZVFEINIZ NS3 ZROEEIZONTHOTE T A
(27200,

AR I UT DR PEIF R~ DGR I T TR,

3. BT - REMEAFEZE ™ (IFN 7Y —DAA BRI E])

/

\

1 B2 e
. ) 1. SOF/VEL+RBV 24;8*3

- NSSAFR E #| + NSSBFEE FI D A~ p Zh 5

28 *GLE/PIB 12:8 **
*NSSBFREH|+1)/\E") > DA R Tl -SOF/VEL+RBV 24:8%3 Y.

118



131

R MEFRE A5 x5 GLE/PIB 1R D& 2 L AT STy, RBV #5103
METHDZ L5 SOF/VELARBV & #5654 & TIERW,
w227 1 IS LT IFN 7U—DAA ICRDRHAR A TWA AR L7 o725 Tl L31 R Y93 LA
HMT P32 R A92 728 NSBA FEBIIC SRR 8 AN B L . NSHA [LEHRDIGHNRIK FICE 5
THRREMED DD, Z&IZ P32 RIRIE NSSA PHLE ISR L TR EZ 7R 97, 16> T, DAA Rilfa##
RERDBNZ 5T 2 BRI AR ETT DBRZIE, NS3/4A 725 TONT NSHA fEIk D AN 2L B, 281
P32 KRDOA AR E LTz BT, IR R KO BRI RS 2SN H 2 &2 HERE T2,
3 GLE/PIB 12 ¥ {5HA RN BN L L Tid SOF/VEL+RBY 24 #, SOF/VEL+RBV 24 Ak Zh{l
(2L Tk GLE/PIB 12 ] 23AEEI L7203, BRI O THREBRIZB W THZ DA %)
PEERER S CTRLT | TS M EIC IV ERIERARINP RSN DL HERE T2,
P32 RIBNT KT 2 GLE/PIB 12 3 DIRREZNIRITHGD TR 26D | 77 2 A7 1 RISkt D [RITEHR
13X P32 RIRDIRNZE AR L TBIEA T 952 &2 HELE T2,

4. C EFRREPLIFIRA™

/ Child-Pugh%>48 \

— -SOF/VEL12:EMH (EEBEELL) *?
grade B
SEA IR
(&TOT/847) - SOF/VEL12:BFS
Child-Pugh% 38 | | (EEBEETLL. HEBEMEIZES
grade C SBEE TS S by ) XX
RiRE R

- J

HLDAA JEPEAR RN B ~D GO A . SOF/VEL+RBV24 # (i #% 5 3id T4 ~& Tldred | e
P DM 2350 C SOF/VELL2 B 52 Bk i b 975.

2 OH DB REIEE (eGFR<30mL/43/1.73m2) MUTEr A LT DB AR RO BHE T35 SOF
DEEITEEZTHD.

3 Child-Pugh 43%8 grade C (£<IZ Child-Pugh 227 13~15 A5 SE BN B[R A| D2 2131
INTRRREZR SV TRV, L7eh3o T, SOF/VEL #5122 ik, ISP E IS Lo TR T #d
WESNDHRETHY, FHGOBEA IO THEERPORBIZENEEL.

119




&Hl2

132

IFN 7V—DAA Exiopt Az -prAEER (I vrazs. I - 6tRER)
%2019 4 2 A B{EDRIRIT LY,

5+ K&E (T ) :DAA o s a3, Wb L, S, BT S B h A BB,
RAMREICT L) s OFZE D i EE AN, b U D RANME TR, IES 4 DR TN nid D,

. . Epclusa
~ Harvoni Maviret
RAE | EoERE | SOF (SOF/LDV) | (GLE/PIB) (\S,gf)/
HIEBRRE
I EE
EZIEKERIE 7 ILE=
FILIHIL
LG L
KEE b= RO L LY
H, 284K
ERE
DTEFOV HRA—
S—FOUIERIE LAy
SAFTY BH Ak
OF Y FOUEFEET R
7 LAYk
T ILIE RIS
—HFFT T
SIFOU JoThPr
A= Wi
RE
A ATS—IL, A A
FATZT—IL
VY
ZITSI—IL clavin Y
RITSHUITILEE
el
s
SRTSY—)LFR)
/1) Tk
FN
TYATST =LY
EE S IN
Ry LIKFNH

120



133

Harvoni Maviret Epclusa
avire
EH|4 ETHERE SOF (SOF/ (SOF/
(GLE/PIB)
LDV) VEL)
SGHEE S

FRILIAREFUAIL

JER—IL 1 1
<m0 LIKFN
S INRBF RN T
ESNREFUAILY

1)/ 0 1
N &ty
FINREFUF Y

ANOF2 1
FN
TILINRAF R

a—31—)L 1
FN
OR/NREFUHILY
FN

s E
I IFY S0TF 4 1 ] I [ ]
JIFIELY DLk
P HIV 28

PR FE LR AT 8 m
B FELADLVBRIEAVES—F
SILFEILTA/—)L

TSRS 1
1<t 04
JRFE L J—ET
OEFEIL/URFE L BILES 1
TRSEYY (TR
ToFELLY AT DV l l
Y & RAYEJLR, t
EXCERCE Sl A

121




134

Harvoni Epclusa
3 O (SOF/ Maviret (SOF/
VEL)
L HIV 28
(=)
TILETYSE L
TLR)SBEY
RHYAILRE
T/ ek,
F/REIL-DyTOF%
EVT7—F. 1 T
SILIRILEELE
LN
T /REIL TSI F
RLYT 4
=K
(Eps-ErE-d
TIAFOUERIE FrhOov A*4 A %4
odxTy odoy 1 1 T
Rt 2 KN ~>0U7
FERSITFY
S—hARV ALK [TSHXY 1 )
i3
PR AR
HILN<TEEY T Lk—IL
TLETFU.
e il O V2
E4 2 b—IL
Jx//NLES—)L [Pz /=)L
RRATT=rLF )
RARAY
) K309
EA T4 ETAAF—IL

122




135

1 VIRATE /LI SZRE A EE,
HFHT 256 1% H2 SR IEFEPERA FRFR 5 £7203 12 RFRoMRE2 ST TRE5-3 528,

Harvoni Maviret Epclusa
avire
EHI4 ETHERE SOF (SOF/ (SOF/
(GLE/PIB)
LDV) VEL)
kg EE-S
HoTF43a,
SHORRYD t
Rt —SL
70s357,
201 LA IKFI
JS5tTa—
RIVEVE
TFoILTRNSTH
JotExy—iL A%5
—JL
ZF Dt
R=—F=J)oO#iE R—Tok
tAITARFYUD
(St. John’ s Wort:tz>
k-Pa—rX-T7—h)
EXCRAT

RATE ISV RFAENVELE §E% H2 SR IRTEHIERE

%2 VIRATE /LU SAE R A EER B c S a R Ry Pl ERA R E U2 b, T A5

BlET bR T ERE 2GR C R 53528,

%3 VIRATE L/~ ILRF A VRS EER 7 O b IR T THEIK L O T 5581, YRATE L/
AU RE ANV EBED B % 1% Tah RS EKE 4 B OREE ST TEAT S —

JVHAE L LT 20mg ¥ 59524,

%4 VIRATE L /LU RAE LA EE . VTRATEIL /AL R A LA B T I A X aL LD B

TIRIRZ2E DREENRD DD DB LN DD (BT

ERE)

%5 JL T LE NN /BT LA VLSS EE T F =)V T ARGV A — )V E R E O C ALT

EROVAZ BN DB LN DD,

123



136

B3 HCV FAMEZE RBEREKIESE

A EZS B ORE IR RE A TIEHALOD, LLFD 4 kAN ERENFRETHS, &
FiE% DAY ICEER SIS0,

(1) —-x 4= /L (BML)
BML #E Gl PCR-Invader JEIZE>TLLF D 2 THH ZfEHTL TD,
1)HCV NS5 INV ¥ (fK#H=1—F No.12300)
NS5A fElEk 2 777 (Y93, L.31)
L31E/M/V 1%, EMEERE (B RHY, Z2H2L)
YO3H I3, 28 ERAFIE R A AR Sl (1 %A ~99% L ) 1Tk > T,
2)HCV Y93H INV % (& #E=1—F No.12216)
NS5A FEI YO3H 22 FEMRATAE Lb R AR 6 E Bl (1% A0 ~99% LA 1) 12 &> T,

(2)LSI AT 4 A
LSI AT 4= AL TIIA AL IR — 7 2 AIEIZ SN HOV FAMHEZE St (THH =2 —FR
26137) LT NSHA FEIK D 1.31, Y93 D 2 23D HCV 28 B AT,

(3) =A7— L)L (SRL)

SRL #£:TiX HCV DCV [MifMZ 2 (L31/Y93) (B H=1—F 6506-3) &L T, X AL I —F L AJEIC
&% NS5A Ik .31, Y93 @D 2 23D HCV 5 | B LU A2V —7 PCR{EIZE D NSHA fEIk
® YI3H D HCV 28 FAMRHT,

131, Y93 235 A7 (Y) | 28 B (H) | JRAES (Y/H) S5 Ty, RIRFIC NS5A fEi Y93H 25 Fkkod
TFAE R % 10% AL THAT,

(4) PRAEBL AT SR T

TSR AIFFEIT CIIF AL 7 by —r o AR XD | SRANEZE SARMT (T H = —k 7631) £L T
NS5A fEI D, L31, YI3 D 2 73 frd HCV R E AT, L31, Y93 ([T DT AR | 28 B |
NELER |5 T,

124



