'Q’_ﬁ 2y 4% 100 % 5./40 % 5
(Maviret Film-Coated Tablets 100mg/40mg)
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MAVIRET i * »2i5f 12 f (7)1 s A B C AP+ p4 (HOV) A%141 1222345~
RO R o [FA AR (22)F TRRER (14)]
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ek

2.1 BAnio R » iR 5k

B4 MAVIRET joft HCV 2% » B $t975 s 4 32 (7 B 3]9F L £ 6 4R (hepatitis B
surface antigen; HBsAg) % B A % b (hepatitis B core antibody; anti-HBc) 2 & #
FEup AL §RHBVR 4 [£ 4 T #HAEF2 g 2L FF, (5.1)]

2.2 12}%«‘(’3‘))‘1_‘-‘)%*@‘3%@]:&
MAVIRET ¥ - #& 7 = # & 4F * 42#] > & 423 glecaprevir 100 mg % pibrentasvir 40 mg -

MAVIRET &0 PRa2 iR A & £ p - =& o 558 - SJR* Z3pgadh - (& p WA ¢
glecaprevir 300 mg ° pibrentasvir 120 mg) [?ﬁ;’fl leepg #1258 (12.3)] -

1% 42 {riﬁﬁ“;,a 24 HCV = HCV/HIV 15 EES - &7 S HHITHAR (7 %47 4
FARLTY) 2 AT PTG 2 (F ) m/?’v A3 0 4k i MAVIRET o e 3R
ARPER o [?UZ F#smg, (4) st Fé%J (14)] = 7 B £ HIV-1 fps 4 E & # 2 #) &
ZEigFy TEFRTIEE S (7)

21 AERZPLH A ERp PR

i ALPE
HCV i _ )
iﬂi’] Rt Y |’§ 'H-’-E:F‘ﬁi‘ {u
(Child-Pugh A)
1-2-3-4-5#6 8 it 8 it




22 P ERRICRLBATRERBART

i ALPE R
HCV & M A 1
= T A iR ok L 8 VA (L "
AR B ERIES R o2 #THT L (child-Pugh A)
NSSA 43 1 & % 45 NS3/4A 3-v s fr
. 16 iF 16 iF
. F13] (P1) o
NS3/4A 3-v fedrd| ] (PI)2; A 8 &= ‘ ‘
NSS5A Fr] 8] in et L2t
N N A Y ‘\l
é 2~4-~5¢ PRS? 8 % 12
3 PRS3 16 ¥ 16 i¥
L iRk id® o X3 ¥ L gk 2 0 @ 7 ledipasvir sofosbuvir o 2 &_daclatasvir

& * (peg)interferon % ribavirin °

2. i@y 0 XY R 2 > ¢ 7 simeprevir 2 sofosbuvir o 2 AL
simeprevir ~ boceprevir & telaprevir & * (peg)interferon % ribavirin °

3.PRS =% 5% 7 (peg)interferon ~ ribavirin =/ 2 sofosbuvir /5% > 2 A 8 # % HCV
NS3/4A Pl & NS5A Fr4| 3]/

23 BT HBEY

MAVIRET 2 iR 123 A2 K in P F T A 5 £ o #4583 X dENSSA Frij| Bl m A f 42
NS3/AAFr41 Ao 2 Fh FIAI1AI £ & f X PRSIS 22 A FIAI331 % 4 » R 16 R
ok o[£ 4 e A% (14.8)] -

24 Sl TRV I

MAVIRET £ #* 2t ¢ g & &€ & %34 it 3 2 ¢ 4 (Child-PughBorC) [£ 2 T # &, (4) »
TpakEFa g 12 F7H ,(52) THesER?» (87) prEFEE | (123)] -

3 A3 2 A

MAVIRET # 4z _3 glecaprevir 100 mg % pibrentasvir 40 mg o 4 &| 5 #5124 o & Wi bz
He — 5 %4 TNXT, 34 o

N el

4 HBIE
EATE R EEHER S 11 SiRVRRIP R BB FE -

MAVIRET ZE 7~ RS BREE FE T ThBE RN 21998 A (Child-Pugh B or C) B &4 FFIhsERIER
22N [BE THZHE,) 24 - THEEREZREFLEEHE ) (5.2) - THEEHEEHERS
8.7) - | BEREEEEE | (12.3)] -



MAVIRET 2% 1B & atazanavir BI7, simvastatin, dabigatran etexilate, & ethinyl oestradiol Y7,
rifampicin ffF [ 2 "B ZEMA, (7.3) ~ T EEREEREE | (12.3)] -

5 RS K EREREH
51  HCV K HBV HEREEEVYRAF B BT RAHEFE LRI EER

ALEFHEL - 72 HCV/HBV SERGHYRE AT - f£/H HCV B RDUREEY R
MEGERGER, © HoREEZ HBV DURBEEYNERE [ » %4 B 2T Rp3E HBV) B/E1t
W EPIEEARMERT X - IR RILT - AR HBsAg R A - BURILF ek
s B RIFF R ERmAVR A (B HBsAg B2t H. anti-HBc F531%) - B BUFF RWHEFIE(LZEHR]
Y AR R IR S bR A BRERR A - HCV EE(FRTUA
BV FREN I B ZURT W E AR HYER -

B BIRF KA FE( LR ISR T B B SR SEHVES > (EVETHHY B U RWE
DNA =B - BT B B KA ERCRERBHYRE A » FIRES4: HBsAg FRA - B
RIFT SN RS C T REFEIBAT 3 - TRENEREERET S - BRERPIGETHEARR
EAE - =g EEET -

Eﬁﬁﬁéﬁﬁﬁ MAVIRET J&% HCV Z 7l - FEEFTERS A#TT HBsAg X anti-HBc 2 &l » HE
e B RIS AA R HBV B - B MSERsSE REL HBV U A » DL MAVIRET /&%
HCV HAR BoBR R IB AR » FER: /EJEEFA?&E%%@%E%&%%E%% M:E/EDK HBV F&

TEEHVERSR - TREEREE » 457 HBV BN AHE

52  EREEMREEFRATREEAERES T8 2 Eig

Y #L B ISR OUERT & HCV NS3/4A protease HIHITI 5 ZE(H& ASETHAEN) SEBR A5
EFERER 2R XS (B EIETEN) - HRELEEERAEEREAFEREH
O AL E AR E L ARG - KEEBLERER ERIEZR AERA
{F A SR ATE A S E EFFThRE R £(Child-Pugh B or C)Si A8 ERFIIFE R 2 E
MERFFE{E(Child-Pugh A)YE &4 BT ThRERER 2 BIAREK ~ REFFIRED - FHERSS
B ERTREENS - A /D BRI b EES AL (Child-Pugh AR ARS8 422 RAFTHRER
EARL/MRE A ERIE - BEm N5 AR RIS B EEER - S5/h—Lthpt
FIR RS B Y T R E T AR B Filr s At G B o VER 2/ RE 2R
RIZIE » RS8R ATV (P L8R 27 K) -

B EA R EMATE{E(Child-Pugh A)SEATBE TR QTP BE R A - &
K ER PR TR A A AT A ie B BE - WEHIR SRR AN IREEA 2 ZER -
PIanEE ~ HEK ~ FFAERSR S B RRK - & LR ERIREUEA 2 =8 E
AAFETL RS EE -

72 5L A A th B ER B S HF 822 (Child-Pugh B or O)BR & & FFIHEERER L ZIRA » [2
B THAHEE, 24 BRIE, @) "TEHFEEREFLTEEE, 5.2 ' FTRKE,
6.2) ~ TFEEIGEERH  8.7) ~ | BEIREEREE  (12.3)]



5.3 BfH & carbamazepine ~ efavirenz FVBEABESEPLE » B2 MAVIRET B3R R s

Carbamazepine ~ efavirenz 14 44PkE R REREZEPR(E glecaprevir K1 pibrentasvir HYIT HERE -
TR MAVIRET HY/EERER - 2R EHE MAVIRET 61/ -

5.4 WEFR IR AHIE R

FEBHAAE A B E I AEIC AR R H R aC BT R 1% - WREERSE B ThRE &
EMAEZER > BEERERFEREIC B R EELEBEE R BRI RS -
R - FERR AR AR R R Z VB NIMAEE - DURERTRERRRE
REYRE > WERRERRIR AR AREEmET - [FRFATG EAEFRA RSB HT -

6 R IE

6.1 EERFERZ R

RN EEREABRII PR Z R A - MAVIRET fEMEREET A BERERER » WAREEE
B Ath SV L RR RSB TP Y B A R L - RDEES N BERE R T REZ R ER -

MAVIRET A ERTHE( LB R B M FFEE L (Child-Pugh A) B2 E B TIBFTR4ELR R
K FERTEEAE » BRI B LTRSS 2 BR1EE 3 BEERS C FEEPREER - 36547 2,300 &R
HCVERAE 1234586 (UZHRE ?&%MAVIRET?S‘%S%E‘ 12 ek 16 3 [
2 TEREHEE  (14)]

B © DL MAVIRET /&% 8 A ~ 12 85 16 ANZEHET A 0.1% B BRREMAA
& EABREH -

BAMAVIRET &% 8 2 ~ 12 5 16 FHYZeEZT - FEK 5% NaH R BRIE (R g
H4R) HIETERE (13%) ~ 85 (11%) FIEEL (8%) © 5% MAVIRET /&M 41 B K ER
ZEET > 80% BINEMARRIE B 14k - —IZHEREREFLERIE -

LAMAVIRET J&#% 8 2 ~ 12 35K 16 BHIZHE - ~ RKFE CREMBERE) BT - /€
EMERFBE(L (Child-Pugh A) ZE BN R ESA K EERRE » BIRAEEHYZEEMH
(%

BT > HCV B2 AR A#52 MAVIRET JGRFHA B S
ENDURANCE-2

ENDURANCE-2 sE&474 A 302 {zﬁkgiﬁﬁﬁzéﬁjgﬁﬁﬁ PRS J&REH HCV ERA 2 B
AR > 45F MAVIRET J&5% 12 3 » 84K 5% L EMNFERRKEZERE3 - MU
MAVIRET /&% 12 HNZSAE R 32% &4 RRIE - Hib 98% R ERIE - £
ENDURANCE-2 88+ » MAVIRET /&R0 S Z BRI B8 A A& A BB A AT
IEERER AT -




% 3 : £ ENDURANCE-2 B& - FEATHE(L HR G B2 6 FRe Y &54352 PRS BUARIRA

WA 45T MAVIRET J&% 12 i » 84& >5% WA BEXRE

MAVIRET R
12 12
FRKIE (N = 202) (N = 100)

% %
0 9 0
E 5 6 2
s 5 2
ENDURANCE-3

ENDURANCE-3 58844 A 505 firoK ¥ #8352 /A% H AT bRy HCV ZRA 3 Fe 2 A -
4T MAVIRET J&¥% 8 B¢ 12 # » {ER 5% L FHFEF EREFRR 4 - #Z
MAVIRET JBRINZAE A 45% BEF BRIE > H 99% FEHEHIE & - MAVIRET
8 PR ~ 12 GHREH - DR DCV + SOF J&#4H » AR B R FET K A4Z (ER B Ay
ZAEEBI AR 0% ~ <1% ~ 1% °

% 4 £ ENDURANCE-3 sBg » & 268 H AL A » 45 MAVIRET J&%
8 I 12 1 » BERK >5% A ERIE

MAVIRET* MAVIRET DCV" + SOF’
8 12 12
A RE N=157) (N=233) (N=115)
% % %
bR 16 17 15
(= 11 14 12
IEE 9 12 12
fER 7 3 3

'DCV=daclatasvir
?SOF=sofosbuvir

* 8 HIEFH IR O E R -

HEREEE T IR 2 (EIRFENT) 2 HCV B AL BN FE

S 104 Ar e MEE B GB 4 HEEE 5§ BB Z5#) Kigt HCV ERE
1~2~3~4~5~6 R @@FE{LE BB ML [Child-Pugh A]) H9Z84% » BF6h
MAVIRET ;&% 12 iBHyZ24M: (EXPEDITION-4) - #2572 MAVIRET &% 12 B E » &
AR > 5% Wi HE RA RREETERERE (17%) ~ B2 (12%) ~ Bl 9%) ~ f&571 (1%) FI5EE
(6%) ° ZAEEZ MAVIRET BB EN A BERFEF » 90% FHEFREHERIE B 1%
HEE 2 R - 2% HIZRERA RREMA LS LB EE -

HCV/HIV-1 £ EEFEAZ A B R IE




£ 153 (A2 54# 1 (EXPEDITION-2) » $1%f HIV-1 ££B8 HCV EREI 10 25 3 » 4 B 6 2LEIE
e RA M LECEA B AT BEEH (Child-Pugh A)E R MAVIRET 8 ¢ 12 2 24
HEFTEAE o o 33 fi HIV-1 B 288578 & 2 ENDURANCE-1 3AB&#52 8 B¢ 12 2
MAVIRET ;&5 -

MAVIRET #8747 M4E HCV/HIV-1 345 FiysZ2543 (ENDURANCE-1 & EXPEDITION-2)&2
R HCV 481 - 7£ EXPEDITION-2 545&##52 MAVIRET 8 5 12 2 Z50# » BE
HAREHER 5%2F BEREREE(10%) @ EL8%)EEHERE (%) ©

FERERE AL R E

MAVIRET HYZZ&MEAE 100 AL FFEFEME LS HCV BRAE 10 2 3 5 4 55 6 18 MR pERE
FFEE{E(MAGELLAN-2) s th3¥h - MAVIRET B2 MR A B AR5
ZHE R E =R A E A - #5%2 MAVIRET 12 B2 ZE » BIEHERNEL
L 5% K BN FERTERE(1T%) @ FaE(16%) » EE.LM8%)EHERE(T%) - FEamsk A
MAVIRET B4R BN EZ ZSHE T » 81%ZHAE NN R IERKE - 20238 HEE -
WHEZRE RN B EMAKAE LR

BEVEZRBELZA RNE

MAVIRET #ERZ: HCV ERE 1-6 2 F/MENZEHERIRE—[EL 47 fir > 12 52 18 5%
AT % » £ MAVIRET 8 £/ 16 #H(DORA-Part 1) #YZE 2/3 BABABE B - sBg
WK B EE MAVIRET A ZSREHIR B FEMDL -

ER=iniaRy
MEHELZE TS

MAVIRET J&4HF 3.5% 12\ EEIEA BB BIEHEE LR 2 % - ZRBIHE 0% £
2 HAROEE 3 HAREPREAER T » 1.2% 2R EHHREEEEFS - MAVIRET T I
OATP1B1/3 » ¥f UGT1A1 7ME 55 NHI{ER » FIRE & BRI BRLT R AV L B AR -
SERL MAVIRET J&ft% » ol BARE4HE » AHEBEIEERK -

6.2 Btk &5R
R EHREZEISUT MAVIRET YA R - HNESA RKERREHABCRAE £
B 0 AIREEUA A SRS ST S AR R BRI A R MBS R R (4

BEARSRE ME M KE
R BT T AR TR
FHIEZW: FFDIREAUEAR & - FFE208 - AST/ALT FHRAE bindagE Bt -



7 Y OAER
7.1  MAVIRET sZ&H At ZEYHT o] gE sk

Glecaprevir F1 pibrentasvir ¥f P-BEZ& 1 (P-glycoprotein ; P-gp) ~ HIEHiZE%E 1 (breast cancer
resistance protein ; BCRP) ~ A tH&famk T3l 24 ik (organic anion transporting polypeptide ;
OATP) 1B1/3 AHlIFI{ER » B2 MAVIRET {fF T 8E3%0 P-gp ~ BCRP ~ OATP1B1 B
OATP1B3 &M ERE - Glecaprevir A1 pibrentasvir ¥4l 3 P450 (CYP) 3A ~ CYP1A2
MR EREEEELES (uridine glucuronosyltransferase ; UGT) 1A1 BISXFIEHER -

72 HAtEEYREE MAVIRET KU REMGEE

Glecaprevir A1 pibrentasvir & P-gp /2 BCRP FY52'8 - Glecaprevir 5 OATP1B1/3 HYZ'& -
MAVIRET G F#1I%iFFHg P-gp ~ BCRP 5 OATP1B1/3 AYZEYRS » R RENSHN glecaprevir FI/EX,
pibrentasvir FYIfT FRE

MAVIRET $£FH5%&¢ P-op/CYP3A HYEEYIRG - AIREREE glecaprevir F1 pibrentasvir I FHEERE o

Carbamazepine  phenytoin ~ efavirenz 144k & v REREZ R glecaprevir A pibrentasvir FY
nHRE - RifiR(E MAVIRET AVERRUR - SR MAVIRET (F/ [22 T F#k
BR B (E R | (5.3) TEEREEREE | (12.3)] -

73 BRI REM T EERNEYRR T AER

% 5 B MAVIRET %t FEYRENSZE - GFRIEEYIY glecaprevir A pibrentasvir JEEHY
PR KERESR [2E T2BEFE,) )R TEEREREE  (12.3)]-

% 5 MAVIRET EHE MY~ X H/ER

B3 | AR HES
) g%“ﬂéfgm’% Cons AUC Con | EEPREES
U B HEE 1T 2 A T
Losartan } losartan 2.51 1.56 - B HAERE
50 mg E—HEIE (2.00, 3.15) (1.28, 1.89)
t losartan 2.18 -
carboxylic (1.88, 2.53)
acid
Valsartan 1 valsartan 1.36 1.31 - BRI E
80 mg E—RI=E (1.17, 1.58) (1.16, 1.49)
(t4%i5: OATP1B1/3 #1I
HITERD)
P BT Y




Digoxin 4 digoxin 1.72 1.48 - BEvINLERNEE
0.5 mg E—HI&E (1.45,2.04) | (1.40,1.57) ] Digoxin Iff1 5 2|
(B8 © P-gp HIRIE
)
D eI EE YY)
Dabigatran etexilate | 1 dabigatran 2.05 2.38 - =y lngsi g2t
150 mg B—HIE (1.72,2.44) | (2.11,2.70) (BB BEE 4.3 ).
(A% P-gp HIRHIE
)
PR
Carbamazepine 200 J glecaprevir 0.33 0.34 - FER R REEE
mg —RBX 027,041 | (0.28,0.40) MAVIRET 235k
J pibrentasvir 0.50 0.49 - & - FEZmOH
(145 . P- 042,059 | (0.43,0.55)
gp/CYP3A s E/ER
Phenytoin, REITHHZE
phenobarbital, Y : | glecaprevir | pibrentasvir
primidone
LR
Rifampicin 4 glecaprevir 6.52 8.55 2 IEOFF
600 mg BE—H[&E (5.06, 8.41) (7.01, 10.4) - GH2REE 4.3 ).
pibrentasvir --
(%3 : OATP1B1/3
MHITERD)
Rifampicin 600 mg —| | glecaprevir 0.14 0.12 -
R—K* (0.11,0.19) | (0.09,0.15)
J pibrentasvir 0.17 0.13 -
(B P-gp 0.14, 0.20) (0.11, 0.15)
/BCRP/CYP3A 52
i)
2 ETHINYL-OESTRADIOL %)
Ethinyloestradiol t EE 1.31 1.28 1.38 =fERE
(EE)/Norgestimate (1.24, 1.38) (1.23, 1.32) (1.25,1.52) ethinyloestradiol &
35ug250ug —X | 1 1.44 1.45 WIEA ALT Fa
— norelgestromin (134,154 | (1.33,1.58) | EEGESRIE 43
1 norgestrel 1.54 1.63 1.75 g °
(1.34, 1.76) (1.50, 1.76) (1.62, 1.89) E Jevonorgestrel,
EE/Levonorgestrel 1 EE 1.30 1.40 1.56 nore‘rlﬁtciirorf[e ??W
20 1e/100 Ly —F— (118, 144) | (1.33,148) | (1.41,1.72) | norgestimate £
% w100 ke =X 1 norgestrel 1.37 1.68 177 A BRI E.
(1.23, 1.52) (1.57, 1.80) (1.58, 1.98)
Hh B 2%
SRR RIETIHZE PERTTREE R
(Hypericum YEHA : | glecaprevir and | pibrentasvir MAVIRET &35(f&
perforatum) & - FEZmOH



(t4%8H : P- gp/CYP3A

FHEEMR)
HIV iR E2Y)
Atazanavir + 1 glecaprevir >4.06 >6.53 >14.3 = 68
ritonavir (.15, 5.23) (5.24, 8.14) (9.85, 20.7) atazanavir NG5
300/100 mg 1 pibrentasvir >1.29 >1.64 >2.29 ALT AEERBRGE
—R—" (1.15,1.45) | (1.48,1.82) | (1.95,2.68) | S:BIE 4340) -
Darunavir + 1 glecaprevir 3.09 497 8.24 .
ritonavir (2.26,420) | (3.62,6.84) | (4.40,15.4) g;%%@ darunavir
800/100 mg —K—ZK| [~]pibrentasvir (=] (=] 1.66
(1.25,2.21)
} tenofovir 1.29 1.38
(1.23, 1.35) (1.31, 1.46)
(P efavirenz T gE2E
Efavirenz/emtricitab B MAVIRET B35
ine/tenofovir . s . ) & o NEROEH -
disoproxil fumarate | cfavirenz/emiricitabine/tenofovir d1soprox11§/ i B¢ F tenofovir
600/200/300 mg fumarate $f glecaprevir J2 pibrentasvir Zﬁ%ﬁﬁﬁ%ﬁ?ﬁ%* disoproxil fumarate
L x % A& > {H glecaprevir 5 pibrentasvir F:28 B IARREI LR SR BRI
#F%= (historical control) s ’
fEF
Elvitegravir/cobicist | [=]tenofovir EEETRHIE
at/emtricitabine/ 1 glecaprevir 2.50 3.05 4,58
tenofovir (2.08, 3.00) (2.55, 3.64) (.15, 6.65)
alafenamide 1 pibrentasvir 1.57 1.89
(1.39, 1.76) (1.63,2.19)
(48 © cobicistat ¥
P-gp, BCRP, and
OATP #IHIfEF,
elvitegravir ¥f OATP
HIHIER)
Lopinavir/ritonavir } glecaprevir 2.55 4.38 18.6
400/100 mg — KX (1.84, 3.52) (3.02, 6.36) (104, 33.5) | REEHBEGEH
1 pibrentasvir 1.40 2.46 5.24
(1.17, 1.67) 2.07, 2.92) (4.18, 6.58)
Raltegravir } raltegravir 1.34 1.47 2.64 R HAREE
400 mg —RRIK 0.89,1.98) | (1.15,1.87) | (1.42,4.91)
(%% : UGT1A1 1
HIYEA)
HCV b5
Sofosbuvir } sofosbuvir 1.66 2.25 - R AEEE
400 mg single dose (1.23, 2.22) (1.86, 2.72)
1 GS-331007 1.85
(1%#% - P-gp/BCRP (167, 2.04)
HIfHIE AT |~ |glecaprevir = had And
| pibrentasvir hd nd e
HMG-COA BRI
Atorvastatin | 4 atorvastatin | 22.0 8.28 - WEEETA




10 mg —RK—= (16.4, 29.5) 6.06, 11.3) atorvastatin £ R
2 B simvastatin
(14 : OATP1B1/3, PERIGESRIEE 4.3
P-gp, BCRP &)
, CYP3A flIHIFEFH)
Simvastatin 1 simvastatin 1.99 2.32 -
5mg —R—&K (1.60,2.48) | (1.93,2.79)
1 simvastatin 10.7 448 -
(15 - acid (7.88,14.6) | (3.11, 6.46)
OATP1B1/3, P-gp,
BCRP #IHIEF)
Lovastatin _ 1 lovastatin 1.70 -
10 mg —R—=K (1.40, 2.06) .
 lovastatin 573 410 - g%ﬁﬁi; gg
(M : OATP1B1/3, | acid 4.65,707) | (345,487 i ﬁ%’%&’z@m
b, BCRP fIfE BRERARA
Pravastatin 1 pravastatin 2.23 2.30 -
10 mg —R—=X (1.87, 2.65) (1.91, 2.76) L -
H - Pravastatin EE—K
%ATPlBlB HIEITE ;SEE}E
) Rosuvastatin Bl —
Rosuvastatin } rosuvastatin 5.62 2.15 - Al 4H 3
5mg —F—%K 4.80,6.59) | (1.88,2.46) AT 10 me
(1% -
OATP1B1/3,
BCRP #liHIfEH)
Fluvastatin, REFTHIZE
Pitavastatin F1 fluvastatin
, pitavastatin R A H]
REEXEIER
HEFIRFRE/ING - .
BEREEIURS
EI(DAA)BHZEE
R
FEHA : 4 fluvastatin 1 pitavastatin statins ZE%]
ep il
Ciclosporin 1 glecaprevir® 1.30 1.37 1.34 MAVIRET A 38 F
100 mg E—HI= (0.95, 1.78) (1.13, 1.66) (1.12,1.60) | REREER
1 pibrentasvir 1.26 ciclosporin BIE#
(1.15,1.37) | #& 100mg A9¥R
Ciclosporin 1 glecaprevir 451 5.08 - A o BT R
400 mg #—7& (3.63,6.05 | (4.11,6.29) OFH > 5 &R
} pibrentasvir 1.93 - LA g By T

10



(1.78, 2.09) PR EREEN
EEPRELE -
B FREMHE
Omeprazole J glecaprevir 0.78 0.71 TEFRBE
20 mg —R—=R 0.60, 1.00) | (0.58,0.86)
pibrentasvir
(155 - BN gastric
pH {H)
Omeprazole 40 mg | | glecaprevir 0.36 0.49
—R—REERA] (0.21, 0.59) (0.35, 0.68)
1 7]NB%) pibrentasvir
Omeprazole | glecaprevir 0.54 0.51
40 mg —R—R(BE (0.44, 0.65) (0.45, 0.59)
i P RTT) pibrentasvir
VITAMIN K #Z#i5
Vitamin K REFTIHI HIFTA 4Efian K
FEHisl EhifEREes
FEINR - BRAHR
Maviret JGHEERE
ZHFThRE &4k

DAA=E IR HEEY
a. mf%—M Rifampicin 4558&1% 24 /NPT glecaprevir J2 pibrentasvir HYEZEE.
b. atazanavir 1 ritonavir B —B glecaprevir % pibrentasvir S 2

C. B TN C FFREB A S REERA 100mg S5/ DY ciclosorin ¢ F glecaprevir I HBEEEH
{# ] ciclosporin & HYVUfE =

74  KEZEFE MAVIRET EREREZER O ERNEEY)
MAVIRET £ 5229 is 4e iR J9%4MI 8 © abacavir ~ amlodipine ~ buprenorphine ~ caffeine

dextromethorphan ~ dolutegravir ~ emtricitabine ~ felodipine ~ lamivudine ~ lamotrigine *

methadone ~ midazolam ~ naloxone ~ norethindrone B ELA & & 5 7a ZAVEFEZ2EE  rilpivirine
tacrolimus ~ tenofovir alafenamide ~ tolbutamide °

8 R E B
81 &
T

11



H i e A AR ERE RS E MAVIRET &6 @B EZERER - EE4EaEET
e B BEAM A% T MAVIRET U712 » WoARZBIRBRFER A REE | SBBF K
BV glecaprevir BB E B ABE/E MAVIRET B #HE NFTER 2 RBEMN 53 4% >
pibrentasvir Bl & 51 2 & 1.5 & (Rlée T/ NERIRT) [RZ THBEF |- RTEZN
glecaprevir i =R B = E R/ ABTERBE FTAESIZREBEN 7% (0.07 %) - Hit
glecaprevir BB I REH R TR EENTE - HRIMEE W - CHEEEIYNHER/HER
REEBET - MR B RIEREE ; sl R8NV glecaprevir FI pibrentasvir £ 5 ZEE
(AUC) RIS A NI EREIE THTEEIC RBEN 4T B R T4 2 [2Z THEBER ) |-

H RN R R ERR S A AR R BRI NUREE A R Ex - eSS —fREE © ERFR
FERS R Ze - BB AR Se RGN ERNTRIG S RERREEBI 51 R 2% £ 4% M1 15% £
20% -

e
Glecaprevir

WEREN R FAERERBSEM (533 RER 6-18 XA 7-19 X) » DAOAR T = i%E
glecaprevir CK B H &% 120 mg/kg » RFEH®XZ 60 mg/kg) - KE#A glecaprevir & H
&iE 120 mghkg (W ABEESRER TES 2 RB RN 53 %) » WASIREE -BRAR
[ZFE - RFH glecaprevir ixm R B = NBEERBIE TATERIZREEN 7% (0.07
%) - Ht » RRFERERAGHM M AR glecaprevir BBBBIE I LATES . £ 528
EEEBER -

KENHER/BERSERET - EIRE 6 REMASE 20 XPAORAE T IEEL glecaprevir
(BEHEZ 120 mgke) - BRBRBEHENARBCERHE TEIZBBEN 47 > I
RERZE -

Pibrentasvir

BE/NERRFESRERRIIME (FIALERS 6-15 KR 7-19 X) » IR 7= #E
pibrentasvir (& H &% 100 mg/ke) - /NEFIRFEESEBRIET » BRZBEME-IBREA
ERIE - /NEAERSHE THN2EREE > HENABEERRE NEIZREEN
51/ AR 1545 -

NEHAERBERZEERET - ERE 6 REMAE 20 KPAOAR 7 =#8 pibrentasvir
(EH®& 100 mgke) - FRERBEHEN ABECESRRE TATEFIZ2BEEN 74 2 16
RIEHFE -

8.2 T,

N i

HRIEAEE MAVIRET B D 2B g b E ANFEA T ~ &R SIS AAIER S -
I FLHVEEELS T MAVIRET 1% » FEAL &3 MAVIRET M7 @ EIREZELEN4E
RBBE (28 T#HEEr, |-

12



fE4R a2 BMNANZ T RBEHEZFIIRE - RHREEK B2 MAVIRET HY0EY: - DUk
MAVIRET BB ERRE R R HANBREE M BEE -

~
A /|

e E T (glecaprevir £ H 120 mg/kg ° pibrentasvir £ H 100 mg/ke) @ A T4 E
HERRBAEBRRE T EEEEE - REEM Glecaprevir R pibrentasvir £ 5 %8B & (AUC) »
TR R NBEERRE TETERIZREEMN 47 25 74 12 - HAPLEEERS 14 R
e EREBE » QYR gecaprevir FEEMN 0.6-2.2% > DL pibrentasvir REEMIUT 2
—R=gZ—-

B8 8-12 REIVEFL A EFEHE glecaprevir BY pibrentasvir (BE2R CIRRFEEE 5 me/ke) % @ HiAH
#Y glecaprevir {EF MM HIEE 13 £% - FHH Y pibrentasvir ER MR 1.5 £  Glecaprevir
B}, pibrentasvir [REIZEY)) (parent drug) {hFL HAEEEYIMEBEYIE R AE 57 (596%) -

84  SLEMEHA

12 F(E) M EF/DFEFREE MAVIRET BIE (25 M BRERE(12.3) RIBIRHS14.9) ;) -
AL R 12 Bk FREFEA MAVIRET 22 ERER -

85 EFA

£ MAVIRET HIREPREAEET » 328 I 28 E B = 65 5k (1556 2 - 3 HHEERABRAE Z A A By
14%) » 47 fu 2l E R 275 1% Q%) - BEEFEZAFTNIRRNZ 20 - BEERN 2 EH
BN AR ETREER  EMEHRIVEREE: » RS REFHERZREN GEN
FEEEE - ZRE A\JEETE MAVIRET BlE [ 5 TEFEEREE | (123)] -

8.6 EITNEEARZ

S - FEREEBIREA 2R A BREEITEA) © BEENE MAVIRET BI& (22
FEEpREEREEE | (12.3) & T EEpREAEE 1 (14.5)]

8.7 HFIIREARZE

BT DIRER 20K A (Child-Pugh A) f&EFR T2 MAVIRET HI& - AR EZ HCV HAEREH
FEEE ERTIHREAR € 2% A (Child-Pugh B or O)#YZ2E M B BESUE ARHELTL © glecaprevir K
pibrentasvir REEFIIEERN 2R ANRBER S - Bl MAVIRET 22N FERER )
BEREMIRA (22 THZAE ) 24) - "BRIE) @) THEFEEREHRLEEE,
(5.2)~ TEEREEREE | (12.3)] & -

10 FH%EEE

FHEER BN FEET IR A SR A EHEUKEIER - MBI T3 & fER G5 -
Glecaprevir 1 pibrentasvir ALK MK ENT K EBER °

13



11 &P

MAVIRET E_glecaprevir fr pibrentasvir 7 =& € 4 = 43H] » ik v JRi#& * o Glecaprevir #_
HCV NS3/4A 3-v f=$r4| 3] > pibrentasvir | _HCV NS5A Fr#] 3| o

Glecaprevir/Pibrentasvir & # % & 4z

% 4% 7 glecaprevir 100 mg % pibrentasvir 40 mg > 5 T A B AF > i W EA 4aH -

& 7 3 T 7| 2HE R A L colloidal silicon dioxide ~ copovidone (type K 28) ~ croscarmellose
sodium ~ hypromellose 2910 -~ iron oxide red ~ lactose monohydrate ~ polyethylene glycol

3350 -~ propylene glycol monocaprylate (type Il) ~ sodium stearyl fumarate ~ titanium dioxide -
vitamin E (tocopherol) polyethylene glycol succinate °

A ZE -

Glecaprevir = 4 :

Glecaprevir i* & % % (3aR,75,10S,12R,21E,24aR)-7-tert-butyl-N-{(1R,2R)-2-(difluoromethyl)-1-
[(1-methylcyclopropane-1-sulfonyl)carbamoyl]cyclopropyl}-20,20-difluoro-5,8-dioxo-
2,3,3a,5,6,7,8,11,12,20,23,24a-dodecahydro-1H,10H-9,12-
methanocyclopenta[18,19][1,10,17,3,6]trioxadiazacyclononadecino[11,12-b]quinoxaline-10-
carboxamide hydrate -

L& F 3% 4 C3gHagFaNeOoS (& -k) » Z 4 & + & 5 838.87 g/mol (& -k)  Glecaprevir #| & 4R &

NA

-k glecaprevir m ¥_> Glecaprevir £.v ¢ T v & 2%k Rk » 2 37°C~pH & 2-7 FF > 3 2
v B
B3 013 0.3mg/mbL B 7 3 30-k o feag a3t ¢ fik o Glecaprevir &+ B 5

Pibrentasvir = 4 :

Pibrentasvir i* & # % Methyl {(2S,3R)-1-[(2S)-2-{5-[(2R,5R)-1-{3,5-difluoro-4-[4-(4-
fluorophenyl)piperidin-1-yl]phenyl}-5-(6-fluoro-2-{(2S)-1-[N-(methoxycarbonyl)-O-methyl-L-

14



threonyl]pyrrolidin-2-yl}-1H-benzimidazol-5-yl)pyrrolidin-2-yl]-6-fluoro-1H-benzimidazol-2-
yl}pyrrolidin-1-yl]-3-methoxy-1-oxobutan-2-yl}carbamate -

A& F 3% 4 Cs7HesFsN1oOg » Z 4 4+ £ % 1113.18 g/mol - Pibrentasvir £.v ¢ ~ % v ¢ % ;%
FdEEE Kk A37°CpHE1-7FF > 32 1> 01mg/mL> &2 320k s e ki3
*t ¢ % o Pibrentasvir & + B4 5 ¢

F
H3C, N CHy
HsC e N—® F F Q qﬁ‘ CH
3 RINGS) N N:___\s'rsi M 3
s
HN O HN NH O NH
o ANE o~
O CHs, HsC O
F F
12 TRhEFREF
121 (e 484
e v 841

MAVIRET &_glecaprevir {- pibrentasvir 7 < # £ 4§ > @& » & fi = & 384 8 & (7% >+ C 3
LA hfu 4 B (20 THA R E (12.4)] -

122 ¥x% g

NN pw?_' i il

=

¥ A - 7 sk H R (moxifloxcin 400 mg) hthorough QT 3#5% ® » 31 glecaprevir T &
% A E 600mg (2 BERAE) % pibrentasvir T & % | E 240 mg (2 B A E) ¥ QTc &
Wen@ o %k > B 20 & dhglecaprevir Jk & & * 5 & thpibrentasvir ip kR T o
QTc PP £ 2 ¢ IR E fofk & &/ et £ o

15



123 EH#4 5§

MAVIRET & & &3t B £ 3% o 85 4 Bl 4ok 6 %07 o $130R 4 HOV 2 & 25
SFA] L e ;éi—*ﬁ » glecaprevir f pibrentasvir sfE 2 fs E 4 6 4 & Sfic > 4ok 7 97T o

% 6 MAVIRET & % A3 @2 £ 38 % hil 8 4 31

| Glecaprevir Pibrentasvir
28 ke
Tmax (h)? 5.0 5.0
iGN (APt F )P ™ 83-163% ™ 40-53%
£ T
BN R S A 97.5 >99.9
oo — o :ch | 0.57 0.62
g
t1/2 (h) 6 13
g e #

CYP3A

ERE 2P Y BE LT TE-E T
PR AR B v 0.7 0
FEgEhnHmE A 92.1 96.6

e B ;éﬁ H =t & glecaprevir v pibrentasvir 15 e Tmax ¥ =8k ©
PRI RGN EFEEE
¢ A& F % (mass balance study) ® » H =t 3K ¥ 3t b+4E 2o 2. glecaprevir £ pibrentasvir °

% 7R % HCV F & &agsFg v e &% @ * MAVIRET i > Glecaprevir §- Pibrentasvir 7

RILFFF Tk

FpHd F Rk Glecaprevir® Pibrentasvir
Crmax (ng/mL)? 597 (114) 110 (49)
AUCz45 (ng h/mL)? 4800 (122) 1430 (57)

A 5] ¥ 4 63% fr 34% o

2 1B %] Cmax f AUCoass T3 3% (B 6% 7 T 32 (% CV)

b Ap At R X W R A HCY B A RRFA I h 2 o glecaprevir Crax " 14 51%
AUCa4,ss R AR 2 (4P £ 10%) °

C AP IER X ;éﬁ PR 2 HCV & A R Y e ;éﬁ » pibrentasvir Cmax §= AUCaa,ss

PR EF

;2;7_{:/,?54
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W12 A (F ) 5 E g AR R o K 2/3 P TRA #E% P F I glecaprevir {r
pibrentasvir eif % & B > EEFE X A AP o i K2 MAVIRET #* »% ) 3 12 R 2§

Zfbd g o
Fré iy 7 f_‘i: ;éﬁ

AP F 4 G & F Féﬂ“ ARAHCV ® L'gdc R Y B~ ERTH A 3 2 AE(T

(R eh - ;ﬁill%sz = Fé* (%= Modification of Diet in Renal Disease iz & GFR) > glecaprevir
fr pibrentasvir {7 AUC 3§ %c <56% © 3N AR 4 HCV * F &% *ﬂ}‘r g Féi v AR B

% %47 > glecaprevir fr pibrentasvir 79 AUC & #p 2 (4p £ <18%) o = HCV g —’IL e Féi LA
AESTH D 2% Féi‘ R THRRRE B H (B AT R E1T) mglecaprevnr?f

pibrentasvir s AUC 4 %] 3 1! 86% ~ 54% -

e R

TR 4 HCV ® & " f i ahx ;é—*ﬁ PR A HCV B g ik R T (Child Pugh A) 7%
é?f“—*‘ i * MAVIRET i > glecaprevir f & & 3 4v ¥) 2 % > pibrentasvir % & & R/ 4p 02 ©
,,_%%I%f#ljﬂ T oo PRI RR L HCV PR R 2R F%s—‘k » glecaprevir 57 AUC 7 Child-
Pugh B % Fés—‘kig 4v 100% ° ;,_Chlld Pugh C % Fé W 4e 3 11 2 o Pibrentasvir 57 AUC %A
Child-Pugh B < 3 3 r 26% > i Child-Pugh C = Ff:ﬁ B 4e 114% o

X VIRV A TE

RpHWES &4 G047 % HOV hi v 232 F glecaprevir £ ¥ 5 & 2 X3 eh
15 &

7 e &85 [12-88 fh] ~ W] ~ fE%/ R A E 0 $20 glecaprevir £ pibrentasvir sh# f- &
ABFT ARG ITRAIEFTLE o

B

Y3 ITYAY

¢ H#-glecaprevir/pibrentasvir &2 # s ¥ iy 5 * chE g > U R FH R BT B P F ¥ on
R BT Fh Rk o [£ 4 [EH LT 0% (7)] - MAVIRET # * CYP3A ~
CYP1A2 ~ CYP2CO ~ CYP2C19 ~ CYP2D6 ~ UGTIAL ~ UGT1A4 15 T p& » Fg 4 4 ¢ 4 4 B ¥ ¢
25 EF o

124 K2+ %
e 4
Glecaprevir

Glecaprevir #_HCV NS3/4A F-v fafr|H®| ; NS3/4A 3-¢ f* € ¥ HCV 7 39 &7 3-v fer &) >
)% % 34 £7INS3 + NSAA ~ NSAB ~ NSSA ~ NS5B 3-v » ot Lo AF fanE B A S o &2 v 7
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¥ kot o glecaprevir it #r#] HCV E’gr] Al 1a~1b~2a~2b ~3a~4a~5a-~6a & & NS3/4A
Bv frendev fEr BEM 0 IC B 5 3.5 3 11.3nM o

Pibrentasvir

Pibrentasvir £_HCV NS5A Fr+] 3] ; NS5A er]isﬂ* RNA 4§ ‘%’ifr;’%% A A E & 0 o
Pibrentasvir 1% * {84 ¢ %18 ¥ 33 & 25 s & B M frf@ o 4747 1 (drug
resistance mapping studies) J& & Fx i3 o

#'ﬁa—‘fﬁfﬁ Bt

EHCV#E@{AV\”H" ) %#*??,%ifr‘ﬁé&i L #ernla~1lb~2a~2b~3a~4a-~4d - 5a- 6a
”i‘]-‘ﬁ%fﬁ & » glecaprevir ECsp & % 0.08-4.6 nM o ¥43° 9 %% ¥ fofe/k + & #teh la~ 1b ~ 2a~

2b~3a-~4a~4b-~4d ~5a~6a~ 6e - 6p _{E;“J:}}%i }k » pibrentasvir ECso /& 5 0.5-4.3 pM -

IL‘ #* /F' ,‘/}

% Glecaprevir { pibrentasvir & * 4% ¢ > BE5E & HCV A F17] 147 T H ~ wmre 12 % A 49
oo A R R A A 4 BRI

L2 M

L
G e 2

i ¥ glecaprewr rﬂsz}@, MK T HCV AL 7)) 1a vlb~2a~3a~4a~6aHHE~ » k¥
I NS3 =% A156 & D/Q168 chimk fe B~ % o & HCV i #l ¥ mmmhﬁ% # 5 NS3 Mﬁgrrx
fhad A156/‘t ;‘ A i B~k i ¥ € B R ' ¥ glecaprevir (TR |2 (> 100 ) o i
/3 HCV AT L AeB- R g A fE 7 oo B W[ B~ NS3 =% D/Q168 ¥ glecaprevir &7
w R A ;fgﬂr« # 714 1a (D168F/Y) ~ 3a (Q168R) {r 6a (D168A/G/H/V/Y) ' i t5 B #

+ (>30 ) > NS3Y56H 4r F D/Q168 & & B~ » 4} glecaprevir AT {2778 Mg B i+ o A
17| 3a 3 4 NS3 Q80R P~ it pF » ¥t glecaprevir AR Mg ENE 21 % > @ A F]A la~ 1b
%4 Q80 B~ R pF (¢ 4578 F]4] 1a Q80K) & 7 ¢ % i< ¥F glecaprevir erac g 1 o £ NS3 = %
36 ~ 43 ~ 54~ 5556~ 155 ~ 166 ~ 170 e HCV 3F-v fafrd| & Fu |4 4p M 2 "L pe B
WOF I € F M glecaprevir sPATR L o

& ¥ plbrentaswr TR MM A HCV A F17) 1a > 2a & 3a4F @ H ~ > 217 NS5A #r4]
FLEM AR AR AFEB R 0 ¢ 42 A A 1A laAF B H A 50 Q30D/ M A LA 2 -
Y93D/H/N & H58D +Y93H A 7174 2a 4F @ H ~ 59 F28S + M311 & P29S + K30G ~ 17 2 £ F]4]
3aAF W H e Y93H o A NS5A =% % 24~ 28~ 30~ 3158~ 92 ~ 93 e77HCV NS5A Fr] 3
FLEP AR 2 BuvRARBBE N > A MA T gwi 4t pibrentasvir ST o ¢ "F MUS
pibrentasvir 57 g 17 NSSA B B sl e B~ % » & 322 77 1la 4F W H ~ 5 M28G ¢ Q30D

(A\ WITE 14244 24094 )0 112 AT 1bAF ¥ A e P32-ve A fEa 4 (" 1K 1,036 &) o

EH A FE (7)1 NSS5A Fr BB AR B R RE-R > T o X R E M
pibrentasvir 5T 4 o AR T3 3bAF W H ~ 5 Ap >t A F17) 3a 45 WH ~ e pibrentasvir
Bt B ONSS5A ¢ % AR g i i K30 fv M31 i€ 4 pibrentasvir st 5 iK1 24 B o
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Tt itk

PR Fe L0 fr i e X (peg)interferon - Ribavirin {/ 2% Sofosbuvir ;& 2 S A4 (7
i A AR T SR iR

E-$E A He st NS3/4API o NSSA Frif| Bl chst s it i7ch- JEREE A 457 » %230 4
% et TRsk iEE ¢ (¢ 35 EXPEDITION-2 3 MAGELLAN-2)$ % MAVIRET /5% 8 3% ~ 12 ik &
16 Fent FF e FipR P B EWLT > § 24 A g2 ma Fiof 4 pc (9 2731
BE37 2% AFAN2R %7 24> AFAI3E %G 20 4) 2% HCVAFA 4.5 6
g > ANIRpE Fiok A peahd bl

RAAFINLE #4 p3 B pe2 22y $ 2 1aFAR % - F - 4 ok

% 4 NS3 A156V i fh s B~ 1% 2 NS5A Q30R/L31M/H58D s fh fe B % (jof 70 @ Heipl )
MAE % 2. Q30R/L3IM Mgk e B~ %) 5 ¥ — A B] Aiss #F B3 4 NSS5A Q30R/H58D rivie fh it
Bt o D fgafa frind 6% F YO3N HURAF B R o

EHAAFAN2 2 F 3 53 FioRp A e B23F 0 ¥ 3 22 B3R % 0 B ABRRINNR
#p R 4 NS3 2 NSS5A el e B it o

BEAATAI 2 g2 53§k P20 PR E Y 13 4 Bip KB A 2 NS3Y56H/N
Q80K/R ~ A156G ~ Q168L/R eFi A fa P~k o 5 4 Ao froisf i % & 5 AL66S & Q168R
R LB o 17 4 fgn o B P 3 4 NS5A S24F ~ M28G/K ~ A30G/K ~ L31F ~ P58T £ Y93H
SRR 5 14 A pin g w fois o (6% F A30K (n=9) & YI3H (n=6) st A EL B~ i o

FLAF I J042 5 NS3/AA F- Jodr | Bl{c/ & NSSA #r|Blisf 2 £ 2% (3 th 4L F &g el
1) P

% MAGELLAN-1 3% ¥ > F 11 =g 4 HCV A %14 1(1a 4110 4 ~1b 31 4) F & S
NS3/4A PI & NS5A Fr#{|#| 1 38K » & MAVIRET jof B (3 36 L F & * ribavirin) % 2 5 4
ek A £HEETHEE SR FREMLL 4T o 73% (8/11) Aisfk & B 4R NS3
V36A/M ~ Y56H ~ R155K/T ~ A156G/T/V ~ D168A/T e fe B~ it o 90% (10 =¥ § 9 = 5 %
e & RTPE NSBA Tt § 4k % en ] 2 32 ) i ) B 23R NSSA M28A/G (2 2: 713
1b £51128M) ~ P29Q/R ~ Q30K/R ~ H58D ~ YO3H/N it fh it Be % o 11 =L 3¢ hin s o
iRl J) NSSA Frd| Bl fLs (4 4p B crie A pe B > B ¢ 7 & AN w0 ' KRBT NS3 Pl R |
P A AP 1 (42X NS3/4API 2% NSSA el Blis f civps £ o H 55 3 L [ e B 4 4
R R L TR B ).

iSB 2 HOV MR 5 AlB AR F BB (& 8 425 NS3/4A Pl { NSSA Fr | &li0 g e
£ 3%

EH5H A | 3% NS3/4A Pl e NSSA Frip| Bl e 23 #7387 ch- R & 247 326k 280
53 W TRk Y LR AHOY 3] 0 MAVIRET i 3 e it 5 21422 5 5 % 2
BY eff B5F o 12 =02 R AL ) TA HF (next-generation sequencing) (18 BB B 5 15%) 0 ¥ 4 PR
B nf A B 5] 0 3R NS3 LB g M R AR - % ¥ 155~ 156 ~ 168 0 12 & NS5A Mgk
fai=¥ % 24-~28~30~31+58-92-~93 a5k % A|H o X MAVIRET /% 8 iF ~ 12 3%
216 FEE Y B R HCV A %141 1~2~3-4~5+6 SRR 0 BRI Iew NS3
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5 A M et G A W L 1% (9/845) ~ 1% (3/398) ~ 2% (10/613) ~ 1% (2/164) ~ 42% (13/31) ~ 3%
(1/34) o #75 A F1A1 % A MR NS3 sk ph = ¥ % 156 sk o 5 Al o & 4 HCV A& %13
122~3~4-5-6 4 » BRld s 3 NSSA 5 4] 1hemt b4 B % 27% (225/841) ~
80% (331/415) ~ 22% (136/615) ~ 50% (80/161) ~ 13% (4/31) ~ 54% (20/37) -

AFA1~24 56 FLFA 1245655 Fm HCV 5 AR S5 B
=,
B

AFI3 A ER IR B AT 3R AR EE 0 BT MAVIRET J5 % 8 3% o
10% (18/181) ¥ ] &1 NSSA A30K % A4+ » H ? 78% (14/18) i& a: 7 SVR12 ari ¥ A30K % %) Vr
gL AR F 3 UehE 1u1 SRR I ek BT 3 B A X 3K (n=3, X MAVIRET 8 %o
B0 F R TISVRI2) 0 & G LR AR K (n=1 #«q—» I\/IAVIRET16 FiefRE) KL
¥ = ﬁP qﬂr‘ai = g Fé%e ; #ﬁ EXPEDITION-8 » 7% 5% % ) 3L NS5A YO3H ik it B~ % e fk 7]
203 & % £ 3% F (100%, 15/15) » fed % MAVIRET iE R R 15 % i 7] SVR12 © MAGELLAN-2
@ (BAEIS LK) 0 2/3(67%)% 3# K v W 1 NSSAYO3H "= A B 1% ch Ak 717 3 g
A% @ o hdkt MAVIRET 23R 7% 1 1 5] SVR12

2R FEE

R lme 2 %45 W3 % 2 HCV R 4 % F%s—‘k ATEBLR T e 5 0 glecaprevir £2 H s
HCV NS3/4API 2_ ¥ » 11 % plbrentaswrfﬂ @ HCV NSSA Fr| @z B » ¥ 50 22 R i
1% o MAVIRET £ sofosbuvir ~ (peg)interferon ~ ribavirin 22 & » FE8 % ¢ § < & o

& MAGELLAN 1 ‘13?)% Rk LR G4 NS3/4A F-v frfo/ 2 NSS5A Frd| & m /s 4 BT
FHCV A F1 3] 1 B 4 % Féi v &4 MAVIRET /r-)v?‘ 12 3F 24 16 3F o Joka (h B 7 S E i
A Fl T HT (next generatlon sequencing) (1P| RE E 15%) ~ 47 °

% MAGELLAN-1 T2k 385 ¢ > 23 128 4% NS3/AAPI 5K/ % o 325 NSSA |35 R ¢
L3RF 0 T MAVIRET 6 12 3% (95 2 m2bpd Fis 4 pet 2 ) 0 #1924 fivp
7 A % 4 i8] 11 NS3 R155K &% D168E/V #efh B it 5 23 i i 23 *w F] SVR12 -

B NSSAFTIANA /A X PLis R aht 33 > %7 MAVIRET i 16 3k » &7 P~
B L EE P 0 73% (11/15) Rl 31 7o © NS5A meéz r+ 10 M vl L B~ 1% [R30Q (n=1)
Y93H/N (n=5) ~ M28A+Q3OR (n=1) ~ Q30H+Y93H (n=1) ~ Q30R+L31M (n=2) ~ L31M+H58P
(n=1)] - # ¢ 91% (10/11) & ¥] SVR12 - A& F| SVR12 - =X 3% 3 A 74 la Al %
Bieh? B2 pA BioR A R SR T iRl Y NSSAQ30R £ L31IM R B ik o

FEHAMI AR N

B >+ glecaprevir {v pibrentasvir L@ {4 4p B VR A FL B~ R endE T > PR v L T o B T
FZX H 5 NSS5A Frd| &R S A LT NSSA FL@ M Ap bl e A e B (R F Ag i 1 & o
FZX H 8 NS3/4A Pl i f i A e R i % 24 % fcy 481k > BLET|F & A INS3

AR B R AL AL B ik rﬂ}ﬁs* £ 5" o glecaprevir & pibrentasvir F# 4 4p B RN

o g aipht Hpd o b A EYG PRE PPN PR

20



13 ‘prd g

131 RBHE - -RREEFITL T
R E RR%HE

glecaprevir f= pibrentasvir f— s 7|88 *h NP EFK AT (2§ f;?]ﬂ’ RS A%
B RHMT L MRS s AR rmﬂ“f*ln\%‘r ) B E AT
lrio

B w & A 4-4F glecaprevir fo pibrentasvir & {7 i R F 1t i Sk o
1 Sl

Glecaprevir fr pibrentasvir & | & 3 P # £ “"3 A BRI L e s ppdst s Vr # %

4 Tae A o RS HRETE NIRRT GIecaprewrﬂfr pibrentasvir i > £ % & £ (AUC)
Awlg A AERAE T rETD 2 ;% 163 B2 102 & o
14 Tolk %

14.1  Tohk R

% 10 g 2R PR A ek R TRk % 0 P MAVIRET 3+ HCV A %141 123
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