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1. —FhLL[E SR R e e A 15, A E

a) 10%w/wi 25%w/wit) & B 5 e R AW A T 9 Ledipasvi r I E AR5 80, BTk 5
AL 5 R R YR BRI B, I TR R A B ledipasvir SR B EEIL 211,
H KT 70% K FrikledipasvirZdE ik, 3 HHF prik ledipasvir B LA T &K

O
- N H 7 N
Fr- OO O iy

PN
Q

Q
b) 35%w/wH 45 %w/wisofosbuvir, HH KTF70% ) friksofosbuvir gk, Hodb By
R eatAsofosbuvirfE6.1£0.2°.8.2+£0.2°.10.4£0.2°.12.7+0.2°.17.2£0.2°.17.7%
0.2°.18.0£0.2°.18.8+0.2°.19.4£0.2°,19.8£0.2°.20.1%£0.2°.20.8£0.2°.21.8*
0.2°F123.320.2° HAXRPD 20— 5, 3 HH AP Friksofosbuvir B A DL F 45470 :

Yo

¢)5.0%w/ w25 %w/wiIFLIE— KA

d) 5.0 %w/w& 25 %w/wit ik A 42

e) 1.0%w/wZ10 % w/wit) S IR B S A 4 250 s

£)0.5%w/WE3%w/wii] Ak S ALRE ; 1

2 0.1%w/wZ3%w/wirI il 5 iRk

2 MR BCRE R TR 2522 A9, HoA 540 % w/wit sofosbuvir,

3 MR PEARINELR VB2 TR (K 25 2 A, FLAT 55 18 Yow/wit ik [ 44 73 10

4. —FRUA ] E R B A TR AR 222 A, A

a) 18% w/wit) &5 9 A B AL R T (1 Ledipasvir i [ 44 2 B, Bk 58 & 0 3
FH L SR YL fil » e ik [ 44 73 5 led ipasvir IR 4R B2 101, P KT
0% i prid ledipasvirZ&dEgid, 7 HH A prid ledipasvir B A L F &M

b) 40 %w/wit]sofosbuvir, i K FT70% K rifsofosbuvir Ndh s, H b bk ik
sofosbuvirfE6.1+£0.2°.8.2+0.2°.10.4£0.2°.12.7+0.2°.17.2£0.2°,17.7%+0.2°.
18.0+0.2°.18.8+0.2°.19.4+0.2°,19.8+0.2°.20.1+0.2°,20.8+0.2°.21.8+0.2°
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F123.310.2° HAXRPD 20— 55, 3 H H: 1 friksofosbuvir BAG L N 452K .

OSP-_,,O 7_ OY\HZO

N 07 N0

O.

\‘/O

c) 16.5%w/wit) FLIE— K& 5

d) 18.0%w/wit ik AF 4E 2=

e) 5.0 %w/wit) IR LA 4E 240 s

£) 1.0 %w/wh B A — 8 A fk: ; Al

g) 1.5%w/wit il fRFRE: .

5. MREBCRE R IR 252 H G5, HEA50mg %2 130mg ) ledipasvir, F1300mg 2
600mgfijsofosbuvir,

6. —FrLALEE FIE I A e XEAER A A A, HAaE .

a) 180mg I & A D EER SR P ledipasvir B B4R 84, Irid -5 5 H
FLER AT R, Horh Pk B AR 3 B ledipasvir 5L B4R E & 211, Hb KT
0% K Tk ledipasvir &dEdu A, 7 HH P Bridledipasvir G LT &0

o™

HO_"‘. v "/F,

b) 400mgHsofosbuvir, A KT 70% W rihsofosbuvir Adhg , H b BT iR & 4
sofosbuvirfE6.1+0.2°.8.2+0.2°.10.4+0.2°,12.7+0.2°.17.2+£0.2°.17.7£0.2°,
18.0£0.2°,18.84+0.2°.19.4+0.2°,19.8420.2°.20.1£0.2°,20.8£0.2°.21.8+0.2°

F123.3+0.2° HAAXRPD 20525+, 3 HLHd friRsofosbuvir B A PL R 45 #4)2 :

H
HN’p\O/\Lo{,N &
Oﬁ/\ ot
HO "F
\FO

c) 165mg FLHE— K510 5

d) 180mg ) i AT 4E R

e) 50mg 1) AT IR A L 4R 4k 3 44 5

£) 10mg ) J AR — ATk s A

g) 15mg i Jig PR 5 o

7 MR HEBUREE RA BT IR (1) 24 22 20 A A B B BRI 2R 6 BT IR (1) 245 22 4L 540 » oA, 25 7
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8. W ANELR I B THT—IURT IR W 25 22 4 A0 HI& , Tl &6 7 R R 29

9. BB EL R SR I i , Horb Bk 254 8 24 A B SE 5 o

10 AR BRI EL R S (1) A& , Horp BriR 2 i F 1 2 Bl sl e 5

11 AR AR EL R SFTIA Y g , Hovb Biridk 26 i 8 JEI Bl E 45 .

12 AR AR BRI EL R SFTIA Y g , Hovb Biridk 26 1 6 JEI B E 46

13 AR AR ZE SR 8 1 A i, o b Bl 25904508 F AR H — Ik, R 21 2 Al B o 4, 1y LG
HHETIA T 2L R A1, 2,3,4,5806.

14 R AR ZE RS FTR (1) A , JL b Frik 294 i Al H — IR, Frak 8 FA B 4, 1y HL I
HETIA T 2L R A1, 2,3,4,5806.

15 B AR ZE RS FTiR (¥ FH i , J b Frik 294 i Al H — Ik, k6 FA B 4, iy L3
HETIATA 2L R A1, 2, 3,4,5806.

16 FRABBCRE R L3FTIR 1) FH g, Ho A Frih T 2 2 R AL 1aBl 1 b,

17 RRABBCRE R T4 BT IR (1) FH 3% Ho A iR T R 2 R AL 1a Bl 1 b,

18 FRABBRIE R 15 BT IR (1) FH i , Ho A Frih T 2 2 R AL 1a Bl 1 b,

19 B4R AR ZE R 8k 1) A i , Hodh Frik 2990488 AR H — IR, FF 821 28 , 1y H L op ik
RS R R 1a, b, 2a,2b,2¢,2d,3a,3b,3¢,3d, 3¢,3f ,4a,4b,4c,4d, 4e ,4f ,4g, 4h,
41 ,5a86a.

20 AR HE BRI LR 8 BT id 1 3z, Fe v Bk 25 W48 B H — R, BFE28 8, 1 HL L piridk
FFR SRR 1a, b, 2a,2b,2¢,2d,3a,3b,3¢,3d, 3¢,3f ,4a,4b,4c,4d, 4e ,4f ,4g, 4h,
41 ,5a86a.

21 AR YEBUREE R8P IR 1) FH iz , IR I3 FH o 23k

22 MRABE BRI Z R 8P IR 1Y Al ads , Hodp firid & 3 e B2 R 97 .

23 MRAB BRI Z R 8P IR 1 A ads , o b Firidt i 38 ¥ B3 i i s ey 97 o

24 R YEBUREE R 23 Bk (6 A , Forp el A 3 A 232 F a7 .
25 . WRYEBCRNZL R 8Pk (1) s , 1 H simeprevir,

3/3 W
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A HURE L & IR B 17

[0001]  AHIEZHEH N20145E1 H30H  HiE S 4201480000286 1, LA Sk B 2R N
PR B A I A7) 1w R BH R FR I R 2 SR

[0002]  AHOCHRIERIZE X5 H

[0003] AHIEAE35U.S.C.§119 (e) FER20134FE1 3L HIRZT W EEH G FiE S 61/
759,320,201 343 HAH AR EH G B 561/772, 292, 20134E5 H 30 H #2542 135 H Il
IS FRE 561/828,899.20134-8 H27 H 4252 () 3% H im I FRiE '561/870,729.2013 410 H30
H 3421 £ ImE g 561/897,793 120134711 H21 H 242 R E g i 561/907,
332[ B A o F 1KLL B FR S R A B R B A AR S

BRREAR

[0004] PR A e IS PR 25 R , HORRAE A2 T s o VB ) V2 A8 FH BA S 9 B
1259, AR B A7 R AR EE PR AN H A B PR i 1 1K e 25 M 45 - R 25 (HCV) - 411
il 751 AT FH T PR il HCV B % 1 e 2 AU e 5 A SCHCV IR 2 W 731 o

[0005]  LedipasvirsgdE45 8 F15A (NS5A) B FE #6155, teai A v d (0,
WO 2010/132601) .Ledipasvirffba 4 & (1-{3-[6-(9,9- ~H-70{2-[6- Q-FHBKILA
He-3- FIE-TTBEEL) -5-ZUUR R (2. 4] Pi-6- k] -3H-IKME—4-J} —9H-Zjj—2— %) —1H-R Ff K
W0 ] -2~ XA [2. 2. 1] PERE-2- Pl k) —2-FF -7 38) ~ UL Y PR P IS o

[0006]  Sofosbuvir (SOF) x&JE45 A4 85 [ 5B (NSHB) A B 4 il 551 (Z L, 1 w0 2010/
132601 F135 [H & FHE7,964,580) . Sofosbuvirfffhz 42 () -2- (((S) - (((S) - (((2R,
3R,4R,5R) —5- (2,4~ -3,4- S MENE-1 (2H) —3&) —4--3-Fo Jk -4 F L VY Sk -2 %)
FRAEES) OR%S) BB L) 2000 NI RN ER

LZRAE
[0007] A W AE— LS Ty R R L T — B & A7 ledipasvirfisofosbuvir ) 2527 4H &
Yy, Hop ledipasvirdi A FoAAERAAIES, sofosbuvirdd A oAz
[0008] LedipasvirffJfb2z4 0 (1-{3-[6-(9,9- —H-70 {2-[6- Q- AR R H-3-F
Fe-T BRI -5- B IR [2.4] BE-6-3E ] -3H-BEME—4-JL) —~9H-Zj-2-J&) — 1 H- 2K Ff-mk k-2
F]-2-B AR [2.2. 1] Pif—2-Fe i) —2-F - TH 38) ~ S L P IR R B Ak 2 R

0

[0009]

[0010]  Sofosbuvir (SOF) k=244 (S) —2- (((S) - (((S) - (((2R, 3R, 4R, 5R) —5- (2,4-—
-3, 4- T AMENE -1 (2H) -5 —4-FR-3-FR Ak -4 F R USRI - 2-0) FRAEEL) CRESL) W
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B ) RS ES , AaAalanh
H
o Oy N._0O
Oroe Y

HNT 07O N
[0011] Os A Ly
o HO\ ,’F
\ro

[0012]  fE—SLsLj )y B, et 7 — M H AW, 85 :a) AER ledipasvir, HH
ledipasvirdE4As FoAAESEAE  Filb) A 3 &K sofosbuvir, Hfsofosbuvirdt A F N diidk.
[0013]  [hAh, AR BH I S 7 238 A 29050 R0 v 3 o A R B e FR At T AT A &G
ST T7

[0014]  Pff & fj ik

[0015] K12 B &4 KAWL B N1 1L R 4E A K Ledipasyir [ 44 7 BUH I XRPD
] o HRAEXRPD T 7~ , Bk [F 44 73 BOP) A2 R dm A4 IRAS

[0016] K225 25M  RA WL 91 : LKL IR YRR ) L edipasvir bl 44 73 BRI 8 48 22
AAEAREEI (DSC) M2k Jrad [ 4 7 5oV i B AL AR IR JE R 2 9140°C .

[0017] B3R TAEZY: BB N1 LR LERR 1 edipasvir [ 442 o7 it
[ A5 HE LR (SS-NMR) 153111 8] 45 R AE o

[0018] K42t E 20 AL 1 : LI IR YRR ) L edipasvir bl 44 7 BV 5 Bt
P B OLIGE

[0019] |5 E 5~ T Lt 79 iR i sofosbuvir (400mg) /ledipasvir (90mg) ZH-E 4+
sofosbuvirffJyE &,

[0020] 6@~ T SLta i 3 iR i sofosbuvir (400mg) /ledipasvir (90mg) ZH-E %)+
ledipasvirfiEH &,

[0021] K 7A-DiE R~ T A FHsofosbuvir (SOF) Al B (RBV) V897 #1768 (treatment
naive) (7A) B M (null responder) (W 7B) & DL M ffi Fsofosbuvir (SOF)
ledipasvir FpEEME (RBV) W97 401G (BI70) BUJE L (BI7D) 38 1 12 G 7 B Aa o7
Ji 24 JEBHAIFTHCY. RNAZKY- o 75 SE it 515 5 13— 20 R o Ak 3 77 v2:

[0022]  [EI8A-BHI T & Rk i 7 i3 =il 71 B A AH 2 0 7 tH 2RI, 5 5 250 RE R 7
H 2R TRARARL o S 461 7 A B Ay 4 T P A

[0023]  KE[9W7R T ledipasvirfE = RT) ) pH-V5 A it 26 . iZ it 22 fE 72 S1=So
[ (1410 ®Ratoptl g GRateokaz=2plb)y 7210 0dpg /LK) [F 45 VAR (So) MG PEPKal FpKa2 {H
5.054. 03T I HE S M e/ 3[Rl 1905 o Sl B8 A SE N A T R IR .

[0024] K 10%E 7~ T ffi FHsofosbuvir (SOF) flledipasvir[# & 7 &4 5 ¥ AE 5% 2 (RBV)
FAEBUAAEAE TIRIT IR Colr k) FJe B (50 %6 Halifk) i3 8RN 12 A i i 8 & ot o £E
SE it 4519 R A E R A T %

[0025]  W&1157R T 4¥ Hsofosbuvir (SOF) Flledipasvir[ll &7 &4 4 W75 5 554 (RBV)
FAEBUAAEAE TIRIT TG AR F1JE s B3 (50 %6 HlA) F8 38 8RN 2 J&] (1) 45 3 o 7E 5K
Ji 59 3k — D HERFAE AR T %
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BRI AER

[0026] 1,—\?)(

[0027]  fuA Ui B 5 BT B BA R 21 A AE 8 5 A DA FE i S, B AR HAT AR SC L
T PR

[0028]  ASCRT R ARGE “K&)7 fE e ERillp) BN SRR E £10% , B3 £5% , 8
+1% T, “RLI2: 87 HIHE +10% Y J&181.8-2.2:7.2-8.8,

[0029] AR “HEfb " e Y RAE o F KO BB KFEA ik, o HARPRIE vl TR [E4A
BCRAA TR P B M SR IR A o T8 R UL IX M) AN 2 4 B Rr (R Xk G A B 11 42, 9 HL RIS 2
3 N [ AR S5 5 2 B AE QM IR v A o A8 AT, 2 HH O] A4 1 o 2 A P TR AR
FEHHE SRS O, T 9 Ul (R Ae) .

[0030] R AT SR FB AL 73 KT B B RV 16 PN 0 4 A I [ A , EL A SRR
X S ZRAT S Vel 4 AR e W o 22 ) A I A 78 0 B 00 S0 7 YRS T P Jo L A 2k el A
[RVRFAIE A2 AHAR , T N — A (B 1) o

[0031] I ARSCAT R ARTE “Be A R 2 A 5 ik &kt 70 % ; B8O o
75% s BUEBLE80% 5 BI85 % s B 190 % 5 BRI 95 % s BRI 99 %6 & Ak i A T 3, “HEA
AR IR T fe B A K 2020 % 45 6 BN IS K 2910 % 458 5, B @ I K 4
5% 4 i, BN K 292% 45 i I o

[0032]  dnASCHT R ARE “Ba A% R R s &Y AL G970 % s BUEBIE 75 % 5
B 80 % 5 BRI 85 % s B 90 % 5 BGER 195 % s B IL 99 % s i AR T 20, “FEA B AA”
WA e B A B K 2120 % , BRASE L K Z010% , BEAS TS K295 % , BiAS I K292 % 4E &
I

[0033]  ARE“R AW 48 il B 677758 B B 32 45 0 SR A 4 R A 22 A0 B Bk
WEVNREY) AR AT ] & AR EWAER T s .

[0034]  tnASCHT HHIARTE “REWHE T 285 A — M 2 MESMRAEY, b gt
M HE A S R .

[0035]  R¥E [l 4 4 B A& Fg a3k 22 Py v il R — Rk 2 PhE R 2 e — MR A
B 0 [ A5 4 5O B O AR 25 T AL BLE) B RIBUS AL -8 72

[0036]  dnA SCHr I ARAE “SE S AR [ 44 75 8™ 248 5 A — PR f AR iE PE 25 A — P 2R
A AR [ 4 B o 0 T “HE S ARTE R e R FR AR AR AR - B S A R A o
Al i M [ 25 TR SR VE PR 25 o AR R LS T T, AP LI XRPDFT 7% , [l A4 73 B 2 R dR 4IRS 1%
[ 4 43 B R B 3 A AR U R R 249140°C (B LIEL2) .

[0037]  RiE “Hj2 BRI RO A B ARG — A 2 I B2 AR % LR B G
I7 () I3 BRI IE S % 1) 45 27 3 420 T i i ) TR 45 249 T A8 38 1 1 oo 490 2 365 75 A
Bl B AT, a0 TS A .

[0038]  ORuE“Zj2E ERIHEZ R G A BA R — LA S8 I B A R 2% B 214
TBIT IR BIRIE M 75 1 145 2908 13 M Sl 2 ) R R 29 T - T R I

[0039] R UE “BAR” f& 45— P 54 B 45 24 0 % A PR 0 B e 70« B ) e 391 Skl
BRI AR5 AR SC DA LB W Mar tinf) 85 BB Q2522 17 R AR T BRI s 41

7
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[0040]  A4E “FRBE I 248 TR s ai A B B AL S MR &) ARk vl T
B WA W BRI AR IR B P SE o FR e HESS . 0 R LM 2 AR A 4
IR RN ER A Yl 2 R RS L (LA | 22 2R TR A 4R 2R DRI S B IR B - FLFE
—IKFLHE IR S A Y E AT R AA R L e R B N K R B o AR 4 R AN R
=45,

[0041]  RAE “Rh-G 1) FEA ST AT FHI 4B A AT 252 b ] 4252 i i s , HLm] F T4 ik
)75 T R T 20 20 Rl A AE — R LA AL R 4R R 45 6 A0 20 B B3840 o A 770 G R PR 1) 5 497 0. 4
PRI YE 2K RN L R SR A 4 2 VIR AR LR R A R A R

[0042]  ORTE “HRAMAE RN A& 45 40 02 B A4 1) 55 v ek ] gk G 45 24 1 1 4 A BRR i O
VRV T R4 AT B8 A AS0RE TEOM T PR S V8 HH 1) 4 Jo o R R 7] 40 A PR ) 14 S 48] 6, 8 T oK E
PR R VE RN S IOR B SR AR 4 RN A TR R Bl AR 4 R O R OKTE R R B R TE R
BN BRI B M AR PR

[0043] R Vs 77 A2 48 I 208 IR IR A Wb DL G 1 i 198 R4 B AE & 7 BCE et
T 5 RGER AR EA BT Ao BB E s, IR ]S ok R RIS M T I R
PR ] 1A S 9] A, 55 ol T T % L A B PR . SR AL Ak L JIG T W B IR BR 45 L 3R 0 B R TR BRI = 5 TR
BRI A s AN 79 a0 A D PR ARG H AR S VR FNCs/ Cro g I IR

[0044]  ORE “W AR S AR i (B 750 R 0 F 1K — 2 35 ST IR A A T
RYIE PR o A SO CIE A% A A F o B A AR I A PR i PRS2 00 5 2R M B AL L F8 O
Yrgl RN EEF AR R A0 5K £ EE4000 M AB2R — 1 IR £, IR - 4 2= Wi A,
Ko

[0045]  fn A iy B ARTE “Bhint 5507 & 48 FH T P 70 A0S 2 57) LA 25038 16 v SR Ta] 1 30 14
P A LA SR B A 5 o Bt 7 e AR B ] 1 S 49 60 4 e A — AR VIR B A A AL
ek TER AT AE R IK £

[0046]  RiE“fRE” R TRAEW N & X 18 75 Z36 97 KW L3 25 25 & LA BURTT I
H R AR EMR AR I EE R R E R ORI B S NS
BTt AR , ARSI E H RN B R IR 2 2 o 8 Va7 A A=

[0047] R “VAJT (treatment) "B “VAIT (treating) " MRAE¥S K 1 5 o3 B0 AE CO.FE 1k 5 2
I3 BUIPTRE R AE 1) 998 BSUIRE T 5% 2 0 B RE N/ B A 2 s BRI RE (1) — B B 22 BOIE
[0048] IR ¥E “Hr el 5 PERLER” A2 R4 IR YR T a0 — B I TA) Y AE 9 AR (BRI )
AT ARG R 8 B RNA (BRRNAJIS T4 R o 45112, 4 8 1) SVRE IR AE 4% LLHCVIR T e 4 F )
993 NAR P A A6 HHRNAZERNAME T 46 PR o

[0049]  AASCET I ARAE “Y%ow/w a2 T3 A LA AW G B &% 51 E
& M, WA 5 ATE100mgZH A4 (1) 8 950 Yo w/w, WIZH 73 A & 950mg o

[0050] 2. #2254

[0051]  ZGEA SR EHE M EN ledipasvir MH M E K sofosbuvirf 44, Hrp
ledipasvir 3EA FAFAESAA, sofosbuvirdd A k54

[0052] 3056 4 < il 461 F B 3 Fh IE A R 2 & W) e D HH B AR A B M BT - Sofosbuvir Al
ledipasvirllt el #E 1 B A R BTHCVE W) . 24 BL AL G il 7 7 3 ph 45 25 )

8
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ledipasvirie /s H A EYIER  ERZ B AERIE IR E TEA SR TRE T AT
B, ZiY) R e KAV 2R AR (B W, BN R 10K 1L, SEE13) o *ledipasvir A4
BT H S sofosbuvir A 25 25, WA H I P88 (R 12, SEif] 3) o

[0053]  FEBKHIRIHAYIH , ledipasvirdiaA PR AL 5k 20t , ik 24
VIt se AR E 1, IF HH A R S 1 1 v i R 2 i il 28 o AR SR 31 () 284 B s K FHA
EW i ledipasvirfE 2 FIZAE R, TS 2 5 HIC 2 KB, R Fw iy, JF H4ERF T iR w
— ¥ i Y A P R 2 e i 2 (ST 1416) .

[0054] G Ah , MRAEAL G 5, A VO AR AR 23 A AR 25 L R i) & DR R g A ] AR
RMFEFARRAA TS & TS BEER B ZM AR E AHIE HE RN, 5H— 28
A NI ZE R sofosbuvir e /& S HRIE & LR A, ledipasvir¥) MR Fifa g€ HAS A
EWH TR CETEE16) o

[0055] s R IUAE I AL A1) B 7 1R, Bl sofosbuvirfilledipasvir 3 ik B R A
I, WA K A2 -2 A EAE R GREHI7) .

[0056] A.lLedipasvir

[0057]  Ledipasvirlbal & A fid S WAHIW0 2010/132601) , A] i i H o A G Ty vk 8k
ATl 88 o FE—ASEHE 7T R, BTk 25 22 S5 1 R 43 BUOPE 58 A 0 228 o b 9 ] 4 - B0
(¥ 1edipasvir, H i AW 25 % Bl 52 I 5 AT B o 8 A 75 B ) AR 46
JEREAT DL 2 P ) Ledipasvir, B 48 AR TE 2 AR S AT 20, 6 I8 I A i g 5 491
w1, A AT ledipasyir T BRVE A D0 B ER T8 7K i AR i 125 22 | A ot A D 5 2 L V5 77
AR F2 VR FIA) . Led ipasvir i) ¥a 7L A 455 1025 [ 4 F12013/0324740 GEd 5 A
FENARTCH) Hh R 5L, 48] s TR R TR TRV A & R TR BRIE SR
1% 5 RV AL A B8 B R A R4 B R U TR A ISV 7RI < DY Sk g 5 771
A T 2 RV TR AR S DU S0k e VA TR A4 R i 2 R R A A R R T R R T )
A o T A R IR AT 46 SR A B PR A — PR RV 7RI 0 IS 7K A4 i 85 = D-
A R £  JTE A A Ui 28 RN o A 1 A X B T U AR SR [ A 452013/0324496 0 AT
TRHIE S B AR A

[0058] fER AWM o RE, fridE g S B EdEREERN E1-48RA T &5FH
ledipasvir (¥ b4 AR B RAE - W1 LR I XRPDRT 7~ » i8] 44 4 B b T A it A
ARZS S A B B 3 B A A A B K £9140°C

[0059] A ST AR BT JE 01 22 P AR AT il 2 [ A 40 B3V, A AR AN PR T R L 155 35 145
BT RER R

[0060] IS RRES A2 4G — M AP N I P A 1) T o 7 T R L P N R 7 b 3R
G AE A N AL S 5 A 5 B AR R T A4 VA T o 55 tH A L AT e gk — 20 b 3y
Z PRI, LRGBS L R AR T R

[0061]  Xoh-T- V& ¥ 78 K T3 12 » Tl A 4 B0 T e 3o A0 TR VA V3 70 R Vs A 5 SR T 1
SRR EEA T 2RSS, I8 5 728 K B IRE — 2 W o IR R 1) 2% o iy
R — TR R E

[0062] X TR THA AL BV T T — AN FE R L FE 20 I Fe ERke
FTF 08 .
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[0063]  Sxof T~ F-MR [ 44 o B (5 25, [ A 3 B vl i ) 7EVA FIH IR A BT iR LA R R
A YIS BIBERNA W s Flb) 157 55 30 R HA R A3 B[ 44 73 U ok il 46

[00641 AR T HoAth )77 5 45 , 49 B 2 S R 925 S RE 1) 1l 79, 185 35 T () Led ipasvir
[ 4 o B T 45 1) 0 3 ) Ak P AR SR R B DA B AR IR BE 71/ REBE 7. Led ipasviri& A] L
PEAE i BBl DI A B 2 i MR ) PRI 7R , B AR ST b i () oA 7 74k 4
[0065] ] {443 B I B8 A e B U T Ledi pasvi rZE VAR K Fa 2 PE R ER R M 12 TR
FR A 2 35 RN L B 4R R ] A o U 380 S R T AR o W AR PRI B AR 1 o DR, AR — AN ST
Zh, RS B BT IR SR A ik B 3 TR PR AR 4k 2 AL SR LR b4, 29 BA2: 1APT : R A5
bl 5] ) BT, e 5 4 S - O ) AR W R P 3 v TR S5 0 T R AR 4 2= %) (9
B NE=30% F122%) o H 58 2 iR 2L I AL R FFERE B R A4 2 3 & 12 1R b A
BB, AR T AR B R R AR RS IE R T 35% .

[0066]  7E—ANSEZiifi /5 &, ledipasvir [B4& 3B BT I R A A& 8K SRR ER &
Y AEIR fIPESC B FE 200 . 2 IR A ERATAEMPI R R %R AP REF LR R
BN R LT YR TEER YRR R T L S AR 2 25 A0 R R IR R T L S AR 4 2 40
K OHROIRAYE R AT P A3 R SR YRR 2T B A48 5 IR A 4 R AL
LIFROIFEER T T IR AR Y.

[0067]  7E 55— AL 7 Brp, TR R A 4B RN B S 7 AU R A WA TS id VR g
WIS R H A F R A IIAER S ML R T R4 R L R 4R R 4
BRI 4E 3 RO A YR RRA SR LA R HRAFR R R E R
JHBE R O MR CIREC N B E-R OR OIEER R . —BF .

[0068]  7E 5y — ALt 7 b, IR AW e B U0 5 7 LR A W SE i 140 45 2, T
BRHTR AT P AP g 1 AR IR R P A4 R LR —FIRA YRR T
IR ILIRY) o

[0069]  7E 55— ANsLjia 7 b, T IR S A 0% 1 FH F2 TR R 4 4 25 - 2R 00 ) R 58 40 I 4L o
(VI 2H o 2 T R 4 24 25 R4 2R 4 I 31 4k o0 U 350 B 1 e WO AR R A B AR PR 4 DL 20 1
ledipasvir: BA L BT 55 T IR, 1208 2 R 5 3 B i) A 0 R P 1 338 o v 1 R 456 1
FRTH R AR 2 3B (9 BINF=30% F122%) K I, fE— MR E R SE T R, TR B A
YR LT YETR o

[0070]  7EHELLsjfi )y R, ledipasvir SR AWM E R L EEDE KL5: 18 KA 1:5.78
HAth sz %, ledipasvir SR AW E &L B RS KLA5: 12 KL1:4, BUKL5: 158K
2y 1:3,BURA5: 1R KL : 2, BRA2: 152 K12, BUKL2: 18 KA1 18— MR EN
SEHET R, ledipasvir 5 R AWM E &AL KL 1B S —ANEiET R, ledipasvir
HRAEMMERE K2 1 ALHARSEL T ZH, ledipasvir SREA W EE L &KL
5:1.1:4.1:380 1 : 2 7E— 265 b, RUIER S 2 7 21 LG ] B 5 350 R0 FH % 3
e, 12 LEL B Ledipasvir: FE 58 20 R 5 B02: 25 8 T 04k 22 1 R o 19 AR 0 R FH 2 384 n
F=35%) .

[0071]  Z§222H AP PIAFAEIR YT B R & A Ledipasvir B FER 2 BU)  76— LL ST 75
2 2 A B A KA1 % B K250 % w/ w44 4 BRI Ledipasvir . 75 Hifth 52t 5
FE L HEWE S KL5% B KL40 %w/w, B K215% B K235 %w/w, BUH K4 5% &
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K130 % w/w, B E K210 % B KZ130%w/w, B H K2110% E KZ125%w/w, B H KZ115%
2 K220 % w/wltl A& F ) Lledipasvir. 78 HASE it 7y b, 2B E5WE S5 KL %w/
W, NZI5%w/w, KZI10%w/w, KZ120%w/w, KZ£125%w/w, K130 %w/w, KZ135%w/w, K%
40 % w/wlEl 753 B ledipasvir. fE—MEE FISLiE 77 9, 25 H AW 5 K L1118 %w/
wiE AR B ledipasvirs

[0072]  Zj2RH EW) ] AR T A =R ledipasvir. fE—E5L i 7 R, 22220 5V
A5 R % 2 KZ150%w/witledipasvir  fEHARSLE T B9, HEMBE S A KA1 %2
K140 % w/w, BLH KLI1 % 2 KZ130 %w/w, BLH KZ1% 2 K220 %w/w, BLH K4 5% %
KZ115%w/w, BLH KLIT% 2 RKZ112%w/wit] ledipasvir. £ HARSL I 5 S, 2205
BE KL %w/w, KLI3%w/w, KZ15%w/w, KT %w/w, KZJ11%w/w, KZ113%w/w, KZ)
15%w/w, KZI1T%w/w, KZI120%w/w, KZ123%w/w, KZ125% w/w, B KZ128% w/w, KZ]
30%w/wifjledipasvir  fE—NFE LT ZH, A HEWAE KAI%w/wi
ledipasvir,

[0073] 4 LFrik, ¥ ledipasvir SR ARG G IR G WA VEMET — DNVEFIR A8
RN RATRYEZG WA/ 5 W10 P ST A8 S e P 33 T A B IR T R PR RN 9 BRI %
TV ) AT ESZ A RV AR AR TR AR 2B BS R OB SR AR G
AR B AL — AN SLE T R, BTl v % B B 2B SR bR R A R A A
—ANSRE TR, AT OB R B AR A E ST R, FTIR A LR

[0074] L EWIFIR A DIIRA AR AR SR G 2R A P Re AT B 55 T 15 B 5%
T — AR ET A AN T3 3 A AR OB O VRO N TR = A A IR 4b B S
DA B 25 B0 Y 500 I AR BB 2R 7 it o & A V85 25 TR S B A AR TR N A2 A ) AR ST A
N AR A QAT B4 @ BT 55 TS R A ik B bR BERNR B A K Z910% K4
50% , B AR &R L120% , Kl B2 K 2)15¢P 2K 2300 o 1 55 45 26 B I N 1 Bl i o K
Z150-190°C, i H 11 A K Z130-90°C o P AN VR A4 5 I R0V st W ] AT 188 55 1 48
ledipasvir. FIANTBARBTE I A E T LS K Z91-10kg/hre, YUH EHE R L3 AT DL K4
15-300kg/hr , /N3 ({1 SAK I AT DL A2 K £25-2500kg /hr o W55 55 -1 (0 44 1 5 ki 42 (Dgo) £
80umZ T o 7E— L, G B TE Bt — D PR AR AR, AT DA FHA B 20 3R o 3 55 T2 AT
M R E AR o BRI BRI B 2 A 2 0L 3R [ L8] 56,763,607 FIEE LR A5
2006-0189633 , 14—k ¥ 5o B Py R 51 A HAAR .

[0075]  7F Y0 [ (19555 2 -8t U 3 (30-90°C) T MBS 5 25 -4 AT 15 31 i Ui 22 (88,90,
92.95.97.98.99%) , H7EMT 25 -8 % b 3% A JRH & AR, 1 H DOMIBE Z5 18 P 3R A3 i 2y
60% 78% 144 % .l 4, ledipasvirfE ZEEHERHA R H A B IFL e e .

[0076] B.Sofosbuvir

[0077]  Sofosbuvirltai & 7L E % H7,964,580 FIE[H £ F A H 5 :2010/0016251 .
2010/0298257.2011/0251152H12012/0107278F #H4T 1 3R o A SCHER (K 25 405 W 42
B sofosbuvirdE A A d A o il 2 5 AR T sofosbuvir ) SE 41 2 0L 38 H & R A FH5
2010/0298257f12100/0251 152, 51X 3 51 A HEAA SO i BB R1-6 1
sofosbuvirfEE EH LA F 5 :2010/0298257H12100/0251 152 HEAT 7 53R , H5 31X 9 53 i
o5 HA A 161 sofosbuvir A5 LA R R 5% L Fdh AFFIIXRPD 77201175
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[RVRFAE I X5 B4 R ATHT (XRPD) P& 222044

[0078] (1) 26-j< &+ (°+0.20) iz T-K#):7.5.9.6H118.3 OEx1) 5

[0079]  (2) 26-j & (°+0.20) i T K%):5.0,7.3F118.1 OEx1) 5

[0080]  (3) 20-J¢ & (°£0.20) fi7 T K£):6.9.24.7H125.1 GE2) ;

[0081]  (4) 20-J¢ & (°£0.20) £7 T KZ:19.7.20.6F124.6 GE3) ;

[0082]  (5) 20— j & (°+0.20) A7 T K#J:5.0.6.8F124.9 OE4) ;

[0083]  (6) 20— j & (°+0.20) fir T K#):5.2.6.6F119.1 JEz5) ;

[0084] I

[0085]  (7) 20-J¢ & (°£0.260) f7 T K%):6.1.20.1F120.8 GE6) -

[0086]  JEa6w ik LA prA ] LS E L2, Bl &5 SAMEE R WA RE L
FIAF5:2010/0298257 F12100/0251 1521 24 (4 77 V2 TS LA R RFAEPEXRDP ] 20 58
B R4k TR ARG

[0087] (1) 26-f 4 (°) 7 T K&9:5.0H17.3 OB 1D 5 Al

[o088]  (2) 20— & (°) Az T K&y:6. 1H112.7 OE6) »

[0089]  fE—ANSLjE 7 R, sofosbuvir ik B A XRPD 20— 45 (°+0.20) , FTIRXRPD 20-
S (C£0.20) 724,

[0090]  (1)7.5.9.6f118.3; 1A

[0091]  (2)5.0.7.3F118.1; GEZz1B)

[0092]  (3)6.9.24.7F125.1; ER2)

[0093]  (4)19.7.20.64124.6; JE3)

[0094]  (5)5.0.6.8%124.9; (X4

[0095]  (6)5.2.6.6F119.1; (E5) BY

[0096]  (7)6.1.20.14120.8; GEI6) .

[0097]  fEHEELsjf 7 R, sofosbuvir ik B A XRPD 20— K5 (°+0.20) , FTIRAXRPD 20-
S (C£0.20) 724 .

[0098]  (1)5.2.7.5.9.6.16.7.18.3F122.2 O=1) ;
[0099]  (2)5.0.7.3.9.4F118.1 J&3k1) ;
[0100]  (3)4.9.6.9.9.8.19.8.20.6.24.7.25.1f126.1 Jz%2) ;

[0103]  (6)5.2.6.6.7.1.15.7.19.1F125.0 J35) ;B

[0104]  (7)6.1.8.2.10.4.12.7.17.2,17.7.18.0,18.8,19.4,

[0105]  19.8.20.1.20.8.21.8%123.3 JE6) «

[0106]  7E 5 —ANSEhti T & H , sofosbuviri A 7E KZ1:6.1.8.2.10.4.12.7.17.2.17.7,
18.0.18.8,19.4,19.8.,20.1.20.8.21.8%123. 3 HAXRPD 20- 5 (°+£0.20) 7E 5 —4 g
it 77 %2, sofosbuvir & 7E K2y :6. L2, THAXRPD 205t (°+0.20) .

[0107] 25224 W h nl EAE IR A A E M sofosbuvir. £ —EeSZjfi 5 &b, Frid 25 244
EYHP AL B RKZ10% 2 KZ)T70%w/wiflsofosbuvir . £F HAR SLjitE 7 v, Frid 25985
FRZ)15% 2 KL)165 % w/w, B KL120% 2 KL160 % w/w, BUH K925 % 2 KLI55% w/w,

5
7.3
6.9
[0101]  (4)6.9.9.8.19.7.20.6F124.6 JEK3) ;
[0102]  (5)5.0.6.8.19.9.20.6.20.9F124.9 J4) ;
6.6
8.2
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K230 % & KZ150 % w/w, B H KZ2135% & K Z145 % w/wifl sofosbuvir. 78 HAth 52 i 77
R TR A A SRS RAI10%w/w, KEI15%w/w, K120 % w/w, K£125%w/w, K#]
30%w/w, K135 %w/w, KZJ145%w/w, KZ150%w/w, KZ155% w/w, KZ160%w/w, K£165%
w/w, BURZIT0% w/w, BLKZ)75 % w/wit)sofosbuvir . fE— M ESL i TR, friAZg A4
W& K140 % w/wi]sofosbuvir,

[0108]  C.4HKL

[0109]  MRHEAS R BH R AL 25 5 AH A Wil i R VIR SR 25 o IR AR R B R A1 A 55 8144 43 1
VI Zj 52 1A, HoR AR A B & A AR SCAT IR [ Led ipasvir Fl—FREk 2 Fhzh 2% a4
SR B A, ELFE (AN R TP ek (] A A T 7R AR 7 70, 0 A 4 T TR K VA VURT 22 o
ALV T AZIB ) BV ) AR T )R A ) B e R AR A X PR A
Wy A i 225 S50 AR BT Fa RN ) 77 322 30T 1) & (S WA a0 8 B & IR 2 4% 42 15, Mace Publishing
Co.,Philadelphia,PA, s 17k (1985) ; FIFLACHIZG %% ,Marcel Dekker,Inc. ZE3fik
(G.S.Banker&C.T.Rhodes,Eds.)) .

[0110]  ZG22ZH AW m] LA S B 2 A& T IRGS 24 . 4 2 mll il 3 7 7 S S5 kAT A —
ML, Lledipasvir A I 2o 78 ) — D SEH 7 224, 1% 7 75028 He il v o 7E 1l %% A
FE AR SCFAR 1) ] A 0 243 232 2EL A T 356 T ol 2 0 i e T A R AR RE R/ B AR A P L B4 T
PLAE B HE A7) /NS AR E At 25 25 0 20 o AR E RS BRI, e mT DL A | 2= [ 44
BORARI R TR (0 b 5 R HAE s PR 7 BT B AR B A o

01111  Zg222H AT A G BB BRI o “SR BRI ) S T N 7E AR N T K iy — Bt
[i7) P SN RE FELYR T 2 D ) — Pl 300 5 T “SRRE il 7R AR v SRR N TR ) — B [ py R
OB TRORTT 25D — P50 o 45— L4500 N SUBE IR P AT A, TR IR TT 29 AN AE 1L 3
PR TSR s (B0 ) IR A — MR B S 7 R, 255 S I R T SRl 7
[0112] 252220 A W0 WAL 3 25 27 ARG a0 AR BE 1) S R B 7510V XEL 78 70) L BIIRE 70 g ) i e
FIN AR A G & A AR — B SC B E AR SR T T R U2 2 1 AW R
SRR, 1% 7 7P AN, 7] ok O A AR R A B R AT A AR DA IR 78 B B 11
JR S AR 5 AT i AR AE A — BN T) 1A 1) G2 B A P o 4810 4 P A ASE P P 1) SE 38 A A 2 e
JIE TR H el B A T R H VSR B S A

[0113]  FE—ASEi Ty B, 5 H AV S 1E B HE R A A4 3R 7T R4ihE . it
T 65 e 7K ) LR S FLRE — /K & B R I S 41 4 25 L vk s =il IR S A e IR 4
A R AL FRRE o

[0114] 75— ALt s b, i A A A G I —KEW, Fid A — KA EN
H K91 % 2 KZ150 %w/w, B H KL% 2K L0145 %w/w, B H K215% 2 K140 %w/w, B H
KAI5% B KLI35%w/w, B K21 % B K4925%w/w, BUE KZ110% F KZ120% w/wo 7E4:
SEMI ST =, IR AL — KA N R L5 % w/w, KZI10%w/w, KZ) 15%w/w, KZ120%
w/w, K225 % w/w, KLI30%w/w, KZI135%w/w, K£140 %w/w, K245 % w/w, B K 2150 Y% w/
wo 1E 75— MR B SE i 7 R, BTk AL — K G & K 2)16.5% w/w.

[01158]  HAE L T B, A H EMA G URA AR, TR R A A RZENA K
Y5 1% % KZ40 % w/w, BLE KL% 5 K Z135% w/w, B KZ11% 2 K 249125 % w/w, BLE K
Y15% 2 KZ125%w/w, B KZ110% &K 24125 %w/w, BLE K2)115% 5 K2120% w/w. £E5F
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SEMI LT 9, TR R A = E N RKLI5%, BIRL10% , UK Z115% , R £120% ,
BUK2125% , BUKZ30% , BUK 2935 % , BUK 4140 Yow/wo £ 3 — NMRFE Lt 7 B, Bk
AR 4RI EN18%w/w.

[0116]  fEHALSZHE Ty 2 rp , 2522 4 S 75 0% 1 FH A8 O TR R A 4 20N L 28 SR 4 B TRl
SR YRR OOPE RIS L TR R A R B S W A e AT 2 A 2 R L F) i A
o

[0117]  fERLECSLE T R, 2 H AW AS SR T A 4k 2000, i S O B B 4 4
R ENH KA1 % 2 KLA20%w/w, BUH K2)1% 2 RLAI15%w/w, BLH KZ11% £ K4
10%w/w, B H K291 % 2 RZI8%w/w, B H KZ12% 2 KL18% w/w. {E4F FBSELHE 7 e, frid
TEIRR P R A AN B KA1 %, 8K 213 % , BUK 296 % , BUKZ18% , BUK£910% , BLK
2113% , BUKLIL5 % w/wo /E 75— Mr g SKH 7 29, BTk s R R R A 4 20 &8 R4
5%Ww/Wo

[0118]  fE A SCE 7 Erp , 5 AW & 0% B B IR AR S AEE VI S TE R e AT AR
Y e eAT I AL A 2 R 2L A Bl 571

[0119]  FEHASKHE T B, 25 H AWM AS Btk A AurE, Frid iR iE — Ak E 8 E
KZJ0.1% 2 K215 %w/w, BLH K20, 1% 2 KL14.5%w/w, BUEH KZ0.1% 2 K4 %w/w,
B K290.5% % K295.0%w/w, 8L K210.5% 5 K213 % w/w, BLE KZ10.5% 2 K4 2%
w/w, BUH KZ10.5% 2 KA1, 5%w/wo fEHRFIE SEt /7 8P, Iirid B A4 — b e & K4
0.1%w/w,0.5%w/w,0.75%w/w,1.25%w/w,1.5%w/w,8%2%w/w.{E B — A EF & Lt 7 &
W, BT AR SR RE R & K201 Y% w/wo

[0120] 7R A SEHE T R, 55 H AV 5 1% B H A IRERES Bl R EE 88 R & e L il T
R & o B R R R 8 0 B e AT 4 A 2E R 2L O 7)o

[0121]  7EHARSZIE T Rvh, 20 A ST R ER ., PRl IR BEI & H K£90.1%
B RLI3%w/w, B H KL0.1% 2 KZ412.5%w/w, BLH K20.5% £ K413 %w/w, 8L H K%
0.5% % KZA12.5%w/w, B H KZ10.5% % KL12%w/w, B KA1 % 2 KL43%w/w, B H K
291% B KLI2% w/w AERF B S 7 P, T iR BE IR R BE Y & 9 K290 1% , BUK£90.5% , BY
KL%, BUKZI2% , BLKZI2.5% , BUKZ13 % w/wo £E 5 — /MR 58 52 J7 22 v, ok 1 I 1%
BEME N KL .5%w/ W,

[0122]  fE—/ SRy &, A H A5 Fa) K2130% 2 K250 % w/witsofosbuvir il
b) K#15% 2 K135 % w/ w5 Ledipasvir AR 5 £ — A FHISSLIE 7 0, BTk
HAEWY A Ea) KZ140%w/witlsofosbuvirFib) KZ118%w/wi &4 1edipasvir i [E 44 7B
Yo BAE S — AR B SEHE T S, TR A Wie B fra) RE415% 2 R24125% w/wilhi—7K
H W, b) KLI5% 2 K225 % w/ Wil AR 4E 3R, ¢) K21 % B RAI10% w/w AR F FL 4 4
#,d) KZ10.5% 2 K213 %w/wiiik A0 RE, fle) KZ10.1% £ K4 3% w/will [gER 85 . 7
AL B, B A Era) K2140%w/w sofosbuvir, b) KZ18%w/widg
ledipasvirfJ [R5 F, c) KL116.5%w/ Wil BE—KEW),d) KLI18%w/wilin A 4E % ,e)
KL15 % w/ WAL IR R B AT 4 25, ©) K21 Y%w/ WA AR, Filg) K21 .5% w/whill Jl5 R 8%
[0123]  3.2454p75) 7Y

[0124]  AJREHFRHE T 7 A ALFSR S, A5 A SCREIA B 25 22 20 A B Y o A R BRI )

14



CN 105748499 B w Bg B 11/54 T

BT PT AT AR AR AL B SR B AN 52 B IR ME 25 AR 52 ma (1 778 o F 7R3 AT an i
FIr 3 ] s AR i 771) o AE R LE ST Ty 2, ) A e A AR o e AR AT FH T PR DG R A
A A I TR R R e RS A IR A AR AN SR T B, R AR ER O
B ALK

[0125]  J 5 AT il Bl B SR BROAUZE v ) — MR U, B8 )2 1 R 2 5 2 ) 1 B3 2 R TR A 1
MRS (Bl ledipasvirflsofosbuvir) o A 1 il & B2 5l s 0107 2 AR E AR T 308
A BB F0IE -8 R o 3R A DL HH BRI T R 40 5 SR SR 32 ks DA A
PRI SRR A A — RS AL ) 2 2 B8 T2 o AL M5 ks B 9NV PR R 20 R L — A 32 il R
H A%

[0126] XUz A S AEAF ZHE R (Rl ledipasvirMlsofosbuvir) , Al I filis 7
HHIB A — MG (Rl ledipasvir) VRSP Hl R — & A % = ANTE PER 2 (E]
sofosbuvir) FMAHEM MRS VIR AT G125 R TP R4 — MEEW), R a1 5 MR
BN 2 ARG IR AP 58 B3k i S B 2 B2 A — A
TR

[0127]  FE—ASkhE Ty ZHh, il Era) KE4130% 2 KZ150%w/w sofosbuvirMib) K]
10% 2 KZJ40%w/wi A ledipasvir (I FEAE 7 B 7 — DM AHIRSEE T B, ol &ra) K
2140 %w/w sofosbuvirfiib) KZj18% w/ w4 ledipasvir B EAE 9 5 - 4F B — AL i 77
2, AR Era) KZ1300mg & K Z1500mg sofosbuvirfilb) K#)50mgE 130mg ledipasvirs
E S — iy, 5 Sa) KZ1400mg sofosbuvirfilb) K#190mg ledipasvir.fE—
MR T B, A AR Fra) K295% 2 K 2925 % w/wilBE— KG9 ,b) K£15% 2 K4
25%w/ Wil A 4E 25, ¢) RZI1% B RKLI10% w/wAS R LA 4140, d) KZ10.5% £ K4
3% w/ Wi AR, Flle) K290 1% 2 KZ3 % w/wiill JE IR 8% .

[0128]  YE-—SUszjifiJy b, AN SCRTIA I 24 24 40 A W i) i A7 57 S B 25 P 57 L o R “ BT
AL B “Hg MR Y e R iE A AR v B0 B T N SIS R RN A R 2L sh A B ) EE R
KL, BEAS AL B A G v SR P AR UG T ORI TS S TS YR S E S B 2 S R
(ol an B L) oA E I8 L2 25 A AT 45 24 o AE— S8 S 7 S8, BRI = A7
YA B 3mgH2g ledipasvir fEHARSLHET 2, Z3WH1 AL 5 A B K2)3mg %2 K 4360 mg,
oK 29 10mg 2 K £1200mg , B K 29 10mg & K Z150mg , B K £120mg £ K %) 40mg , B K £125mg &
K#)35mg , B K £)40mg %2 K £)140mg , B K £150mg %2 K £)130mg , BUK £)60mg 22 K £9120mg , B,
KL)T0mg % K #)110mg, B K Z)180mg % K £)100mg - 7E455 € SE 7 =1, 2975 85 K4
40mg , B K £)45mg, BUK 4 50mg , B K £)55mg , BUK £760mg , BiK £70mg , Bk £980mg , B K
£5100mg , B K £7120mg , B K £9140mg , BUK £9160mg , B K 29 180mg , BiK £)200mg , BLK £
220mg ledipasvir.fE B—"MEFESLHE T R, AR A& H KZ90mg ledipasvir. F7E
T AR LT R, YR S K2)30mg ledipasvir,

[0129]  7E HAhSZHE Ty S, 4R & A7 3 K Img 2 K %3g sofosbuvir. £E H A SE i
J7 R, RIS H KL Img 2K £9800mg , B K £7100mg 22 K £)700mg , B A £1200mg 5
K#1600mg , B K £)300mg 2 K £1500mg , B K £1350mg 42 K £450mg  sofosbuvir. 7E4EE L i
&, 2R RS K Z)50mg , BUK £ 100mg , B K 29 150mg , Bk £1200mg , 5K £1250mg ,
B K 21300mg , 3K £1350mg , B K £9450mg , BLUK £1500mg , YK £9550mg , B K £600mg , B K
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£1650mg , B K Z)700mg , B K %) 750mg, B A ZJ800sofosbuvir . 7E 53— M B SEjit /7 =,
ZIWH & K Z1400mg sofosbuvir o fH A& N M i ledipasvirfll/BsofosbuvirsZfr 45
9 I E H IR AR IR AR S R RGN TR A 2 10 2 PR 4 A AL A S
FERHE T A ) 98 A A 0% A4 E R R I NREIR ) P LR i S S Rk

[0130]  fE— AN Ll T B, AW FI AL S A K2400mg sofosbuvir K #]90mg
ledipasvir,

[0131]  FE—ASLHTT S, 25 H B WIEUE 25107 L B 77075 A R 2990mg il 78 [F] 44 73 1
YAk ledipasvir CLHP R G ledipasvirfJEEHIA1: 1) - KZ1400mg & 14
sofosbuvir. &= NH KZ15% 2 KZ125 %w/wit) AN — K EWY &2 NE KL5% £ K4
25%w/wit) i A 4E 2 & BN A KA1% 2 RA910%w/ wi SR R A 4. 2N H
REJ0.5% R LAI3 % w/wit) AR AL RER & &N H R0, 1% B RL3%w/w KRR
B AE ST B, TR IR AWt L IR Y

[0132]  7F HAMSEHE T S , A SCHTIR I 2552 1 51 2905 B B R 7113 A 11 [ 25 1) -2454)
FHEAEH AE—MHICSET T S, 22 51 20 B R ) S BRI HING 7 & A i 2
Y-Zi M EAE AL S — DL T B, R SCHR I 25 H A 29 B R A %
EEMHH EBEATE BRI TERINGNGTEI A 4525,

[0133] 4. fF T

[0134] APk ledipasvirMsofosbuvi e[ 44 75 2552 4L G W) 2950 B A0
AR H &I kg 25 T A W E (HCV) B 35 o fE— AN SEJE T B, Brid &
FaeNo

[0135]  [tHfledipasvir O IE B FE SR 5 25 ) B e M AE - P BB &,
ledipasvir FlsofosbuvirfJBEASVRI7 IF R E R EWER A, & sofosbuvirfll
ledipasvirf 2522 5L 2 B FERY) .

[0136]  fE—2Lsfi )y 22 rh , B HAL ST 1 BRI &2 £ — 205, Irid A 54
TEARUE A1 995 N 25 25 I8 I I8 B B AT 22 888, LU AS & AR 1119 A 25 29 ) 1 58 0k 2 8 2R AS
HE25% , AL 2096, 1526 310 %6 o I 2% 5 A] A6 U N Caax s AUC1as  BRAUCing o £ 2277
I, 25 Z3E UG VY = B — /N AT

[0137]  fE—NSEjE )y R, AUk ) 1edipasvirflsofosbuvir i) [ 44 7 58 . 25 5 A
B W2 TN RN A A R0R T SRR B T HCV R e R 3 L R DR R 2HCOV s e s FE IR 7Y 3
HCVE e i FE DR AL AHCV IR e 8 2  J5E (K FR SHCVIEK e £ 3 A1 /B K UG HCY e sR i —
B Bl AE— N SEHE T R, A TR Ledipasvir Mlsofosbuvi i [F 449 B 252440
EW) IR ] B RETT R R A T HOV IR e J 3, A FE SR R A 1afl /B R A b 71
WALty =, AR R Ledipasvirfllsofosbuvir i B4R HU 25224 S50 . 258
SRRy S AT A Ra T7 R R B 2HOV I e J8 3, AR L PR Y 20 JEPR A 2, FE DRI Y 2 A1/ B
RAI2d o £E i — A2 7 Bvp , A SCTid ) ledipasvir Flsofosbuvir i) [FE &5 Bl 252
HAW) 2NN A G067 JE K B SHCV I e (B 3, L FEFL R 1 3a  FE K R 3b  JE [A]
HU3c LAY 3d  JE DR Y Be Al /BUE R Y 3F o 7 5 — N SETE 7 S, A SCHTiR I ledipasvir Al
sofosbuvirff [l 4458 25 1A 23R AR AT A 206 T S R B 4HC VIR gL J 3
AFEIE N A da  FE K T ab  FE R B 4c R R T 4d  FE K Tl de (FEDR YA R R B 4g  FE R B 4h
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FERI AT /BRI A 5 o AE S — AR TT B, AUk Ledipasvir flsofosbuyirff[#
15 TV 25 S A 29 W R AR AR T R DR BB HCOV I gL i 2, B RE R R A Ba .
TE 73— AL T P, AR Ledipasvirfisofosbuvi v [R5 80 22 1 G4 24
WIS AN 7] B R0R T AR R B 6HCV I G J 3, AL R 2 R A 6a o 7E — N SEJiE 7 2P, FTid 4
Gz FE R, B BATIA T B 2 D8 B R G 24 R ARAR S5 %8

[0138]  7E-—LLSEyJ7 B, AR LTk ledipasvirflsofosbuvir [ 44 7581 25574
A 2R B IR AT B n 2, B RT S — PER 22 PR THCVIRTE 9T 250 (I 2nHCV NS3
B B ECHCY NSHBE A B 55 LG 4524, FF8e K 2924 ), K216 Ji B2 K2)12)F
BB 5 AR H A SE T S, Ledipasvirflsofosbuvir ([l 4& 4 #W) 2522 H -5 257
LR FIRI AT PR A 24, tH AT 5 —FhEk 2 Ms T HCVRS IR T 259 (I JHCY  NS3 25 4 BitF 01 1
FIERHCY NSHBER A Bl 411 7)) HK A 45 25, R K224 RIBEE 5, K 2922 A B S 4, K £420 i
BYCSE A0, K218 JE B 50, K216 JE B R, K212 A B R, K210 A B 4T, K Z8 A 8K
B R, K296 JE BT A5, B K 294 JE B 5 o 1% [ - B s 2522 A 25 R0 B RN Rl e
PABRE H — R B H IR EER H — K — AR IR — JE =k — YR B — A Tk 45 2 .

[0139]  FEHAhSZiE Ty b, 75 K204 8 L6 8 A L 12 A B 16 i , 8RR 2020 J&] , BUAE K 2924
Ja, B R4 H L BUE R 254 H, BOIE R 2964 H, BUTE K 20 14F , BUAE K 2 24F 18 B R 42
TEIREE N o

[0140]  FE— ALl B, B H &2 A AE RS 258990mg ledipsvir M400mg
sofosbuvir.fE R —NMSEEHEP, BHANELE Ha) K230% 2 KZ50%w/w
sofosbuvir,b) KZ110% & KZ140 % w/wi A ledipasvir B BEAE DA, c) KZ15% & KY)
25 % w/ WM — KW, d) K215% B KLI25 % w/ Wil S 4E R ,e) KA1 % %2 K4 10%w/w
R LA RN, ©) K20.5% 2 KZI3 % w/wiki ik AL flg) K£490.1 & KZ3%w/
whi JlE BRI 7l

[0141] 78 HoAm SERt 7 S, s Nk B AL o FRAE 7y — AN SETE7 B i AR B8 T il
ko

[0142] 5. BKEVRYT

[0143]  EARSCHER B T72:9 , %5 1EE AT AL 5 — PGy 7 HOV AR I Ath 5 AE 8] Q0IHT VIS L 1)
BT 2T FH o AE— N SEHE T 7, & A B Aty 7 294 0 A E BR i PR s ks — P 2
FhF 2 o s B ALY JHCV NS3ER 1 Il 00 b1 7] o] 260 W I 14700 o 1) £ 24 W HCY
NSHBEE A B AZH BOZ HF BR A1 57 JHCV NSHB S A 1) B AZ 7 B Al 77 JHCV. NSHAHIH 771
TLR-7¥EN 57 5 P g 3 0 1 7) JHCV. TRESH 7] L 25 4K23) 7327 3 o ) AL HA Y6 S THCVI 254
BOIBIT o

[0144] G g HARR UL, Fridk HoAh Y 7 254 ] LAk B HH DA 2504 R 4

[0145] 1) F#Z , BIWIPEGAL [ r IFN-a2b (PEG-Intron) \PEGIL I r IFN-a2a (Pegasys) -
rIFN-a2b (Intron—A) .rIFN-a2a (Roferon-A) . FHi 2 a MOR-22.0PC-18.Alfaferone,
Alfanative.Multiferon.subalin) E&aFIZE (Infergen) . FIZEa-nl Wellferon) .+
MZa-n3 (Alferon) . FIZE-B (Avonex DL-8234) . & - » (w DUROS.Biomed 510) «
albinterferona—2b (Albuferon) « IFNa—-2bXL.BLX-883 (Locteron) \DA-3021 HE AL FIL &
a-2b (AVI-005) \PEG-T-5 ## (PEG-Infergen) \PEGIL I T-HhZEA-1 (PEGILIK) TL-29) Fl
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beleronfon;

[0146]  2) Jp5 F M K H 2B, ) %l 25 M (Rebetol  Copegus) Mlitaribavirin
(Viramidine) ;

[0147]  3) HCV NS3 & (A B4 1771 , 491 fu1 i 37 B 3 (SCH-503034, SCH-7) JHrhi 35 (VX-
950) . TMC435350.BI-1335.BI-1230 . MK-7009.VBY-376.VX-500.GS-9256, GS-9451.BMS-
605339 .PHX-1766.AS-101.YH-5258.,YH5530.YH5531 . ABT-450. ACH-1625,ITMN-191,
MK5172 MK6325FIMK2748

[0148]  4) a—7i] 2] B 1 B L4550 , 45 40 78 X = (MX-3253) L KAE FEE AIUT-231B,

[0149]  5) {524, fil fllemericasan (IDN-6556) \ME-3738.GS-9450 (LB-84451) \silibilin
FIMi toQ;

[0150]  6) HCV NSHBIE A 1) 4% 1 B B R #1577 , 4 IR 1626 \R7128 (R4048) . IDX184 .
IDX-102.BCX-4678.valopicitabine (N\M-283) \MK-0608F1INX-189 (B FKBMS986094) ;

[0151]  7) HCV NS5BEE A (1K) AE 4% HF #0561 55) , 45 i PF-868554 . VCH-759 . VCH-916 . JTK-
652 .MK-3281.GS-9190.VBY-708.VCH-222.A848837 . ANA-598..GL60667 . GL59728.A-63890.
A-48773.A-48547.BC-2329.VCH-796 (nesbuvir) .GSK625433, BILN-1941.XTL-2125.ABT-
072.ABT-333.GS-9669 . PSI-7792F1GS-9190;

[0152] ) HCV NS5A4IHI 5, % 1AZD-2836 (A-831) .BMS-790052.ACH-3102,ACH-2928 .
MK8325 .MK4882 MK8742 ,PST-461 . IDX719.ABT-267 FI1A-689 ;

[0153] Q) TLR-7¥#4Zh 7 , 9] ik e B4 L 8524 .GS-9524 ,ANA-773,ANA-975 ,AZD-8848
(DSP-3025) FISM-360320

[0154]  10) SEERER [ 40057, 46 ZIDEBI0-025, SCY-635FINIMS1 1 ;

[0155]  11) HCV IRESHIHIF], 5 4IMCI-067 ;

[0156]  12) Z54XE) f724 858 75, B 4IBAS-100, SPT-452 .PF-4194477 . TMC-41629.GS-9350
GS-9585 M1 T 4L F 2% ; Fll

[0157]  13) HAth¥&yTHCVEI 2540, ol an iR Z ol (H 384l (Zadaxin) ) AW JE4F (Alinea,
NTZ) \BIVN-401 (virostat) \PYN-17 (altirex) KPE02003002.actilon (CPG-10101) . GS-
9525 .KRN-7000.civacir.GI-5005.XTL-6865.BIT225.PTX-111.1TX2865.TT-0331i. ANA
971.NOV-205. tarvacin.EHC-18.VGX-410C.EMZ-702.AVI 4065.BMS-650032, BMS-791325.
B 4 BT JMDX-1106 (ONO-4538) \0Oglufanide fIVX-497 (merimepodib) »

[0158]  BE SN EAR K UL, ARG ITT 23] 5 — A B2 AN 1% B HHCV NS5BER [ B 4101 il 771
(ABT-072FIABT-333) JHCV NS5AHIHI5 (ACH-3102FIACH-2928) FIHCV NS3 2% (1 B4 il 751)
(ABT-450FIACH-125) 4H s I¥ 4H 1Ak A I F

[0159]  7£ 55— AL Ty 2, S A SCRTIAR B 25 24 2 A W IR 7 29 mT DA 2 5 AR L
BTk (6 2 22 20 G- 0k s B Va7 IR AT 25 o B 0, 5 48 SR ak 1) 25 25 40 5 P ik
(RIYETT 200 AT LU T2 o 2 M 2B NS 3 B 1 a1 1] 571 ANSHB AR A Bl 4T 751 a— AR
PR EF IS L 3 79 ORI 285 JHCV ) AR AZ 7 410 1 551 R0 At v T HCV I 254

[0160]  £E 55— ANSEHE T &9, 5 AR SCHTIR 1) 252 41 & Wk I HAh e 7 292 5 e
I 75, AL HEA A0 AEW02013/185093 HR 24 FF [ — R i B 2 (3 I 571 AR PR ) P sie 440 43k 5
H BL AL SR e AT ST AR S A B ST AR SRR A A R A AL A -
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[0161]

,\s. 2 '} §
{){: Hs-\:H e (}\ ™
P
5N Y S
P T
N /{\i ~~:‘I< ,\r}ww.{‘\ &
P A
. b 2

[0162] £ 5 —ANSEHE T S, S5 A8 SCRTIA 1) 24 22 2 A WD Bk FH IR oAt Y5 97 2549) =& HCV NS5B
ARG AEZ AT 051575 o FE PR ) P S G AL S IE (R BTid) .

[0163]  HoAty AT 15 A SCHR AL ) 20 S V0K FH I HTHCVZ P ) SE 5] S H AR T- LA -

[0164] A, TR, BIWIPEGAL T TFN-a2b (PEG-Tntron) \PEGHL [T TFN-a2a (Pegasys) «
rIFN-a2b (Intron—A) .rIFN-a2a (Roferon-A) .+t 2 a MOR-22.0PC-18.Alfaferone,
Alfanative.Multiferon.subalin) \E-& L& (interferon alfacon—1) (Infergen) .+
M ZFa-n1 (Wellferon) . T Ea-n3 (Alferon) « TFE 2B (Avonex.DL-8234) . T FE-w
(w DUROS\Biomed 510) \albinterferona—2b (Albuferon) - IFNaXL.BLX-883 (Locteron) «
DA-3021 M AL TP FKa-2b (AVI-005) PEG-T-5 7 (PEG-Tnfergen) \PEGILII T- L HE A (PEG
I TL-29) Bibeleronfon. IFNa-2b XL.rIFNa—2a.E &+ Za (consensus IFNa) ., FE
(infergen) .rebif PEGALHY INF-B. kT4t ZFa.feron.reaferon.intermax a.r—INF-BF
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T (infergen) +actimmuneribavirinFREEE S, Bl firebetol .copogus. VX-497
Miviramidine (taribavirin) ;

[0165]  B.NSHAfIHIF, 40, (AHB (T i) A EWIC (k) JABT-267  MAHID (Fid) |
JNJ-47910382.daclatasvir (BMS-790052) \ABT-267 MK-8742.EDP-239. IDX-719.PPI-
668.GSK-2336805.ACH-3102.A-831.A-689.AZD-2836 (A-831) » AZD-7295 (A-689) FIBMS-
790052

[0166]  C.NSB5ZEA B 7, Gl AL & HE (F k) L EWF (T k) JABT-333 LA 4G (T
IR JABT-072. 4L &1 (F &) tegobuvir (GS-9190) .GS-9669.TMC647055. setrobuvir
(ANA-598) .AEF|4i 35 (PF-868554) \VX-222.1DX-375.1DX-184.IDX-102., BI-207127.
valopicitabine (N\M-283) \PSI-6130 (R1656) \PSI-7851.BCX-4678.nesbuvir (HCV-796) .
BILB 1941.MK-0608.NM-107.R7128.VCH-759.GSK625433 . XTL-2125, VCH-916.JTK-652.
MK-3281 . VBY-708.A848837.GL59728 .A-63890 .A-48773. A-48547 .BC-2329.BMS-791325F/
BILB-1941;

[0167]  D.NS3&& [H B &5, 4 b 5 T AL A W T A A PIK ABT-450 A WL (R A) |
simeprevir (TMC-435) . ¥ 55 (SCH-503034) vnarlaprevir (SCH-900518) .vaniprevir
(MK-7009) MK-5172. #5335 (ITMN-191) \sovaprevir (ACH-1625) .neceprevir (ACH-
2684) .Telaprevir (VX-950) .VX-813.VX-500.faldaprevir (BI-201335) .asunaprevir
(BMS-650032) \BMS—605339.,VBY-376,PHX-1766.YH5531 \BILN-2065F1BILN-2061 ;

[0168]  E.a—%] %] 7 LA 61550, 4100 08 3 B =h (MK-3253) OKAE Z1 BEFIUT-231B;

[0169]  F.{%AFZ4, BT TDN-6556 ME 3738.Mi toQFILB-84451 ;

[0170]  G.HCVHYAEAZ H #H7) , B o< R AT AR W) R -1, 2, 4-WE R AT AR W) AL O 2t
P AT s A

[0171]  H. HAPFTHCVZ Y, Bl H A A 75 Je 45 (alinea) \BIVN-401 (virostat) «
DEBI0-025.VGX-410C.EMZ-702.AVI 4065 .24 ¥ 5. oglufanide .PYN-17,
KPE02003002.actilon (CPG-10101) \KRN-7000.civacir.GI-5005.ANA-975.XTL-6865. ANA
971 .NOV-205.tarvacin EHC-18FINIM811 .,

[0172]  fL A WIBANSSAMIHIF, I LA S L2 G5 M RO -

0]

[0173]

[0174]

[0175]
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[0176] AL S HIDRNSHAMF, I A N LA EE R -

[0177] X MQ}‘O/ “WQ H

[0178] 2 W3 L HAF52013/0102525 K H: 5| FIf 225 S0k .
[0179]  {LAWIBAENSSB Thumb TTEE A BEHIHIF, @i PA NI 2E LS /R R

[0180]
(01811 {L A WP & By IEHCY. NSSBER & B 1 il o 23 RNASE il X A 411 il 71U i 247, 3
NN A S e
N ®
}O‘ S <, | i
[0182] r— o0k 0 g NTTNH,
o .HN[,,'P[ \ :
4> 0w _%; Q
[0183] (LA WIGENCVIR Al 77, St BL T P S5 2R
Ox
[0184]

[0185] 2 I 2E [ LF A FF52013/0102525 % 5| FHI S5 SCilik
[0186] Ak & WIHAEHCVER A BF A il 7], i DA A 25 45 M R0 -

[0187]

[0188] 2 25 [H & FI| A - 52013/0102525 K H: 5| K 2% S0k
[0189] Ak &W) LZHCVER [ B il 7], Jid DA A 22 45 i R0 -
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[0190]

[0193]

[0194] 2 ZEE L HS8,178,491 K H 5| HIK) 2% 30k
[0195] b A AKREHCV &R (BRI ), i DL N A2 45 iR s -

[0196]

[0197]

[0198]

[0199] 2 25 [H & F A FF52013/0102525 K H: 5| K 2% S0k
[0200]  7E—ANSLif 7 G2 H, S5 AN SCRTIR B 24 2% 20 A W0k I AR IR 7 25 2 HOV NS3 4R
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[ 311 1 751 o =1 IR ) 1 S 80 4 AR AN PR T 38 1 E A AR S AL I AL R — R B2 R L 15
Y

[0201]

Fl

[0202]

[0203]  £F 5y —ASEHt 7 SR, AR K R SR AL T —Fe T NSRBI 7 A A
BE B VIRIT A M E AR SCHTR 2522 20 A R — P ARG T 25— P2 2 L m] 5252 1)
AR BERL , Horh A ¥R 7 25 93% B FHPEGAL I r IFN-a2b . PEGALI¥ r IFN-a2a . r IFN-a2b,
IFNa-2b XL.rIFN-a2a.consensus IFNa,T-&E# (infergen) .FLL locteron AVI-005,
PEG—TF 8 .PEGAL I TEN-B. k3t Fa. feron.reaferon. intermaxa.r—1FN-B., T & H+
FHL & v -1b. IFN- @ FIDUROS.albuferon.rebetol.copegus. A HEFH AR VX497, F = F Ak
A& (taribavirin) \A-831.A-689 .NM-283.valopicitabine .R1626.PSI-6130 (R1656) .
HCV-796 .BILB 1941.MK-0608.NM—-107 \R7128.VCH-759 .PF-868554. GSK625433.XTL-2125.
SCH-503034 (SCH-7) \VX-950 (BFH7IC ) L ITMN-191 .1 BILN-2065MX-3253 (F§ & =) .
UT-231B.IDN-6556 ME 3738.Mi toQ. FILB-84451 2K FEWKIMEAT A R FF-1, 2, 4-1E —IEAT
W) R LT R R ATAEY) . H x4l (zadaxin) M JE4R (alinea) JBIVN-401 (virostat) «
DEBI0-025.VGX-410C.EMZ-7T02.AVI 40654k #47 oglufanide PYN-17 .KPE02003002.
actilon (CPG-10101) \KRN-7000. civacir.GI-5005.ANA-975 (X VOFEA7H5) XTL-6865.
ANA 971 .NOV-205.tarvacin, EHC-18.FINIMS1 14 Ak 4H

[0204]  FAE S — ALy R, AHIE IR T — MK 2, A

[0205] a) AN AEHAEY, KA WAL ARNER FAEREN A S E
ledipasvir; fIFEA N RAKK AL FEsofosbuvirfll

[0206]  b) = ANZHA AW, A S 2 /DA HAhZE B HHIVEE AR L5 HIV 10
B S AR AZ AT 00 57 LTV A% SRl A% 0 il 70) I VIS 86 S AZ 7 BR 40 157 IV B A g 41
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#1571« gp4 11l 751 CXCRAF #1551« gp 1 20401 1 551 . CCROHN T « TP 2 - SE e AL NS3 2.
A TR 471 ) 7] o= 26 R g 14T o1 700 AR B2 W HCV = A 7 0 i 3 R LA Yy THCOVI 2590 12 e
A AR A IR 2

[0207]  Frak HoAth v 7 259 m] DL R I7 AR BRE B AH T VISR 2547 - TR UL, ik Ho A v6 97
29 mT UL VR ITHIVIAL A4, 1 H TV 8 B0 1AL A 4 1T VI 54 S R A E 12 1 F00
FRHI VAU A S i AZ 7 0 1 77) IVl 5 Sy il A R 0| 77) W LT VA 5 B A0 55 g4 1AL 5]
CXCRAHHI 51  gp 1 20411 1l 71 . CCROAI 7). P 2= R EFHE S . NS3E [ B 40161 771 \NS5b
AT H R o8] 20 B T L0550 L AR B 24 S HOVAE R B M il 7 A A v TP HCV I 254
[0208] By E AR UL, BT HARIG T 259 m] LAIE H H DA AR A

[0209] 1) HIVER I BG40, 46t 22 P B 5 s BT FL IR = A2 vb R 5 efib A= V& LR 55 L Al
FEF E LB FARFEIB T B H D EILH B R IE DR IBS s B 55, TMC-
126 . TMC-114. 325 5 %5 (DMP-450) . JE-2147 (AG1776) \AG1859.DG35, L-756423,
R00334649 .KNT-272.DPC-681.DPC-684F1GW640385X . DG17.PPL-100,

[0210]  2) HI VI &% 5% B dF &% & #0470, 8 a0 R 3 F5 4k L oK F AR 4y 5 &
(delaviridine) JKiEFH . SZFH-F LLERBEHEMRY () calanolide A) (il F:
K .GW5634. DPC-083.DPC-961.DPC-963 MIV-150FITMC-120.TMC-278 (R FHK) fKi%:H
£ \BILR 355BS.VRX 840773.UK-453,061 .RDEAS06,

[0211]  3) HI Vi & S B AZ 17 16 55, 49 fn 5% 22 2K o SRt Ao b 38 0 38T wlAth 5 5 L L
flisE  hi oK R BT R F ' 2 R SRR BT R MIV-210$7 78 (£-FTC) . D-
d4FC. SR AV L B Z5UR% L 455 % a8 B B L Bl S IR i) 37 A (AVXT54) (2 1E 2 55 \KP-1461
BT R HA+PK K E BT R F+HK R B+ 2 RE 2 REHFLARE,

[0212]  4) HI Vi i S i i 1 A 7], 460 60 8 VR 48 5 & 5 IR v 4 =5 bt K e+ & A
T E R B AR LR R B i AR VA TR SRR A AR

[0213]  5) HIVEE GBI &I, BN 2R LB RmTEM W ER W ERTEY.3,5- =
DINPHERE 2 IR L 3, 5 WNMEBEZE T ERATAEW) L SRS SRR L SR =R IR AT AW S nME R 2K 2,
e WA 8 2 2 TR AT A 70 T TR T T A A0 o 1) % e Tl 8 A IV FRUAYT AR 4 W i e 3% W
FEATAEN . S-1360.zintevir (AR-177) \L-870812F1L-870810.MK-0518 (FHHr#% ) BMS—
707035 MK-2048 .BA-011 .BMS-538158.GSK364735C,

[0214]  6) gp4 1457 , 45 40 8L % =5 4 L 75 9% 5 Ik \FBOO6M, TRI-1144 . SPC3.DES6 . 5k [l
gp4l (Locus gp4l) .CovXFIREP 9,

[0215]  7) CXCRA#11I74], %51 4nAMD-070,

[0216]  8) ik A4l 7], 1] WISPO1A, TNX-355,

[0217]  9) gp1 2041155 , 4 AIBMS-488043 FBlockAide/CR,

[0218]  10) GEPDAMINADH— 28 Ak B 4111 1l 77) , 9] 1 % 3= (immunitin) , 10) CCRA I 71, 5] 1
aplaviroc. 45 i . INCB9471.PRO-140 . INCB15050 ,PF-232798.CCR5mAb004  FIIME 4 4
7

[0219]  11) L&, BIAWIPEGALIK r IFN-a2b . PEGAL Y r IFN-a2a . r IFN-a2b. IFN-a2b XL,
rIFN-a2a . 3L TPt Fa (consensus IFNa) \ FE I FIEL . locteron AVI-005.PEG- T-&
H L PEGHLHIIFN-B, O R FHLZEa.feron.reaferon.intermaxa.r—-IFN-B, FEHE +
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actimmune . F3#LE - © 5DUROS. flalbuferon,

[0220]  12) s E MR, Bl irebetol  copegus. /& HE 5 Ak . VX—497 F R I 35 bk i 44
(taribavirin)

[0221]  13) NSHa#iliffi| 7, 4 21A-831 . A-689 FIBMS-790052,

[0222]  14) NS5bEE & EEIHI5F), B INM-283 . valopicitabine \R1626 .PSI-6130 (R1656) «
HCV-796.BILB 1941 .MK-0608.NM-107.R7128.,VCH-759.PF-868554.GSK625433 FIXTL-
2125,

[0223]  15) NS3E% (1 B4 61157 , 1 fSCH-503034 (SCH-7) \VX-950 (Telaprevir) . ITMN-191
FIBILN-2065,

[0224]  16) a7 %) AR HF I L4161 57) , 491 MK -3253 (28 ¢ ) MIUT-2318,

[0225]  17)fRIFZ5, W1 TDN-6556 ME 3738 MitoQFILB-84451,

[0226]  18) HCVAEAZH #1557 , 91 WiZk H ke BT A 40 2K -1, 2, 418 IRATAE MR R BE TR
ARATEY,

[0227]  19) HAmyE 7 RO 254, 40 H 1541l AEME JE 4R (alinea) \BIVN-401 (virostat) .
DEBI0-025.VGX-410C.EMZ-702.AVI 4065, 4k & i .oglufanide .PYN-17.
KPE02003002.actilon (CPG-10101) \KRN-7000.civacir.GI-5005.ANA-975 (L ¥PFET ) .
XTL-6865.ANA 971 .NOV-205. tarvacin.EHC-18FINIMSI1,

[0228]  20) Z5AXF) f7 2435 7], B WIBAS—100AISPT1452.,20) RNAse  HII #7151 110DN-93
FIODN-112, F1

[0229]  21) HABFTHIVEGHY), 4 E0VGV-1.PA-457 (bevirimat) vampligen HRG214.cytolin.
polymun.VGX-410.KD247 . AMZ 0026.CYT 99007 .A-221HIV.BAY 50-4798.MDX010
(iplimumab) \PBS119.ALG889AIPA-1050040.

[0230]  fE—NSEi Ty R, BT HARIE I 7 2500 2 i EE e o DRt , AR ST IR (1) 77 V2 AR AE 7R
BN TRIT TR 51, B ) BB B 45 25187 A A= R B AAS ST IR V6B 97
HBERZ S HEY) PR B R AL 5 — DL B, W s A5 sofosbuvir
HMledipasvirJ 255 H -GN 29I BB R 725 25 K 2912 J B3R 4 o A2 HAth S 7 270 5 9
B N5 sofosbuvirfllledipasvirff) 22220 &) 25 R A 745 26 K 498 JH B 45
KZ)6 JE B 5T, B K24 B H

[0231] 25 & 21| Bk F AR IR 7 25 W00 DA AR ST o S 7732533047 45 24 9 EL R & AT Bl A4 I
FARN Fade 00, Bk HAh 254 n] DLLARER K290, 01 22 5 22 KA 258 I 245 24
[0232] sty

[0233] 7 DA T &t ] B A i BH A S rp , AR SO S R A4 18 2 ol oA BA TR 3

25



CN 105748499 B

i BB B

22/54 T

[0234]

ACN L

AE TR EH

AP] YRS

AUC WK F AR

AUC b 2 TR AT IR 49 IR BT @ AR- 0 )
2,

it A AUCO-last + (Clast/iz)

AUCs AR ZRE-NTRERENK
JEF @R ) s 4,

BMI REHR

BT REAE

Cl BAER
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[0235]

CL/F BT IR T TR % CLF =
#|#/AUC
Clast iR B R MG R IR
cm JEk
Criax ARIRAE
cP P!
cP J2ih
cv BAER
Dsg ¥ ir
DCF BihbF rdk
DCF HBnsh g R
DCM ZRY R
dL S
DRM ot & A
DSC E ARk
Emax RAAEA
F% A FUR B S
FaSSIF IR A AR
FB B A
FDC lffj‘d:%i:i #
FeSSIF HEARRAE TREMIR
ET 'ﬁ??ﬁ-"f B
g X
GLSM JUETROb SRR
GMR JUAT ¥y
GT ARA
H 2 hr JoEf
HCV P 95
HDPE e /xi%i Lt
HPC BREAgYE
HPLC SRR &
HPMC RY AL E
ICH BRI, AR
IFN FifE
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[0236]

U E R

KF Karl Fischer

kg i

L #

LCT KAk H b = Ag

LDV e84 1, GS-5885, Ledipasvir

LLOD A F IR

LLOQ EEFHR

LOD A TR

g E

nin o

mL 27t

mm Ak

mM 2R

N AR R

n EHH

ng LT

nM WE R

nn EN

°C BRA

D B
PEG & PG | RL %

P-gp R | P-#&g
Pgp

Pl TG BEHI R
PK BRH A F

PLS (5 e 57

PP1 T RAPHI R
PS ¥iiz

PVP KB

PVP/VA EIR YR

Qs EF

RAV i P AA K T F AR
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RBV sk
RH AR A
RNA HAEIR
RSD AT AR A AR £
RT iR
So AR R
SAE PERREHS
SCT 3548 H i = By
SIBLM F e & Fa P BRI et
8IF AR
SLS + IR AR ER A
SOF Sofosbuvir( GS-7977. % M % PSI-7977)
SS-NMR 1] AAg m e
SVR Pl s & R 4
t. B ]
[0237] tin FZH (A8t)
TFA ZALE
Tonax Conax W90 1] ( ULEL A BF ] & )
UPLC 2B 5 RRAR BT
Upper Bt S
Resp Tract
Infx
USP YWy arfe AndE A
Uv b
VRVR Pridk i Sk 1 25
V/F FIo AT AR
wt R w T
XRPD X S E&H RITH
ne L
ul A
pm AR
[0238]  SEjififsil1:E dh A&k Ledipasvirff) ik
[0239] & ZFiIE X ledipasvirfI LA 2 WEE A F 52013/0324740F12013/
0324496 o X P> FF 18 51 A FF AR SCH - DU 2 3 LedipasvirdF di 4 iE B H i 77
%o
[0240]  7E— NN R A I ledipasvir RERVEFIILY (191.4g) F1Z. & (1356g) , iR A
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W& E R IE RIS K ledipasvirf ZIEEREZZ A ZE B— D RS, A4
W B R ZUEFE IR K (T870g) o 7R R Z23°C T N & MK 213093 8 i BN ST M AE R4
40-45C T HRE BB BMEE , A3 B ledipasvirfJAF qb & 14 (146 . 4g,82% 0L ZE) .

[0241]  SCJaf51 2« v 77 i £ AN ]

[0242] A I EIE SR

[0243]  {.Sofosbuvir

[0244]  J 5l FEf sofosbuvir | & & 400mghF H — 1K o Enax PK/PDIEALAIHLHIRG B2 S A
M 2 B FUPE L FF400mg sofosbuvirfifl &, HAh I8 W L FF400mg sofosbuvirf &k
EE]

[0245]  400mg sofosbuvirif|& i sofosbuvir 3 EACH =0T 22IAUC tau A AR P 0 A 7R 0 45
[¥) HCV RNAF AT i KEUR R K A177 % , BLAE A 5 85 - BLEF ST M 26 10 °F 5 Tl sml o 7ES B
Enax P52 1, 7£20 %6 3380 %6 ¢ KRR 3 Rl A (1) B AT AH X 2 PR 32 B - & X &R Ak, 5 T
200mg Fr 7fllfI sofosbuvir®#& 5 & 1A 1200mg [ B 7 & & 2 7 & 1E Y, {8 T 400 mgf5) &
FEHCV RNA [ 28 0048 (1) 08 5 IR0 2 I AE 2 K I B A R, O T 3 v 2 i - B 25 1 28
PG T % 1T AN, o ERAE IR E 3G KK 7R BB e ORI HR I AR 505 1R 2
.

[0246] 4 5 AMHCVIG YT B H 24 AR , 58 H—k200mg 1 FI &= AHLL , B H — K 400mg
sofosbuvir(f & 55 A THCVIR G4 A H AL = SVREZEAT O o TN & 7K P B AL
A MR 52 1 o A , 21 () B PR A 2B 3R HOV I L i N 45 T F: H — 1K 400mg sofosbuvir
HARHCVIG YT, AT ALEZ 3100 % SVR24

[0247]  ii.lLedipasvir

[0248] P 45255 & N =3mg ledipasvirff 434l ,HCV RNA loglOf¥# K HEREAL T3
B % oEnax PK/PDARAY IE 7R 30mg 7 & 45 24 J 1A B 1Y) 2 55 A2 ZE [ B e HOVI B4 A 4 it
T 095 % [ B KU 5 S MR 8 Led ipasvir 2 78 M H IRKINSSA TS ASAR HEAT I 434
WL B 30mg B B £ (1) Ledipasvir ] FEF& AL — LT 30mg ) /1) & o ik IR AL 25 AH 58 R
AR 78 25 0 o BRI, e FE30mg A190mg  1edipasvirfE A SCHEAR B HI 7 57 & .

[0249]  HABHF AR Y1 edipasvirs HARG T AW R, 30mg 7l & BT=33%,11/33;
30mg ledipasvir) THIZHE (BT) 2 (GAE|vRVRSFHCV RNA>EE IR (LLOQ) 9w ARIEE/
LB VRVRI A S ECE) & T 90me ¥ )& BT=12%,9/74;90mg ledipasvir) . KL,
90mg & (1) Ledipasvir ] 43 2B 1L B R I B PURERIE M -

[0250] B.% A Ledipasvirf[E44E9 54

[0251] N 7 il & A TR ) & A sofosbuvirfledipasvirf-S YR AL, B &H
ledipasvir H[EE> S dkiksofosbuvir IS 6l o QA SCRTIR , [ 4443 B i) S 46 J5UR)
AP 2 e ledipasvir, @4E G AR TE 2 JE AR X 3 E AL s S 08 . t T8
WLV T AHDR) ) S A P E RN 2 55 Led i pasvi vl 25 i 7 TR RS L 0 R B8 7, Kk
X H T ledipasvirffEE i b 442 5 .

[0252] 5L T il T VA AH L L W55 55 Tk [ 44 43 OV I D7 1R PT 45 B B A A TR R 1, £
FE UG 35 AR N AR AN LA R A P2 68 F1/3 g B

[0253] @I ¥sledipasvir A EHTE FIALY)ATER S V0V T 3ERHE 7 vh ke i 45 55 25 -5 3R}
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VTR AT R ZIR A B DL S 2 A D R
[0254] Sy 145 B [E & 73 B RO DL I B 1 KL AN R R &9 . E B F RLR S B R e
FP - 24 2% R R 4 T 31 4 3 B 1) SR B K 76 43 (V) R P 3 R 2k o
[0255] 5 SEARAR VA A A e TR AIURG PR VP A ERA TR LG 3% B0 B VA 7 LB AR R
S L (OCM) SR I B 1T HE M TE (ledipasviriafgE>500mg/mL) o Al 2,8 F13E: T-DOM
BERMik W 1A% TG, 28— RPN TR DR HEAT 8 28 TR R 2B T8 T 25
Fa iV X TR FIYA R AT 15 L ed i pasvir AL 58 4k B s v H
[0256]  fE%5 B8 V8 [l A0 155 55 4 Y I (49-70°C) N M L BEME T 5 T 3R A5 s Ul
(88 90.92.94.95.97.98.99%) , HAEW Z5 T4 = h oA PR B AR o DO 5515 7] 3R 15
60% .78 % F44 % MUK Z , Ml & 2, ledipasvir 5L 4EEHLL 241 : 110 ledipasvir [&4k
) (50 Y% w/w) 76 L BEERNA W BA R IFr i e .
[0257]  fif B4kt F2 K i 46 10 % Ledipasvir R ERVA AL A0 % JL R 4EFR Y 2 B W
FRHE30 % (19 B 44 9 27 AT M &, Led i pasvir: L5 SE R 2, B VA VR RS BE/R AR (~65¢P) .
[0258] A FH T AN R AR 3 I8 B — AN R I M SE AT B 55 T8 . R 1 ZIHE 1 100g-4000g & 208}
VST FHAnhydro MS35M% 55 T 88 AT VEAG BT (M1 25 T T 2340, K2R 178 FIW
JEMTHE (8% 2 T L 2S8R AR R R A 2 % K (10-14um P 3PS) , I H A3 AR =i
W% 223 B K LA T W 5 S A R AR 8 A R o 33 AT VR B AR It TR I IR A2
[0259] 1.4 AP NMBAABTHE T Anhydro MS35M5 55 T2 Ll Ledipasvirli % TS
#
[0260]

S5 W1 502 53 354

e () 100 250 250 4000

[l 44 %6 20 20 20 20

BEEHE S (mL/min) 30 40 40 40

M55 25 W55 (mm) 1.0 1.0 1.2 1.2

W < (kg/hr) 6.0 6.0 6.0 6.0

Wi 55 %= i (kg/hr) 35.0 35.0 35.0 35.0

AR (CC) 125 165 165 165

R A (C) 70 73 72 76

PS dio/dso/dso/F3ME (um) | 4/9/18/10 | 5/10/20/12 | 5/10/19/11 | 6/12/22/14

155 % S5 LOD (%) 5.56 4.86 4.29 3.42
[0261] K2 AF H— AN EBTMEK) Ledipasvirbi 55 T-EESH0K) 24
[0262]

S R

LR () 200

[l 44 9% 20

BERLEE (kg/hr) 178

HRLE 77 (bar) 52

AR ('C) 158
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HOE R (C) 65
PS dio/dso/doo/ - 3{H (um) 3/14/34
5% %5 J5LOD (%) 0.6

[0263]  HHLIER PEIR T, BFEBE 5 T 5E F B A E 1edipasvir B ERVE AL 5% E 0 A
B AT AE60°C T 1K 55 T 3 [0 R 22 Bk o /N AR A 7= Al ZEFE 8 v 4 6 TR
BV, T A8 P SCHE A T B ATLE 0 T o T2 B (LOD) i b B M A 12 I PR T K, B
Gl @ Karl Fischerii 4T HHIA -

[0264]  j@ It 6 /N 05 (BUREORFIRA8/INGF) 5 R B 1) 2 BE R AR 2K T TCHEE ' Ji I 19
0.5%w/wo THR4E R ZBE &2 80.08 % w/w, 5% 8 I T N0.002% , R SE IR TR TS
B DL BRR BE VA 7 o

[0265]  C. v 7 il #&

[0266] .82 fr

[0267]  Ledipasvir: 3B 4EREFE A& 7550 (1:1) 2@ AE LBEH VA ledipasvir FIFLE
LR , SR 5K TR A Ve 25 gk il ) o 5 55 T8 1Y) Led i pasvir : 3L SR YR ER[E 14 4 BB AE
FoA TS P IHEAT T 5 F ledipasvirB R dn iR 4 2 T Ssofosbuvir M4 EHE
G B UME TR A3 5] ] DT R A BOR LT filh T2 IR A filki2 — A~ 2 0 1%
L&, ARG YE A SRR 2 AL, B R P A RN VR A 75— o L8 il i
AL G — TR R U FIRTE 7 J0VR A 5 38 T2 1A A 4 EE fk 22 Jr 7k
J o AN B PR LR A AL ) 77 2 LA T B ) R 3R 4

[0268] 3. A[RIIHE 7 E & Sofosbuvir/Ledipasvirdk T4 Gk Fr i AR 4

]l

[0269]
PR Y wiw K
Sofosbuvir 50.00 40.00 36.36 33.33
Ledipasvir: 2 R 48 57 B A 4K
A (L) 22.50 18.00 16.36 15.00
AB—R B 6.67 16.33 23.19 26.11
Mantt gk 3.33 8.17 11.60 13.05
RIEA TR RN 2.50 2.50 2.50 2.50
LA 1.00 1.00 1.00 1.00
B R B4R 0.75 0.75 0.5 0.75
Bikash
b 10.00 10.00 5.00 5.00
RBEA T RAUg e F4n 2.50 2.50 2.50 2.50
RS BRAE 0.75 0.75 0.75 0.75
BAEE (mg) 800 1000 1100 1200
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[0270]  #4.Sofosbuvir/LedipasvirdLig & COUIHE) A 7R AR 3R P 2H il <2 9
[0271]

.o e

HLA, g‘;/“ AR % wiw ki mg/ K
Sofosbuvir 80 40 400
ek 6 3 30
A — Kok 6 3 30

Sofosbuvir H | WA T AU HE |

LS4k o 4 2 20
Z R 3 1.5 15
ARG B4R 1 0.5 5
Hore iy Bt 100 50 500

[0272]

Ledipasvir: 3t 4
B B el 42.4 18 180
g 43.5 18.5 185

Ledipasvir B | KBOATAHET

A Gl 9.4 4 40
ZRAbEE 3.5 1.5 15
S IR 4R 1.2 0.5 5
AAah Gt 100 42.5 425
Phdh ek - 5 50
RWA T A%

kot 4 - 2 20
RSB AE < 0.5 5
Bt - 100 1000

ok ﬁﬁ@& i 3 30
N s o -

[0273]  SRJE7E I b BRSNS T R A o Br3 A E B E 91000mg

[0274] X FIEAT R DA DA PR ARG i o 0K 5 v 7R B S 39 03 %6 o e B0 A ) g 5
CIFBEFEAA NI 2 WKS .

[0275] 5. %A LedipasvirfliSofosbuvir[El A& BUE F 7 AR P2 ol <2 9]

[0276]

D%y YW/ w B & (ng/ F)
Sofosbuvir 40.00 400
Ledipasvir[E &2 54 18.00 180.0

FUE— K& 16.50 165.0

T tan’i N 18.00 180.0

TR LA 4 2 5.00 50.0
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WAk — A ARE 1.00 10.0
Tl JTE PR 1.50 15
Frits S 100.0 1000.0
HENREAT A 3.00 30.0
2tk — -
A S 1030.0

[0277]  {ii.XZEF

[0278] A7 [l 44 73 UL I R SR AT il B oSUZ A Hoh [ R 2 B 5 1edipasvir
Mg tksofosbuvir, AR K7 — 28 T Hl& X2 A, 8l 78 2 8 s g
ledipasvir FILERYERE, S8 GWi % T Z IR A YKl & ledipasvir: FEER 4R (1: 1) [A 4
S W2 TN Ledipasyir: FE R YERR[ENE > UL AR5 A TR as T d— DR B
J& WS TR Ledipasvir s SER4ERRE A 4 U S5 EHE & B ZIR A, SR G £ T
ERIRLET TR VR A 1 ledipasvir Fitki 5 R AMEHE FVE G . 5/ R sofosbuvir 5
BL25 5 8RR A, S8 5 BE TR A 0 FF 78 T3k G R R S5 AR A R AR
sofosbuvirfhi 5K FMEN FR G - & )5 ¥ sofosbuvirky KB A1) 5 Ledipasvirky KR
H R REAZ Bl o S8 G AEAEERT X ZAZ B oS AT K . A ledipasvirflsofosbuvir
(1 [ 44 43 B VD ) A2 B ARR PR S 23 L3R 6 o 7E ML R AR 1, [l 4 4 B & e LEE
i ledipasvir: T EE 4E R .

[0279]  3R6. A ledipasvirMsofosbuvir[E 444 FI XUZ b AR PR 2H Rl S5 451

BA Yo wiw RYyEE
(mg/h)
E1
Sofosbuvir 3334 400.0
A —RK o 5.66 68.0
AL 7.50 90.0
TRV RSB TN 2.00 24.0
g el T 0.50 50.0
[0280)  emaa 1,00 50
y-3)
Ledipasvir & 4534 15.00 180.0
Ko T 15.00 180.0
Mg E 17.00 204.0
RERAR T R4 540 2.50 30.0
BRI ER 4 0.50 6.0
BRE 100.00 1200

[0281]  sLJfif3: Ledipasvir 8259 F | filLedipasvir/Sofosbuvir i FHIPK. Fa & M Al
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[0282]  A.LedipasvirfeZg¥ A I AR
(02831 HEAT T — R IV 2 U B 5 AR L OB 0

I Haa a5 ) s U S SR AN 3 B A (R A 56 5 Pk R o ] 4 0 U 34T 1 LA o
[0284] £ i ik B Wbz THAL 2 (1 KA oy, 353 Uiy B B o 4 2 3K 110770 (4% w/w, 10mg
AR d A IF BB A5 ledipasvir DA ERERI B (5.85%w/w, 10mg D-{EA7 BREL F)
HLAT SR A A FTJEE , v R 11 70280 5 B A7), 45 SR 2 LR T o ok B Wb 3R A2 — ]
RCE IR B E BN 7 W S R IR

[0285]  R7. AR 25 5 Ledipasvirff) P35 (RSD) ZjAB) 71225 %L, 26mg, LLA% KA (n
=6)
[0286]
AUCy24
BHEHEX W Cpoax (1M) (nM*hr) F (%)
b ki B A ARE E 743 (17) 8028 (22) 71
sk D-JB B B AERYsE 665 (38) 7623 (44) 67

[0287] PR T iX Be il o 1 AR PR BT, MDA PR 5 1) B e e o 0 T Ui s Bl o
T BT A £ SR AR DV 1 B2 £ i) 770 o 5 Al o A [ 4R 43 UMD 2 A W kAT LU 3G AR IX S 5T
W, AT S A Ledipasvirii ARD-VE f BE £h 1 30mg 1 7115 7 A led i pasvirdE ga A 4 75 5
11 30mg B 90mg Jv 7l . e P &5 A 1ed ipasvir [ &2 E MK R Ledipasvir 7 I R 2530 77

e LS RS,
[0288]  £&8.Ledipasvir 7 il k4 5 Ledipasvirf)~F-3 (RSD) Z5{85) /152240, 4
ELAg R H (n=6)
[0289]
o Ledipasvir: | ¥ Clsa AUCq24 F
Rew | Reds] | (mg) Fk®E | (aM) | (aMFhr) | (%)
T . AIKEE | 665 (38) | 7623 (44) | 67
2] 2 0 7
E’E’@P;@E ik Y BEEHT 154 (44) | 1038 (41) | 9
o ’;;r 5 o oh AMAskA | 1831 (28) | 18086 (36) | 54
Pas BT 349 (37) | 3322 (40) | 10
IF Sh AR E AR
5’\%&% 2:1 30 REAT 251 (51) | 2553 (54) | 22
Ledipasvir
K HPMC
, 2:1 EEHT 369 (26) | 3383 (36) | 30
Rt [ 30 | AKAAE | 983 (22) | 10541 (24) | 93
Le d’i’ seip i 1:1 EESHT 393 (30) | 3930 (20) | 35
3:%1 g 11 - AMF % | 1644 (38) | 20908 (41) | 62
o 1:1 ' EEST 740 (24y | 7722 (28) | 23
[0290] 5@ AARD-E A IR Eh LedipasvirflFIAHLL , AF S B 4 5 8 A Bon TR S Ay

A BEANRLAR A AR S 1 o £5 TR 1 b SR TRAL R (R sh W , LS 3 28 e K 20380 1 40 % T 42
SEVERRAR T 215 o S E R AEVE = B T AL E S, 500 B 7 FIAH R, 5 3
IR R EERIN T 2383, 5465
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[0291]  H{PL2: IAPT - A WL A HEAT 58 55 T HR I, 3 SR 4 i 2 43 5l 0 A 0 ) FH 2 1
BNE S T RS T R AR A 4R 5 (0 ANF=30% M122%) B85 K-S 7538
F 1 LR, S SR YRR L P AR S i — I, AR S T A B R R AR 3] T
35% HIHEYIHR I o

[0292] W4 T~ i A P R I AN AT 2252 1 R38R AN BB R T, e P Ledipasvir : SR 4E
11 TR EE N Z 1R R R .

[0293] &5 HF dm AR [T 4 3B (1) il 35 28 0E B L T3 A Al i A Vi B B B D— V8 PR R 1Y) Al
7 o H5 WL 22 A it A48 Vi 8 T 1] 7 KT AR 0 R FH RS 5 D10 1R S i R A AR o HG Ath 2R 9 2R B 4
ledipasviry B EINGIH GEEST) — RGN EW R H A FriE{l, £#H ledipasvir
1) Ui V0 T i A R D A R R 150 R IR T AN R B 25 40— 25 W AH B A A o A R 55 18 B
A 2R KM IR A WD ] A4 7 B 22 25 0 AT R 82 52 (1) 5 P P BER AR Ak MR R R Lo A FH 1
VEGDRL T 2R AR & T — PR A o — TR B S A DA R R B ) S S A HE
i S [ 425 3 I ) 61 700 40 A P 0 FH PRI 0 3 B 5 26DV A 1 2k i 1) o O 5 381 5 1) A A
4RI, I By Ik 1 ORE - SRS IE T B 29 - 2i A BAE H

[0294] B.Ledipasvir+Sofosbuvir i HIZAEY)H|H &

[0295] SofosbuvirEledipasvirlcH GLaEAE DB ) ledipasvir 5L B 406 A1
D) ) PKEE RS WAR, W45 R W sofosbuvirHledipasvirZ [0 A B 2K AHEAE H
[0296]  £R9.Sofosbuvir5LedipasvirB MBS 25 Ziit SofosbuvirflLedipasvirf g
(veiakea &
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Sofosbuvir (n=17)
------ Rofosbuyvir + TRy
U, o 2 K7 & OHT h
FHE (%CV) Sofosbuvir$-3& Ledipasvir %GMR (90%C1)
AUC;¢ (ng.hr/inL ) 794 (36.4) 1750 (27.8) 229 (191,276)
AUCs (ng.hr/mL ) 788 (36.6) 1740 (27.8) 230 (191,277)
Coue (ng/mlL) 929 (52.3) 1870 (27.9) 221 (176,278)
Al (n=17)
TR . Sofosbuvir + Y N
P28 (%CV) Sofosbuvir¥ 3% Ledipasyir %GMR (90%CI )
AUC,¢ ( ng.hr/mlL ) 1110 (31.6) 1950 (22.8) 182 (157,210)
AUC g, (nghr/mL ) 1060 (32.7) 1890 (22.8) 179 (155,207)
[0297] Criae (ng/mL) 312 (38.7) 553 (26.6) 182 (154,216)
R (n=17)
;34 VY i Sofosbuvir +
F34E (%CV) Sofosbuvir ik Ledipasvir %GMR (90%CI)
AUC, s (ng.hr/mL ) 10900 (17.5) 13000 (16.7) 119 (113, 125)
AUC, (ng.hr/mL) 10200 (17.9) 12100 ( 15.5) 119 (113, 126)
Croax (ng/mL) 1060 (17.3) 864 (20.1) 81.2 (76.9,85.8)
Ledipasvir (n=17)
,,,,,, . i Sofosbuvir + b con
FH4E (%CV) Ledipasvir$ 4k Ledipasyir %GMR (90%C1)
AUCe { ng.hr/mL) 11900 (26.2) 11400 (27.0) 95.7 (92.1,99.5)
AUC, ( ng.hr/mL) 755 (24.7) 734 (27.0) 96.5 (9.9, 104)
Conax (ng/mL) 375 (28.8) 360 (31.2) 95.5 (91.9,99.1)

[0298]  Sofosbuvirll K E# ledipasvirdf il | ~2.3f%.LedipasvirXfsofosbuvirff]
1 FI AT B A B T IP-gpid ), HohrSofosbuvir 2 A& P-gplf KA - Sofosbuv irffy 3 i
AR 0 L 1 5 M 25 SR ORY) 288 ORML 150544 AHIAUCS {9
ROR R 5 B TE) AL 1 B AR T FLA 495 0 AR 5, sofosbuvir 5
ledipasvirffJAUCIUADRM AUCKH) ~5.7% »Sofosbuvirff) £ EAGICE RSP 1%
%, A2 1edipasvird Zisem , £ sofosbuvirfllledipasvir (A% 4 B 5 i AH EAE FH
[0299]  C.Ledipasvirlil &5 B FLedipasvir/Sofosbuvir by I )RR FEAK
[0300] s flt ] edipasvirfH LI OIS AL R 44 4 B0 B B B B A B Er g st . %
10,845 T /E4E A AL T4 15 F 30mg LA Led ipasvi 4 24 )7 Ledipasvi rifiPK B4 2604
E‘Jﬁf—lz1ed1pasv1rE’*JPKHﬁﬁﬁﬁaﬁgoﬁ-ﬁiﬂ%ﬁ,mHﬁﬁkﬁTiﬁledlpaSVlrﬂq"&q&’L
K Taas (TP L8N L FE > T edlipasy i i) MR (Cans o AUCs AU P2 51
B A% T K2145%) .
[0301] K 10: fEBE T RNRE T Ledipasvir I B4 2 FE MK Ledipasvir PKHliZE
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FHE (%CV)
Ledipasvir Ledipasvir
PK&S 30 mg 30 mg #HA
(N=8) (N=8)
Cne: { ng/mL) 73.1 (50.8) 36.5 (22.6)
Tiax (h) 6.00 (5.00, 6.00) 8.00 (7.00, 8.00)
03021 T AUC (ngh/mL) 19882 (582) 9965 (21.6)
AUC;¢ (ng-b/mL) 2415.9 (60.3) 1175.0 (253)
ty, (h) 39.82 (33.15, 41.65) 36.83 (22.19, 49.08)
CL/F {mL/M) 17,034.5 (58.6 ) 26,9179 (23.6)
V,/F {mL) 876,546.3 (44.2) 1,386,469 (24.9)
Clage (ng/mlL) 6.8 (68.0) 3.1 (422)

[0303]  F11ER T AN EEPKSEMIGLMs L 2 (A4 1F T 30mg ledipasvir/HEfr4
4 F30mg ledipasvir) .
[0304]  K11:Ledipasvir PKSELI WSS vl VEAS

RATER DR HE (GLSM‘) GL;SN_Il:b-* 0% AR
Ledipasvir 30 mg | Ledipasvir 30 mg ( ﬁi’?? k3 i
[0305] #A (N=8) #4& (N=8) ®) %
Conax {ng/mL) 35.87 65.33 54.90 39.10, 77.08
CoghomL ) 977.76 172428 56.71 38.87, 82;.73 
AUCqr | . y
[0306] (ng-hr/mL) 1143.64 2058.78 55.55 36.88, 83.67

[0307] Lt fEZE il R Ak T 4 29 M B BRI Ledipasvirf R HArp{H (4%
BRI t2839. 82/, ZE A 25 T 436 83/N) , R Y ml i fE (K 1edipasvir
R AR P A/ B AR P AR L AR R FH RS

[0308] H T ik ledipasvirBEA MM EWARL, KX & A sofosbuvirfil
ledipasvir CHS5FETEYERR (1: 1) T2 R I 44 53-8V 59406 V0 3EAT £ W0 280 RL A DU 3% 6
RS WK L2 WP EAE sofosbuv i r IR ISGE E (Tuax B : 1. 00552, 00/8E)  AHALER Tk
AR AR B sofosbuvirflisofosbuvi rA A T LK 22 55 34900 1 265 50AS B0 T4 T
TAEH . & FsofosbuvirfCf11, sofosbuvir 54— A8 45 25 7] W42 B Coax &AL T KL
20-30% , MAUCK A LA o Sofosbuvir R TT AUCH % GMR A2 HHISHI90% CT G & /25 iR
ST AT 70% £ 143 % 2 AR N o FE T sofosbuvir/RII T Coax I FRARIR B 50k, 3F HAUC
SR SR UE , RN B Y sofosbuy i rA Q)T T EEM & A ZH1 .

[0309]  fEZRA B4 Fi#iTledipasvirS 25l iA B ALK Lledipasvir Il 3¢ B i
(AUCHI Cuax) o %6 GMR A AH I 90 % CT (£ /45 RVRY7) 7 T-70 % 2143 % IS5 U IR N - I
HUAE PR 25 25 (LA S A4 i 25 ol 717 A A2 [ 4 43 5 V) ) W82 B Led ipasvir B “Wtk” 4
XL, A0 sofosbuvirBR & 45 251 ledipasvir CF S A A 750 s FER4EER (1:1)) 254K
N1 IR Z B SR R o (K, sofosbuvirflledipasvirBe FIFES 2B il AN B &Y.
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[0310]

[0311]

F12:Sofosbuvir/Ledipasvir i fEZEEES P RIX B = Eg B/ S IR &4
N2 Sofosbuvir.SofosbuvirAR it I FITT flLedipasvirBI 25480 f122 5048

Sofosbuvir (n=29)

FHE (%CV) Sofasbuvir/Ledipasvir | Sofosbuvir/Ledipasvir | % GMR (90% CI)
A A 4 R
2 ¥ Loy
AUC,; { nghr/mL ) 1520 (39.5) 2860 (33.4) 195 (176, 216)
AUC,,,, { nghrml) 1520 (39.7) 2850 (33.5) 195 {176, 216)
Conas (ngmL) 1240 (49.6) 1520 (39.8) 126 (109, 147)

Sofoshuvir/Ledipasvir

Sefosbuvir/Ledipasvir

GMR {90% CT)

5 A AR
£ AERE/ERRA
AUCy (nghu/mL) 1520 €39.5) 2570 (34.0) 179 (162, 198)
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[0312]

AUC (nghr/ml )

1520 €39.7)

2530 £34.6)

178 (161, 198)

Cone (ng/mL) 1240 (49.6) 1350 €42.5) 115 (99.0, 134)
Sofosbuvirfa#ihT (n=29)
FHE (%CV) Sofosbuvir/Ledipasvir | Sofosbuvir/Ledipasvir | % GMR (90% C1)

R
Y

A
PR

[ A8 /AT

AUG;; (nghrmL)

1520 (42.0)

2520 (21.4)

177 €163, 192)

AUCy (nghr/ml)

1476 (43.3)

2460 (21,82

180 (164, 196)

Crix {ng/mL )

352 (42.7)

495 (22.2)

151 (136, 167)

Sofeshuvir/Ledipasvir

A
#

Sofosbuvir/Ledipasvir
#;
B FRE/HREA

GMR {90% CT1)
B4

AUC¢ (ng.hw/mlL)

1520 (42.0)

2550 (22.2)

181 (166, 196)

AUCg {nghrimL )

1470 (43.3)

2500 122.5)

184 (168,201)

352 14279

501 (26.8)

154 (139, 171)

SofoshuvicdA# 11 (1=29)

FE (%CV)

Sofesbuvir/Ledipasvir
kK
4

Sefosbuvir/Ledipasvir

h
GG

% GMR (90% CI)
Rid T <y

AUCy (nghr/mL)

11800 (23.0)

13800 ( 17:7 )

17 (112, 123)

AllCi (nghrmL)

11300 (23:4)

12900 €18.2)

114 (108, 121)

Cinax {ngml )

865 (26.6)

700 (19.5)

81.5 (75.6,87.9)

Sofosbuvir/Ledipasvir
B
#£%

Sofosbuvir/Ledipasvir
h
BRI/ BRRE

GMR (90% C1)
[ Ae /A

AQUCjnf ( ng.hr/mL )

11800 €23.0)

12900 (18.5)

112 (107, 118)

AUChg { nghr/mL)

11300 (234)

12100 (20.1)

110 €103, 1169

Cmax ( ng/mL )

R65 (26.6)

600 (22,9)

70:2 (65.0,75.8)

Ledipagvir (n=29)

FHE (%CV)

Sofosbuvir/Ledipasvir

Sofosbuyir/Ledipasvir
k
AR

% GMR (90% CT1)
Rif e 28

AUC;s (nghr/mL)

10600 (57.2)

10600 (35.6)

115 €994, 134)

AUCH, (ng.hr/mL )

8600 (53.8)

8650 (32.1)

114.(98.0, 133 )

Cmax ( ng/ mL )

324 (44.8)

319 (24.8)

109 (93.5, 126)
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Sofesbuvir/Ledipasvir | Sofosbuvir/Ledipasvir | GMR (90% CI)
A ¢ (AR
& HEBE/FBRRE
[0313] AUC,¢ (ng.hr/mL ) 16600 (57.2) 9220 136.1) 103 (88.5,119)
AUC (nghr/mL) 8600 (53.8) 7550 (33.9) 104 ( 888, 121)
Cue (ng/mlL) 324 (448) 255 (25.9) 88.2 (75.8,103)

[0314] D.Ledipasvir/Sofosbuvir i B EEHIHIFIE F ) FEAK

[0315]  30mg ledipasvir BT #RHIFHIH (FE D104 B Eh) Mk [ 4 75 5t 2 CAk
B AE 5 — 28 B A 50— S 25 25 Ik AR W) ) FH A PRI s W 8 () & R~ = 40l 57 (PPT
s, BN SE R (IR FELL - 245 30 70) (H2RAY s, B AL S8 T, R BREN) #1240 8
75 T ledipasvir iy B 259 F30mg . ledipasvir[E 2854 i (ledipasvir: LB 4ERR1:1)
30mg flsofosbuvir/ledipasvir FDCH (90mg ledipasvir[E &9 —E 4R
ledipasvir HIPKSEL, fiiAsofosbuvir/ledipasvir FDCH & A B E A R IEH M AL
YERAT:1) —D. 24 5 S — LA 250 Tedipasvir/E N 259 B B9 AE DR L FERE AR T K
21265 s {H A&, ledipasvirfE Nsofosbuvir/ledipasvir FDCH H—# 5 R FE M —E 4
Zimt , MEE T sofosbuvir/ledipasvir FDCH YER A B L HI A 20T, ledipasvirffi) &5
(AUCAHICmax) A B R FE A

[0316] K 12A:LedipasvirEZ5%) B Sofosbuvir/Ledipasvir -5 R EH M —ig i b
Y5 2450 Ledipasvir ) 254 8h 724505

Ledipasvir, EMHM (N=10)
FE (%CV) Ledipasvir$:3& Ledipasvir+ 2% | %GMR (90%CI)
Fek
AUC,, (nghr/mL) 1640 (18.5) 865 (37.7) 50.7 (43.4, 59.3)
Chnax (ng/mL ) 99.0 (20.1) 51.2 (39.2) 49.7 (41.7, 59.1)
C (ng/mL) 522 (22.1) 28.3 (36.0) 524 (44.3, 61.9)
Ledipasvir, B8 (N=17)
Mean (%CV) Ledipasvir 3% Ledipasvir+ 2% | %GMR (90%C1)
[0317] Fok
AUC, ( ng.hr/mL ) 2140 (38.8) 1300 (50.7) 58.5 (48.3, 70.8)
AUC gy (nghr/mL) 1850 (33.5) 1070 (45.5) | 56.3 (464, 68.3)
Ledipasvir, SOF/LDV FDC (N=16)
Mean (%CV) SOF/LDV FDC#3% | SOF/LDVFDC+ | %GMR (90%CI)
B ded
AUC: (nghr/mL ) 7990 (66.2) 6660 (51.8) 96.0 (66.5, 139)
AUC,, (nghr/mL) 7160 (65.8) 5700 (51.8) 92,5 (64.8, 132)
[0318] | Cuwe (ngimL) | 242 (686) | 176 (5L1) | 89.1 (609, 130) |

[0319] E.Ledipasvir/Sofosbuvir A V& H &
[0320] HATAEHEHFR L sofosbuvir 400mg/ledipasvir 90mg i 7] (ledipasvir: &
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BYERR (1:1)) .sofosbuvir:ledipasvir 55 (LOT1-5) &7~ PH F 7 HIFIAE300 20 N & T
85 % VA fiEff)sofosbuvir (5) flledipasvir (E6) 7EESAIE 6 EoRix Hegs 5,

CN 105748499 B 'IH,

[0321]  sZjEfl4: Sofosbuvir/Ledipasvirik &l H 7 Fa & Pk
[0322]  Xfsofosbuvirdo/Keafk k2 5 ledipasvir : 3 5 4k R [F] A4 2 B AH 25 PR 3EAT

TV LR R 5 & 400mg sofosbuvir/90mg ledipasvir B 7 HT bL 41l % sofosbuvir fll
ledipasvir: JLERZERT (1:1) KRG %R G W/ NERIF B T40°C /75 % RHAN60°C/
WER R /ANE S, T O B 7 0 B AT J Ja AT R I R 13 S A 1 45
REW LR Esofosbuvirihstledipasvir B RMEEBIEM , Ui W sofosbuvir M
ledipasvir: H IR A 47 5l < i) A 2 A S 1

[0323]  £R13:7E40°C/75%RHAN60°C T it 7 SofosbuvirflLedipasvir: H 5 24 i ] 4 43
BUDIR A YIRS R 24 i & =
[0324]
Ledipasvir Sofosbuvir
| Afb | LREEE | AR o
&4 HE(R) (%) (%) (%) E2meTE (%)
0 , 98.8 0.0 102.9 0.4
45°C175% RH 2 96.9 0.0 101.6 03
4 97.1 0.0 100.5 0.2
0 98.8 0.0 102.9 0.4 |
-y I 99.2 0.0 102.4 0.3
e 2 99.6 0.0 103.2 0.3
4 9%.9 0.0 102.8 0.2

[0325]  sLjifif|5: Sofosbuvir/Ledipasvir/ i 8 MEVE T ZEHCVIE YL IR A H B I %%

[0326]  {#i Fisofosbuvir.ledipasvirflimEEME e B sofosbuvir AR 25 ML B FH VG 97
HCVIZ B 195 N o BT 98 19 5 N L8 IR Le )6 B L B #E4T I HOVYR 7 1Y B8 3, A e
T S B R R EAT IS HCVIGR ST AE NG 7 38T W S ) AR o 1] B8 45 T R W I A 7 &
(B1190mg ledipasvir.400mg sobosbuvirfl1000mgiiEMe) , FraL 12 AEVRIT T FE TP i
JWHCY RNA, 5 1L 367 Je s U FRF S M 23 ML (SVR) o 3277 DU AR, JL-F FIrAT AR HUHCY. RNA
45 R A B TFR (LODJYI5TU/mL) 2R, ¥ 45 3N, 100 % [ B F 1A 2 THCY. RNAJK

SEARTLOD (R14) .
[0327]  ZR14:HCV RNAPH R A% TG PR 1Y S5
[0328] 1 Sofosbuyir + #&A | Sofosbuvir + #-&"% + Ledipasvir ‘
Ak RBEL A A% R B
(n=25) (n=10) (n=25) (n=9)
%15 32% 10% 44% 0%
[0329] | : _ |
.2 5 68% 70% 88% 449,
% 4 J3 100% 100% 100% 89%
BT R 100% 100% 100%: 100%
[0330] A& AMZHHY A&, #:5Z sofosbuvir. ledipasvir Il EE M B VG T B9 ATEVR T TG

4 RS 125 100 % 3R1F 1 FRER PRI 5 R o S I AH B, 455 so fosbuvi r M 23 I
IRI7 R N ALAT 88 %6 (I HT VR 3 A0 % ¥ T [ B3 AE3R 7 Jm 954 A 3R 13 7 SVR, H %52
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sofosbuvirAI%HE B EC VA IR AN INAT 84 % I ATIVAE E M 10% T RN E A IBIT TG 4512

JEIF #5545 7 SVR (£15) .
[0331] 15 FFE & 2T

[0332]
Sofosbuvir + J&-Zvd Sofosbuvir + %44 + Ledipasvir
AbH AL b E AR LA
(n=25) (n=10) (n=25) (n=9)
SVR4 88% 10% 100% 100%
SVRI2 84% 10% 100% 100%

[0333]  ixuezs RAEEI TA-DH LLEIRBHAT 1 #6A , REAEVRIT T R i\ ledipasvirA] ££
% ARG 12 R 100 %43 BISVR LA T I SE 69 R IR T 12 B Va7 77 & (RIK 298 B
6 JE 1) 9T 77 22) Wl 13 B AR 25 R, X Le AL 45 A2 FHsofosbuvir Mlledipasvir HAS
IO EEME ()R T 7T A3 21

[0334]  sEjiif56. SOF 400mg/Ledipasvir 90mgld g 7l & HE F v I e e 1t

[0335] sk o] iS4 7 A2 Sofosbuvir (SOF) 400mg/ledipasvir 90mgW e il 0 4K
[f] 5 715 Bk (FDC) JFrAE25°C /60 % A8 & (RH) F1140°C /75 % RHAEAE 1257 R (4 384k 2%
M Z A AP ledipasvirif B &G A 1K ledipasvir: JEER 4L B4k, ££40
"C /75 % RH IR B b T IA 4 F (K s [A) 6 SOF /Ted ipasvir FDCH (4L A1 FE AR E 1
BAT T IPAG

[0336]  PPAG HI D FR A 2 VR SR FE PR L 2% 77 B 0 0 T i T HE R 57K & o A
FT—47 S AR 2 () 22 7R F 3 B X mDSC) 78 24 8 JE VAL 76 3 T 5 44 S I
R YRR P

[0337]  SOF 400mg/ledipasvir 90mg¥ Ay A0 AKFDC Fy 7£25°C /60 % RHAFI40°C /75 % RH
PO LRI 3g T3 A7 AE T AR TE 24 JA I IS TR) 35 8RR IO AR S MR AT R i &R
T HH s 2R 1) WS B B B O A, FE T SR A T SR AE — Pl edipasvirROGRE G,
TrENO. 1% AL TR GO0 6 A7 00 B F T4 8 o Afr R B 24 ) Ja v AT T At 1)
S Ig .

[0338]  J7yE M KL

[0339]  #ft

[0340] K 16%H 7 T4 F I SOF J5URF 25 Rl edipasvir [ 44 43 UV I P 28 AL 2 M
fii. SOFJERIZFlledipasvir[E A4 B H B BRI A& B K2 & & 23 (OCF) #17
VI EBE R I — K S B E . T SOF il edipasvir B4R B AR50 % w/wit]
DCF43 A A£0. 997 F110. 497 (4 14 3 5 48 [ = Ff 240, 994) o

[0341]  Z16. I T4 “SOF 400mg/Ledipasvir 90mg i A0 AFCD (19 SOF J5i k&l 24 Fil
Ledipasvir[El &7 850 Y% w/ Wil Ry A f M) FE Ak 22 Pk i

43



CN 105748499 B w Bg B 40/54 T

[0342]
it it Karl ik e
| ~ HPLCH o g FIsCher pa (ym)
R BABR | 244 B (%) 7T I ENSRE _
F (%) (%) d1o twy®g
SOF KB RI 99,8 0.1 0.996 0.1 3 10 | 20
Ledipasvir B4k 2>
B, 0% wiws | dEdmih | 497 0.2 0:497 1.09 3 22 | 44
HEBR

[0343] %

[0344]  HTFHA77SOF 400mg/Ledipasvir 90mgi B ARFDCH ) £ E i &8 HE—112qt.
V=IRA WL — N EEH0. 094KE M I AR (1 95 43 AL (Comi 1 197S,Quadro,Waterloo, JIFEK) «—
ANEEG 1. Omm BE I MG /B R A E R A K AL/ IERAL MiniPactor,Gerteis,
Jona, B ) — 1260 B A A K A AL (XM-12,Korsch,Berlin, E2E) Fl— 5 78 AL
(LabCoat,0 Hara Technologies Inc.,Ontario, & K) .ZEHFIMEE (Elizabeth
Carbide Die Co.,Inc.,McKeesport,PA,USA) HZZ M brdEMT H DAY ph AR 20 i, R~F N
0.7650in x 0.4014in (19.43mm x 10.20mm) off F—A~ 1555~} AL A A AR N LR X Bt
HATHAK

[0345] 75 3eusd

[0346]  Sofosbuvir/Ledipasvir FDCH 2 4E—AN100mL [ {5 25 5 5 2,45 (HDPE) it . 4
TR 3024 Fr A 20 1803 g — AU Tk A - ) ] B A AN R I B 2 L o BRI FH — N 3
T SR ) L EE B B e e s A — S H RSB 1 B AR T A A5 o

[0347] Rk € B & BT DR BRI 1 IR AE B AT T8 700 A 17 100 7 A2 DL YAl 28 0k 1y i 74
IR JE 2641 R 40°C /75 % RHF W FR Afk 27 5 T .

[0348] @ HHAF T T

[0349]  DAVA R 2H A v Al A 2R 4k 2R 1) [ A IR A A 2 e o 12k «

[0350] 1) ZE45 TEEFAII25°C /60 % RHAIA0°C /75 % RN o B 5 T 85 35 46 144 N ik 47 8 224
Jil

[0351]  2) 7E40°C /75 % RHI FFIHEAT T Kik4

[0352] T35 o) 7] o FDURE & o AT PRIR S B0T0 < B = W00 Rl V8 HH O 28 R0 5 7K E 1 4k
P RROE PEAST I o 3 AT JH A 1 DT A 5 i AR 40 S ) W R AR T A T o

[0353]  YEEAE € PEVT A

[0354] Wy A e MRS A HE IR AIF T—Hr 8 43 v o & e 1l A A A0 AC 34T B A 7 A
S ) 7R RN AL AR 58 HE R K AR Ak o S FE T -7 5 B A6 I 3 JE A, A A o 98 7E 1 o A
ledipasvir GEZRIII) »

[0355]  fEFTAI A s A6 A7 5640 B MR 2 1 IR MR AL o 5 A I, FT—H & 43 B U0
0 g T T 24 (25°C /60 % RHFN40°C /75 % RH) I 7 71347

[0356] ik
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[0357] 7T A )R] st K0 ) 7T A0 2 Sk (BP(E  TEAR L AR SE B A 1))

[0358]  FT—Hi % 5 #r

[0359]  HHATFT-hi S50 . A FHFT-H1 B ORI M £ 55 B 28 288 T-25°C /60 % RHAN40°C
/75%RH N B 4711 24 JEISOF /1 ed i pasvirfE A AKFDCH , LUK Il Sk ledipasvir OB T11)
IR T 1T & 2 13 i Xac to ™/ T /N0 25 Bk A SR A0 A B I 458 T AR I0F B8 3] SRS 48
KR AR NAR A5 IS 1] B TLAAT 5o R B

[0360]  fk 2 k5 e T VA

[0361]  BHATHLFERAEPE M, AFE I IdKar]l Fischer (KF) SR IKI &K & 80/ 2/
Bé A =D (V) T RSO RH s HE 2R

[0362] KF&/KE

[0363]  HRHFUSP<I21>#R £ SOF 400mg/ledipasvirid EAAFDCH &K E.

[0364] Ik UPLCAS UK 25 77 0 2% 5t/ & At 7= W0 T

[0365] AR FESTM-2542[5] 7B 104 b 7 19 2 A W0 FE & 7 W, 3 LE X SOF 400mg /
ledipasvir 8B AKFDCH I &8 7 FIBEAE = M0 TE AT VA - SOF Fill ed i pasvir %) BbR
HE TR K243 ) A2 2. Omg/mLAN0 . 45mg /mL o A FH 405 A AR VA — ki@ 1 UPLC 43 )l #£. 26 2nm
FH325nmiEE K T 2 SOF T ed i pasv i r 1 HUAS AR il 7= 405 &

[0366] & H T i

[0367]  XJSOF 400mg/ledipasviriE A AKFDCH BT a5 [ FHUSP 28Uy Hie B Al
900mLYA H A 5T, S 53R T rpms A TR 1.5 % 58 1L AL EE BS SO 1K) 1 OmMT R 40 22 P , pHN
6.0, 7 B BRI IR B 4EFR7E37 °C o fF A UPLCIH R [ AR VA — Ay A A0 55 0 REAR #E 75 250nm it
KN B IUSOF A Tedipasvirff Iy ) R H I FEE o

[0368] &k

[0369]  A.Wp¥RAEE T

[0370]  ALl. R

(03711 £ A I 1] 06 B A A TR SR A RN R0 A T R AT B A 2, RIER
o EIRERAAKF .

[0372]  A2.FT-HiZ 3 #r

[0373]  FrHIZERA TR A4 F R A7 24 7, B Jo BREUR A, X IR K BEATPT-Hi 2 4
A1 o A FHPLSHE Y v 5545 B 96 25 & JE R W 78 i 5 i A7 2% A1 T 350080 k8 1k 3 % LOD ) 44
ledipasvir JEaRITT) AR R X SR IGEEM (t=0) BI45 R —8, /B P ledipasvir
OBaRITT) AR TLOD o 5 it 1 6 1 2 W B 157 Tem ' 2 1514em ', S 2GR AR G 15 1 J%
NIV o I X DU A T PLSKE AR AR PP 7 77 %6 ledipasvir GBI HOLTE
Xz —

[0374] P& o AN 60 (FHAEPLSHEE B (AR HE) o EH T INAR 10 %6 w/ w3 % w/w it 44
ledipasvir JEIRITT) (5 7. B TR IEARRAEA0°C /75 % RHFI25°C /60 % RH T~ it 47
24 I R o B — NIRRT LA 7] &5 (t=0) oLedipasvir GEaRITT) £ 1552cm "4k
HAT B SR AU , 76 bR Fr 70) b oa] 7 48 A B b LB 1 3 % N EE 10 % o il 47 24 J 1 s 1
FES AT G X IR 58 5 5t = OFE St AHEE FF RN, RIS G BE VA 28 o T=OFF St FH24 JE B
i ledipasvir ORI TD AR T IMAR3 % AT ledipasvirff) 7l 2=, Bl

5t

:
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BT HERI A iR DR o

[0375]  B.{k2Efe e ik

[0376] B.1KF&/KE

[0377]  FEFFIREAA T AR ATER R RISk E H 2. 28 % BN %5, 23% . 7£25°C/60%
RH T2 AAET TR Lg TR A M3 g T8 N g A7 I R Bl i I & K EREEL.91% .
1.58% H11.65% o fE40°C /75 % RHT , 43 AIAE T T 5 L 13RI A3 T8 7 T i 47 1) Hs 16l
FES B K B %2.03% 1. 79% H11.46% .

[0378]  B. 2% F3 MGk o/ R AfE 1 0T Bl

[0379]  7£25°C/60%RHAI40°C/75%RH I #ll 7€ SOF 400mg/ledipasvir 90mgiH[ifa4KFDC
Fr B8 IR 2% 5 BB =) & B A3 BN AE40°C /75 % RHR 1 A7 1 R4 58 TR RS S A R P o it
& ET i SR AE25°C /60 % RHFN40°C /75 % RH N g 4724 A ¥ SOF 400mg/ledipasvir 90mg 7
FRALACFDC / H R SOF ATl edipasvir E A1 2258 2 . SOF fTl edipasvir I ARs RS AE25°C /
60 % RHA140°C /75 % RH {457 A 42,

[0380] YA

[0381] 12 RSOF 400mg/ledipasvir 90mg i B AFDCH HHISOF flledipasvir A H i
2% o AE24 JE I (0] £ R, £E25°C /60 % RHAN40°C /75 % RUFK BT A 46 I T8 750K R, Fr 77l SOF
FEAS BRIV VB /299 % £100% , 1M ledipasvirs£99% $298 % Z [f]

[0382] R4 AR LS R, M SE it 1R B SOF 400mg/ ledipasvir 90mg i EALAFDCH £E25°C
/60 % RHFI40°C /75 % RHT-0 1gMI3g T HR55I T , FE K I8 24 Ja () I R Hh fR 37 R 1 B9 A20E T o
Ah (A7 24 JE JFT-Hi 2 o i R A I B i A Ted ipasvir OEaRITD) .

[0383]  SEJifif]7.SOF 400mg/Ledipasvir 90mgldl & & Bk H (FDC) (1) il 11 H &

[0384] b SEiEfl o T & A ledipasvir: JLEEERR (1: 1) fSOF 400mg/ledipasvir 90mg
Il 52 &= B A (FDC) Fr B FF &« MR A BN S b 25 W () IR 300 B e R A 1R 2 A A, B
W — T & R s PRIR 22 , HAh R e 5 A5 S TR G AEK .

[0385] A il 1 =i ifl, A5 FE (1) BZ SRR A ), (2) #E SR A Al (3) XUZ F e
TEFTA X = Fh il 57+, SOF & B K EARIERTT M ledipasvir & IE a4 [E A& 5 B
(ledipasvir: FLERZERE (1:1)) .

[0386]  #hil71) (1) 38 5 e e XU 1) 245 40— 24 WD AH AR AR O, AEL 70 AR 77 R 1) 2 AR 288 o
FR PR o R 57 (3) WIIAH Sz » BAT AR I 25400 25 W0 A EL A FH XU

[0387]  Fax I il 7R v tH B8 77, v tH A 5B 1 OmMB 2 R 22 Pk, pH 6.0 (1.5 % Tween®
80) o WIEIBA-BFT 7 » BT 3% = il 1) EL AT A4 B8 HH B8 77, 5 SR 250 HEAEALL

[0388] X AR Fl il I 25450 F32% (PK) R ILFEAT 7 ik . SOF /ledipasvir FDCHIXHE Fr
FI R 25 T 25 R (100mg /22 . 5mg il 58/ K) Ji , W8 1 SOF/ledipasvirff il ik & DL
(1R 17 7R T PK&h

[0389] 17 HilFAIFEIESEE T FAb R (1) K ) 2454030 F1 23R 0
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[0390]
SOF Ledipasvir
"‘é‘ }% i’{ ﬁj#‘] ﬁhﬂ AUC 4 Cmax AUCqa Cinax
(ng*hr/mL) | (ng/mL) | (ng*hr/mL) | (ng/mL)
T HE
SOF i + HREST 314 £207 503 £ 363 3260+ 1312 | 345+132

Ledipasvir SD H

BE. EAHE | REAT 501 %249 729 +434 3I6LTI0 | 333456
BB, kRL REAT 483 + 406 652 + 527 4208 +2216 444 215
IS HEAT 283+ 193 2884201 | 4.712+2.270 4%?;

[0391]  AR¥EIXLCLE B, ik Pe i AL mik i T3 — D dr . sl Al ple = Wk 18,
[0392] % 18.SOF 400mg/Ledipasvir 90mg FDCH frI4H %

48 A%, Y wiw
A
SOF 40.00%
Ledipasvir SD 18.00%
# A6 16.50%
MCC 101 8.00%
THATRA U F 2.50%
ZEAbEE 1.00%
0393] B8 BR AR 0.75%
#sh
MCC 101 10.00%
RBEB T RS E 2.50%
ARG BR4E 0.75%
SEALE (mg) 1000
aR
B e, (Opadry ) IHEE, 3.0%
85F13912 o
K EF

[0394]  fE24 4448 Fr Sk IR A R0 A X b ARV BEAT — TAE W0 ) P R e PR HIT 70, 66 P B 285

MR AE R RS IR 19.
[0395] 3% 19.SOF/Ledipasvir[il 72 7B A A AR 259 00 2
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[0396]
SOF Ledipasyir
bk e S , ; AUCiy
té‘)% i’*‘lﬂ’] ﬁ'}i (mg) AUCinf Cmax (I] *hr/m . -erx_)_'a'x
(ng*hr/mL) | (ng/mL) ]gJ). ' (ng/mL )
FHBAR |
§oF:& _,+_ SOF 400 mg 11900 (23.5) | 764 (27.3) | 9620 (45.6) | 314(40.5)
Ledlpasm.r SD }% Ledipasvir 90
SOF%#@‘;%W& e 12500 (23.1) | 784 (36.2) | 9570(46.6) | 314(45.2)
C A
[0397]  [Al, iR L4 L WISOF /1edipasvir(i] ig & B GLHIRD A2 i B4
Y.
[0398]  sLjifsl8. AE Sk Ledipasyir i iA fE HERF 9T
[0399]  phsEitffifs & A Fl ledipasvir B o, E4EIE df A4 A A4 T B 7& AL AN &

FEVR g PETT I R DAL A PR 5T

[0400]  A.HRFRI ATV
[0401]  pH-¥& 7R i 2k
[0402]  {EpHYEHE 1 £ 10N IE Lledipasvirdf f T B0 H 7K IE T o AE— R AUpH I EE ] /K

TR (HC1BNaOHE &) N A & [k ledipasvir, T2 & N 48/ N SR fa il il H A 4
Y RS pE A L DR TR {D‘JEL/%/{&E’JpHﬁ F150:50H20+0.1% TFA: ACN & &/ [
TEW, IBITHPLC-UV T i M ledipasvirf) & &=

[0403]  HRFURZIE A 5T P A RS
[0404]  FEpH 6.58¢pH 5.0 FEF G AR E FIpH 6. 41 GRS IS VR S (STBLM) [ = Rl 1%

WA PEYT 1edipasyiraE g A B U V5 8 52 /£ 5 I STFs I £ [l {4 1edipasvir,
FR T 48N %Fkﬁﬁiﬁé&%’:@zﬁiuﬁ%ﬁ /ﬁﬁﬁ%@%zﬁz F150:50 H20+0.1%
TFA: ACNG&E EF B FIE W, BT HPLC-UV i i Hr ledipasvir &

[0405] ik} v il 2

[0406]  fE— RFIZj %57 b Al $E 52 1 v A5 Bhids 7] 3R s Ve 7R IG5 R  H vl = R B el
IR AP I 5E LedipasvirIE SRR B WA L ed i pasv i v D109 A 1R £R 1RV fift 14 o FREUAA
BEE NS, T=E TR KB A8/ AEVF 21500 , Ve & & TR b B A 1Y
=, I, SR A W HPLC-UVEEAT 2 A, Vi 2 45 B & 8 “mn T7 B “f T3S
7.

[0407] ik Ah, K AEPH 2 (GOmMATAR IR £) AipH 5 (50mMATHFER E5) I T°0. 1 % w/w K [E
PEFFI R A VAFAE T B IS (B A AR KIS 1 o X Led ipasvirdi & T2 (BRI
Ak emAARFBIE T T T s DA IR £h) ANl di A4 T s AT PRAG LA %8 A AT NI 2 57 1l = ]
ﬁ:bn)\@%mﬂmiﬁﬁqﬂ 1T 52 B[] <2 5.8.10.15.20.30.45.60 4>%fAn24/Nmk) B H KL

it S L AR AR Y 2 e A L U, R, I I HPLC-UV v AT M PG M o

[0408] B,,E,

(04091 ¥ fift J& AN HH R

[0410]  {E=IE N IFTAIA ledipasvir R pH-TE M6 dh 28 - E K9 A Shith BoR .
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i P2 il 2 1 1V 43 (pHD B) AR B T P 7E 7K A T o 49 R B pHAIG T AT FiL g A 1)
pKalf ledipasvir K& I 3G 0. Fr A B 200 £ 46 M, 78 KVE R b [ 52 0 A i A v =
B, — IR R I AR FR S KA T o A, ¥ MR PR T AR, R SO PRI A
[0411]  Ledipasvir3dF fb 4 50
[0412]  LedipasvirdEami&UiE B Wk (FB) () W FEVE A [E R £)520. 04ng/mL AERR SR F T
pH 2. 3F VA FE 3NN Img /mL , AR AypH 1. 6IKF ) K 29 Tmg /mL , 2136 20 F1 B O FT 7 o A HUL 7
W Ledipasvir VA g 552 A B pHEA B IE S5 A0 G 1 I A& 75 47 AEIX T 5 T SZ G- 7EpH 6.5
I ZE RS BRI (FaSSTF) FE i T , I MF E N0 . 025mg /mL , £E AR V1 A1 SR T I VR
A4 (SIBLM, pH 6.5) H HH T~ JE £ R0 G o JE i 38 0, v g B 3 I K 291065 , 0. 232mg/
mL o 7E A (KT SIBLMA I £ A1 SR B NE VR & M0 25 IS B R (FeSSIF, pH 5) o, M ¢
BV i P H BARALLAG 3855, A0 . 230mg/mL o L VR A P V8 P2 384 N ) =5 LR f& pHL 5 43
TR,
[0413]  220. %R T Ledipasvirdf de A4 iF 25 Hbif pHAS (b1 V4 fift 2

[0414]
IKHEA T Y& E (mg/mL)
KM, pH 1.6 (HCD) 6.855
KM, pH 2.3 (HCD) 1.096
KM, pH 3.1 (HCD) 0.0132
KM, pH 4.1 (HCD) 0.00011
KM, pH 5.5 (HC1) 0.00003
KM, pH 6.2 (ANAR) 0.00003
7K, pH 7.2 (NaOH) 0.00001
FaSSIF'pH=6.5 0.025
FeSSIF*pH=5.0 0.230
SIBLM’pH=6.4 0.232

[0415] ' FaSSIF & & 47 3mMA- T IE B 4N FHO . 75mM B Tl AR 110 7K A9 » pH FH 1% 19 s 2% o A 1
#2965, B FNaCLIE% 50 15M.

[0416] . FaSSIFS2& {7 1 5mMAF i fIE BRAM AN 3 . 75mM GR Ak A 1) 7K 1 80, p P Bk PR 6 42 o ¥ 1
#2965, B FNaCLIE %50 15M.

[0417] 3. STBLMJ2 & 4 30mMH 2 JIE B4 « 30mMAS 2= 4 H & B R4 1 5mMH- 20 IR 22018 R 4l
(sodium glycodesoxycholate) . 10mMZ-Fif IH BR 4N . 1 OmM 2Tl BB i 22 IH B 4 (sodium
taurochenodesoxycholate) «5mMZ-Tik i A IH FE 4 (sodium taurodesoxycholate) \50mM &R
ACEN AN L L mM B Tk i ) 7K I VB, pH PR £R 2% MU 42 06 . 4, & 9 2 FNaCL Y3 %2 50 . 15M,
[0418]  i&xfpH 3MI6MS ledipasyirdf: b A BB V& L BT TR AEpH 3, A&
At B BT 2 ) At T o A D 0 R A B A T 1) v R S R AR T, 7EpH 6
I, BT A i e SR I A ACL R v R i 28

[0419]  WIR21F7R , Ledipasviral di A4 Ui BB AT £, B AN HAR AT LV 7490 1 7 — B FIPEG
400 H & AR O500mg/mL) o & 7E 3R i 14 7] (19 20 56 (L AL EE BE80 . Cremophor EL FRH ¥
B (Labrasol) ) FUE BT iR &4 o IV il FE R T 200mg /mL o ‘& AE R AN 37 B v VA i i v T
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500mg/mL . Ledipasvir?EsE & H il =88 (SCTs, = T B H yhES) wP (1 747 TR 9 20mg /mL,
ERKBEH M =EE (LCTs, KEMW) K2R T Ing/mL & LR EIF R Tk 8N :45% H
CBE15% FIRRIRR L B H B (Solutol HS15%) M 409 7K (HCLYE ApH 2.5) A

fift 5 9 25mg /mL.
[0420]  ®21.Z i FLedipasvirlfF @ MLedipasvir D-iFfA R &L 7EA HLIE 7 A5
e
[0421]
B#AE (mg/mlL)
AR RAMEEE |
B L et i Tk D-.E B
( Ledipasv ( Ledipasvir
ir) ( Ledipasvir-03 ) X 1) (Ledipasvir-02)
% B 3 5 - <1
iy =500 - " 12
wa 5500 =500 - 23
95% T i + 5%k o = o 19
z.8 =500 #3500 =500 4
05% T.8% + 5%7K -~ < o 5
PEG 400 >500 =500 »>500 4
[0422]
& >500 %500 =500 6
F8h >500 =500 s <1
S >500 =500 >500 <1
R B 35 Bk
# ( Cremophor >200 - i
EL)
5 |, % _
i 200 5200 200 3
(' ween 80
FREARELS
B h g >300 300 =300 3
( Labrasol )
ET B B 9 - s
KB 2 2 2 i
RSSEDDS' >300 - - 10

[0423]  '-RSSEDDS:10% Z. % .10%PG.40% % 2. . N@Ha@a@a 15 (Solutol HS-15) .40%
FIRZBEIRE ¢ T H Il

[0424]  fuaR 229 Fir7R, 7EpH 2F0pH BN = B~ F 2 1 7% M 578 5 P] 38 N Led i pasvir i
VAR FE A HE B AU R S m] WS B S E F AR FE AR T e SR ER A (SLS) & —
P B F R R PER, 7 pH 58 AT 42 55 Ledipasvir VA M B AH 2, ZER 4T (pH
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2) , TESLSAFAE N TT WL 21| V5 i JiE Ik 25 oI » b &85 SRR & A (IR FE KT TR R 98U AL A
HEM 2 T AN TE T BR G + e R R Eh I I 4

[0425]  %22.LedipasvirF b A4 B AL RGBT VA TR 5L 26 0 % M 1) BUR A 4 k)
Wi TpH 2805 K& =il T VAR

#EME (mg/mL)
Hr (0.1% wiw FARBBRANKF) pH 2 pH5
FAEAE 4.94 0.0001
TR AT 0.05 0.243
FRABR OB 7.44
?*a; 2 35 ”‘*M‘/d,] 9:.11 0.0699
loa2s] | RCTER 35 R :

Hb ALEZBE RO 9.27 0.0624
Bk 188 7.19 0.0005
HPC (BZRATHT) 4.67 0.0001
HPMC (#2844 4%4) 5.27 0.0003
PVP (R4H) 5.47 0.0004
PVP/VA (3545 ) 6.73 0.0010

[0427]  Ledipasviria A EE ALY (Ledipasvir—03)

[0428]  LedipasvirPABEE LY (Lledipasvir-03) 5 H At X H A IR R &S B AL .
Ledipasvir-037EpT Ak MEE X b BA B2 VA IR Z . fEpH 6/, H TR ZE/ N 72T
fil (0. lug/mL) , B IA S A T Q% B 20

[0429]  Ledipasvir-037E¥F 2 A NERIFIZ] 2 B AT HESZ 1V R 2 LR, JOa e S
ledipasvirF fn A BT VA A AR 2 , i n] 2 a2l

[0430]  Ledipasvirds i Emg JERI1T)

[0431]  Ledipasvirgm iiF BB 111 HAR R R B A RS HEEE (&9 B
Bl AE S A T B BRIA RIS, H R T Ledipasvir-03. B T AR ZE 1 N AEVAAR B (<O lug/mL) , &
FEpH O IR H 5 HAth JE X8 A 22 0 o AR AR T2 (9 HLEA P (90 e P 1 AT 4R
2 AHFE S HoAth i S 20— A

[0432]  Ledipasvirgii&D-E 4 R EE (Ledipasvir—02)

[0433]  Ledipasvird &AL £h (ledipasvir—02) KI5 H AR Y AT FR A A AR B2
(E9) . 5 BTG i BB AR » Lledipasive—02009 AT N BTek 3% . fEpH 3, SR H b
Ui B BT UROK 215 2 1065 BT U6 ¥ HH s 2, 53R AR T 2R A B, 60 4 B 5 74 Wi
ledipasvir [FEKLIEIRE7EpH 6FT , 45 = ¥ tH IR 2 4R B 2 oAHE , 7EIkpH N X R R T
Koy N PRUISA BT SO VA A A S AR R 3R SR AN

[0434]  Ledipasvir-027E 2 Firg WA TR ANV, R 217K . Ledipasvir-027ET A A L
B B B RV A S R AE I A 1 20mg /mL 5 IX PR il T 1edipasvir—027E ERIERET A AL
S0 D A A A B 2 B A

[0435]  LedipasvirE A RKEPER R IELL T, EBCS 29540 A4 o IE St 1] 771 Hh i 50 8
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FWHAKST AR ledipasvir: I & 4 I 5508 . & 4K U7 25 56 74 B v 7010
(ledipasvir-03) « Sh A& TC KU B GERTTT) A AADE A BR 5 (ledipasvir-02) , 54k N
A AR T BB, LA AL R &S K VA PE  Ledipasvir /K IS TEAE H IR R (pH>5) AR T-0. 1
wg/mL, (HAERRVE S AF T HH T PR EE 0 1 B A E I A BTG LedipasvirdE gy
A Vi 2RI 7K P L T T R A U B O S AL, BT A U S AR X A R I8 T
s DA FR h (ledipasvir—02) «Ledipasvir—027E 7K AP 5 g B AT D38 1 TV 7 o
PR AR I Ledipasviriif BBE UL — FR 5 IS 70 AN 2 10 7% M0 R 0 o2 s EE R E I o 55
IAH I, Ledipasvir—02E & TA HLAHEL, XA ] 58 2B 6l H B H o

[0436]  7E T #HIlG PRAIF 7 FH A8 Fl ledipasviralE fb A4 JiF B 00, 2045 3 5Ok 26 42 77 8 % K 20
FHEIR 1] AR FF A | Ledipasvir i AD— AR £h (ledipasvir-02) ;&8 K &/ & fE
2 FH T2 BRI RO AR 70 A LA AL AR 1R 22 (03 A PR B /) 17 e 7 = L ot 7R () R
i H it ik Ledipasvir N ERVE 7 (Ledipasvir-03) F RS 10 - 5 il I LA SCRER
ST PRI A% BRUA B AR DA AR A iR AR A L ed ipasvir DA ERELTE
U H 5 AR S m0r AL AR P2 g8 A e

[0437]  SLjEf519 : Sofosbuvir flLedipasvir B A L5955 EE M 1 [8] 5 771 & L ATHCV B s
YNGUEN Ve

[0438] f¥i Fisofosbuvirfllledipasvir5 A 5w g i [ 52 7 2= B R T HCVIE L i
N B FE R BT R NG IR AT vE 3 CGERFAELL) , BE LT R BH4T IEHCVIR YT 1 3, AR
26 R g R AR (P 6T R MUK e S N CH IS AT I AEAL) , BTG RTB3EAT I HOVIRYT
RGBT N B3 AR B FIRIT6 82, TR B FIHIT12 .

[0439]  FF5E1

[0440] 5 L (AL VAR NG 3 WA I BEAL B R B 19 N B N L2 1 LB ALY TR &
=PI ) FFEE8 A SOF /ledipasvir[ll &L, 2) Fra8 A i 5 SOF/
ledipasvir[il 587 & B H, 53) Fr4E1 2 1SOF/ 1edipasvirldl &7 & HBH (B10) .

[0441]  BFA I BFH 2O A & A B HIFNE T 2305 A, SR Ui N (TR 1 B
FIVEIT R WCHT , 550 % KA FMEMERF L) 55 AL E LA B2 128 :1) SOF/
ledipasvir[il & & K FHEL2) SOF/1edipasvir[f g 7| & B AR EEME (B10) /EFFH 21,
WA BAEIRITHT R A R 4T 1E 2.

(04421 FEWRF LR, NEARIEAR 632, BUA AR BBMLAY R o ML /MR =50, 000/mn’ o HF 52 1
N Gitt s 2 0L T %23,

[0443] 23, A D4t B
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SOF/Ledipasvir B £ % 8:H + ik
(B4 14=2)
N=100
P, F (EE) 50 (21-73)
BH, n (%) 66 (66)
Do, n (%)
[0444] EAs n (%) 9(9)
BT &, n (%) 40 (40)
2 . .
B3 BML, kg/m (B ) 29.9 (18-48)
IL28B CC, n (%) 15 (15)
GT 1a, n (%) 87 (87)
F#E L HCV RNA, log, TUMmL (FEH) 6.1 (3.7-72)
B2
(N=40)
[0445] AR, n (%) 22/40 (55)
T3 dno Rk ('Xl103/pL) 107
FHEEEG (gdl) 3.8

[0446]  7EZ H5HFFC1IAI100 295 N, 97 % K3 T FREL M 8 N A& o /R A, T 44
BR(—4KkHET41 (RISOF/Ledipasvir x 8J&) , — 4K H T 414 (RISOF/Ledipasvir x
1208)) AHAE, R Bl VT 1999 AAES JEIIS IE B 1 SVRIFAE Jo B2 [m] Ui o B

(04471 FERFFF L EF b (BRI, TERFREALIR A L1878 BB 1 2 160 44 9% A A58
LIS BISVRAEWF AR 2 (BRI ¥RIT I , PTRMORN) -i6I7 1240 4w A A
39418 R T SVRI 2. A FFAEAL 21 449 A58 3 T SVR12 (B[ 11) o

[0448]  ZERHFFLLH, HANSHAfMN 52 AHICAE 44 (RAVS) B L & m A AL 4R 3] TRt
TR E o BLAL, BT ELATNS3/4AT 32 A0 AL AR 1995 N 3018 B 1 R S i 55 BLE o A7 B I
J& , FEZ T HP TR 90 N B R IR 4G I HH S282T 98 A FT %2 BENSHA RAVs (F824) o 2 A VEMER FIA
RAE 7255 7012 WAL 25 15226 6

[0449]  F24 .Mt 52 PEAHr

SOF/Ledipasvir BIRA EBA =
Fdek
[0450] T \S54 RAVS, 1% 9/100 (9)
NS3/4A RAVs; n% 29/40 (73 ) *

(04511 sfep2H 2 i 2 P i ol 2 1 Al 41 1 770 ) 9 A 8K
[0452] K25, A VEMEA
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[0453]
SOF/Ledipasvir B] € | SOF/Ledipasvir & &
, M EIRA N=58 AEELH + B
5%/\’ n (%) N=42
AFEs 24 (41%) 24 (57%)
3=4 45 AFEs 0 6 (14%)
REZER oy Ak 2% (3%) 2% (5% )
d1 T AEs ¥ Biig 57 0 0
, 34 BEEET 4 (7%) 6 (14%)
SRERE —
ftrEd <10 ghdL 0 8 (19%)
[0454]
fArd <85 g/dL 0 2 (5%)
[0455] x50z , B AE 38 B
[0456]  sxiff%: . H o3k
[0457] K26 AR FHF (=5% [ Aaim A)
[0458]
SOF/Ledipasvir & & 7= 8 | SOF/Ledipasvir & &
, , A HEWA + BAe
Rk AE, n (%) N=58 N=42
HEELREH 24 (41%) 24 { 57%)
RS 3 (5%) 6 (14%.)
o 0 8 (19%)
Bute s/ SR T 4 (7%) 4 (10%)
kI 3 (5%) 4 (10%)
[0459]  HJfFL2
[0460]  FEAR T2, WIVA & 152 SOF /1 edipasvir[dl & 71|58 5e FH Aps w0 , 1wy b A A 78 e B2

HRENL RS2 T R < 1) SOF/ledipasvir(il & & B 5k 2) SOF/ledipasvirl# 2 7 &
5B FH 5 g i , H kBB T Iz 87 2 48 JR A AL

[0461] 4%

[0462]  FEWFFLAAF AL 29 IR T I 144 B AP, 13644 (94 %) fE3R Y7 e VY RIS 3 T
SVR . {EIX 1 T 52 1185 & #1365 9 AP, SOF / 1edipasvi r[f & 771 & B AR & VA TT6  JH
J& » 25290 NA 34 R BEISBISVR, 11 SOF/ 1edipasyir-5 B AS 5 fps w5 e 1 8] 2 5512 BE AR IT8
JEEL12 5, 100% (60/60) 196 N IS B T SVR. EIX T BT 45 (K59 4 A Va7 &3 AP, =
AL 98 N AE 352 12 )8 SOF /1 edipasvir A 5 ag e il 8 2 A =BG IT E R K . S
IR, fESOF /1edipasvir5 g BMe 1 [ 2 755 B A G 7 4 v 3 W82 B B3R T T RN, (HIX
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So 2l R B T 4290 ANk J2BE V5 . SOF / ledipasvir A SRR E 2 A 2R TEAR
UTFATE 52 7, SABs FIAS K {241 1R /b

[0463]  %if

[0464]  SOF/ledipasvir[dl &5 & B FH+/—5m 2:Me 0] 2 45 7 8 Ji LAV ST W i e 4k
BE CHWRITALIH B, AT B 1L, /ESOF/ledipasvir 5 oA 5 aE M 1 [E 2 7 &
e VG YT 12 )8 J5 AL B 1 SVREE

[0465]  SEJitaf4110 : 2 B HTHCVIR F 7 VR TR R 2918 P B e BB 2 R IR 7 28K
[0466] A T VPAHSOF 5 1edipasvir B 546G WEM /B ST AR 12 JA/EHCV i
T ) AV N S2 PR AT R R 2T BT R RTHCY R 5 BT 45 24
[0467] 2T B2 R
[0468]
fréa BR R BARER
A 12 J& SOF/ledipasvir | SOF #= ledipasvir( 4 8 —# & 400 | #7134 HCV #1 HCV
mg/90 mg, vAEZ A FEA ) R | REA | BAEE
#2512 58 # (n=20)
4B 6 J SOF/ledipasvir/ft. | SOF #= ledipasvir( 4 B —k & 400 | #19%6 HCV #5 HCV
&M E mg/90 mg, VAR A BHEA ) Sk | ARA | RAEE
A E (500 mg B0 —R ) BEA 6 | F (n=20)
4.C | 6 A SOF/ledipasvir/tt, | SOF #= ledipasvir( £ H —% & 400 | #056 HCV # HCV
L) mg/90 mg, VABZ A B ) Sk | AEAR 1 EREE
S 3 (80 mg BB —K) BA6 | & (n=20)
4D 12 # SOF/ledipasvir | SOF #» ledipasvir{ £ B —& & 400 | HCV A EA! | £
mg/90 mg, ABEMEBRA )RR | R E L (=R 5
235 12 25) + SLETAEARF
A B, Co Fe
G 3 H S ZAR A
P BATEE
41 E 12 B SOF/ledipasvic | SOF #o ledipasvir( £ B —k % 400 | HCV A B A 4 2%
mg/90 mg, A AFEM ) O | REH (n=20) ,
e 12 B #1376 HCV 344
iy
40 F 6 /5 SOF/ledipasvir/it, | SOF #= ledipasvir( 4 B —k & 400 | &4 0B 5 5% 49
L] mg/90 mg, VA B ZAFEA ) 5L | HOVARA 1 £8
&) (80 mg B8 —K) BH 6| &84 (n=50) ,
B HCV #1 % #
(n=25) REH %
57 A% (n=25)
4G 4 J& SOF/ledipasvir/tt, | SOF with ledipasvir ( & B —k & | #1346 HCV 49 HCV
A 400 mg/90 mg, WAE AR FHA ) | AEE | EREE
b T BRA (80 mg &8~ | & (n=25) , &4
K4 R 0-2 FAAT FR
H 4 J8| SOF/ledipasvir/ft. | SOF with ledipasvir (4 B —k % | 4274 HCV 4 HCV
At NG B 400 mg/90 mg, VAEE M BHA ) | AEA | RARE
Hieedh I (80mg 48—k ) F | & (n=25) , B4
E (250 mg & 8 —k ) BEA 4 B | 0-2 BT 9%
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[0469] A=A i (1) 3 B i i AR T b IRIF AR ZAMEZRIRN 1R TT 5
WEHAT 0, B BT R BGWSE — IR B 20 B R WG — IR 25 H BE 30K fir %4
(B T T AR  RRAB 452 (W SC 20 45 52 T ST 25 R o N AS =20 A 53 TR 2540
BAT AT

[0470]  HUmERIETE DM 00 94 & B A S 5 A0 B 52 2 D — IR R AW 45 2511 9
Ao

[0471]  Z4RB) ik B OS5 2 T 20— IR R A4S 2R A
[0472] 955 AAESEORBINAHE HL 789 T M0 72 1) Fofh 350 40 I 128 8R4 i AR S0 175 A
B QR BT E BAT) 2 SR IR IG T o SR DA AT HCV IR 5 38 & BT R 2 /KT iR
SRR B AT, G SR 07 25 3R] AR AL, 38 F T S g% 220 A0, IR R0 22 1R 3= 1 i) — 3 72
Y5 PRI ARAT ML 0T AR B 7T BB IK Lo MEBHAT I R 56, 7RI 0 25 045 24 R 1) SR 0 R AL URAR 3G
WA AT A BH T ) o 9 NPT e il RIS — (3 S 2R A AN TR VR 2 ) o, 7E BT A AL 200 LR
T ARSI AT R U 2GR S - WA T B IR LTS Bk IE S W A . A B AIHI
AR T Hio K= 50K VB2 554 & (INALB) (1) B Mis B fE

[0473]  {ERI3K 12 BT #EAT T BRI 78 U AR, U 5 98 A 2B A AR AIE , 2o PR B AT U 4R 36
Rz RIE A BA A E AR PRSI0 2 il s I At 5 SR il i) o 2 o

[0474]  YERENTIUE AR A VIR CREFESE1.3.5 10K . 562,36 & (A& T4 F.GEX
H) BUAYT 5 552 A EE 8 B QX PR IR AN FH -T2 30 = fibifiL) ) 4 w0 1m] 9o A L RO BT 55 07 A DA SR
(1% ik DR A A ART 11 B8 25 ) £ FH o e BRI S0 VAR AT A A AR AR A EEAS DU A 2 o R AT
(R 70 0 BRI SL 00 = A A 1Y 52 B 513 2 LT T R BRBS vH &Il e A, AT A8 AR TR 15 A A
495 N[ 3 BLAA R AT BT TIUH 2 AN AS R FAFBCR] BRI 5%

[0475]  Jp5 NPT Re 4 ZERIE S B VTR PR T2 0] 46, 7E 58 7R (AN 58408 (ZHA) JEE6 A
(ZHBAIC) 558 (LHA) AIEE12JE (ZHA) I L IS5 10 K2R H Ja 15 00 0 75 ZE ] fe L 7
BILUES 45

[0476]  ZHBAIHIR) o N RF A EERAE 5 2. 4.6 ((UBZ) JAHEHARATIRY BI4E A H e kg 47 Ui o
[0477]  — Gy m] BAT /A i R s M, Bk TT i) 75 2 e AT o 729w A 52 B L 25 M ) f
(1) B N BEAT (9 07 AR G T 3 A PR, DR A e AR AU, By DAAE e Bk ik — R U5 A AT B
SRR B VT VTR T R & R Be 2 ILak 28,

[0478]  ZR28. Ui TR & IR B

[0479]

£0.1.3% | % 5.7.10. 4] $3. 4. 68 (+-3K%) |F8. 128 (H-5%)
(RF0) £ A(+-2 %) Tk 12 AR ER
(#/-14 %)

CRBAFE BABHC:

0. 1.3K% | % 5.7.10. 14| %3, 4, 6/ (+-3 %)
(Fawa) R A{+-2 %K) TRE 6 BAAEIER
(+/-14.K )

R ARKTFE, BDFE:
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[0480]
0K FAR (H-3R)| F8 12H (H-TR)
(Aw2)
6RBAFE AF:
FO0R %2, 48 (+-3 | F 68 (+-5K)
(LFT) ) ThE 6 AR EL
(+-14 X)
, AABAFR, WGRH:
F0X FTRAH-2 R) | %20 48 (-3 K)
(LES) RAULH TR 4 BT
(+/-14 )

[0481] VY VAL , AT ZRAFHCV RNADUBA SE /& 15 47 A 4 T3 85 AL VA T 45 b br o I
I R BEILF>210g10HCY RNATRBE (53> 210g F RO TLLOQ) 9 A RS IEIRTT , B R &
PT/LAT/HiE N2 I R &A 5400 (B3 09.3.1) 6

[0482]  {EAIFFLLH s BIVE 7B BE 4 R, 095 A Al 452 IESOF Al led ipasvir LA 4EFIT/ Bk
EWIMLE LG b, R A S 5 75 T8 B AL 25 045 25 B 2 R BPE 4% 1k, AT AE 4T
fATYE T 45 VTR AT 69T 45 VPG - - T-BF AL B 098 TR A0 S 4G P 78 SRR T RN 5F
FAH B2 10 200 N BT o 1X — AN SR B FH TR = FHCY. RNAJF Z1 43 » 1 5 95
NIEAE AT A A 50 S A, A ATY AT LA AE T AR A8 2 Wl 4 AR W 56 Bl 22 4 PR SR 38 =
7 JHCV VL<LLOQI®) s A A 42252 ¢ T anr] it S HOV - R I AL L o

[0483]  Fir 3o AN IIAEVR YT 45 SR U5 A0 1 2 JE I 3304 T 150 82 1k o3 25 BL & (1) P4  HCV VLK LLOQ
(17998 N\ AT 3252 5% T WAl i@ G HOV R IR L 3

[0484] BT AT A G IR AT AEIRIT A WG 552.4.8.12. 24 36 FI48 A 4252 i 15 » 41
W B R AERR IR VT A R AT I T AR I8 o VA T 45 RS SR 2 R SR8 R R AN AT 45 s 06 == il
1,

[0485] 23 (n=18) FEZE 4 M N2 MY i Esofosbuvir (400mg) BL 5154
E (500mg QD) Bk H . Sofosbuvir54b & WIEEL I AT PKLE 5 WK 29, Bon T 18
Sofosbuvir 5 AWIEZ 8] 3% A e PR 0.2 1A AR .

[0486]  #29:SOF AL & ¥IEM Ledipasyir Bl FIHE R 45 25 (1 254X 5h F 5

[0487]

SOF (n=18)
Mean (%CV) #3HSOF SOF + 148 E %GMR (90%CI)
AUCinf ( nght/ml) SOF+ A E + ledipasvir |  %GMR (90%CI)
2560 (42.9) 297 (253, 348%)
SOF+ L8-WE %GMR (90%CI
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[0488]
1140 (41.4) 135 (115, 159)
AUClast 908 (62.2) | SOF+4LAE + ledipasvir | %GMR (90%CI)
( ng.hr/ml)
2550 (43.1) 301 (255, 354)
SOF+ 464 E %GMR (90%CI
__ 2835 587 (51.1) 130 (971, 175)
Cmax ( ng/ml) 515 {783 _ —
max ¢ aghnl. SOF + fLA4E + ledipasvir | %GMR (90%CI )
1260 (55.1) 283 (219, 366}

(04891 o7 =4 PR A ) 5 B A ] Ll i S it 7 s BAR A0, HAR ] 2 L) rl 3 4F
ik AR R AR AR ] B A U AR N SRR, (I AR B i AR A AR AR K
WK VT 2 Y o X B SR AR RE L T3 T RS it 1l A8 DR e skt T R AR o 8], AN T
PR I ] A BR il o

[0490] AR WIAEA S EAT 1 )i M — eI o AE— Ut B 2 Y O BN B A RTIE
J& 3 AR AR R R B — 38 93 o XA AT — N 7 2% 1 B 1 PR Al 1 i P R R
JRIIA A B — R R e , Toie 25 Bk B AL A SC P2 1547 HARBUA .

[0491] gk, 242 & BH R R AIE B 7 T BAMarkush &S (IR, AR 4T84 RN Ul E AR
Bt R 3E T Mar kush 45 140 (9 A 5 B Bl SR BB SR AL RIEAT FA

[0492]  ASCHR B A7 25 A L RIS L S MR ELAth 225 SR H 775 48 DAL 4 3 3 25 0
NGRS, RS B ME 5L G I AR SCHF R BLF & 2 Ak, P
AL AR E SCNTE

58



1/10 3T

BR £ M

i\

CN 105748499 B

SENS

D

(B¥) ¥¥

K1

59



2/10 70

M

iR

j

Ny

CN 105748499 B

MAIVIVLPA (D) g dry oxy

R

8137 #1548 a8
5 5 & 3 3 H 3 3 s M\WMM»“\“

...... . :‘\«...::s\::;:.!\\\«\.\\\\..,()55: \m{i “\.HV«Omw w\ .,ma..‘ﬁ «V uwwm.\vvm\
&...\.s .

N“W.J \..w‘..\m.wx.&f 3
LiAERYET, .{Mﬁ\w\

i
Y

e d AL,

X
Ay
[

o

R

60

K2

(8/8) ¥l



CN 105748499 B

Ut

iR

M

3/10 T

T

2

:jﬁv«

§

Ay T B

2

4

i .,

e
B

AR s,
=

o
R
Nen
™
X,
X

e
Y

SN
NN
=
o

e

B

N

e NS g ips g 08T

MR

s

2]

#07

i}

Ao | AR AR

s

\\\\\\\\\\\\\N\\\-_-.«.w-mwt

i

AR v P
nAne A
PR

NS A

B aconicrg
P

AN NN
B RNCYNUCRCRRR R
Aan i
o
S

3

RN ot
AR
g
a:
AR
SRR AR
WL,
;

S

o
R

{_M‘“N-u.

R T i
3
&
R e o
g

",

}
,}Z
§
N
N
N
N
N
¥
3
hi

> t2 v
[ ace

R A

3

¥
QR8N

¥

3
AR AP

3
o X

K3

61



CN 105748499 B

i3

Bl H Mt &

4/10 70

N RN N R

8 R 2§ R

S~ &2

62

™

3
%

1A%



5/10 B

B M

j

Ny

CN 105748499 B

L1 ¥ oy g¢ 97 41 f
o LA % mw

4
y Iy
€ 14
LS R
Y L

89

11505 : N.
PP ; w
Nl

gt
s s 2t O “a \\W\

B y

e

. \ Lo v i 7 \\\\ ORI P . \‘..
R s AN SN LA LA b A | W
e S N PP ASN G0t e

N

)
63

(ST%) 11ANQ S0 JOR b 4491y
K



6/10 U1

B B M

i\

CN 105748499 B

09

4 fy

S 1O o
ww ~W~MW<N R
M..., (W&@ch s lffpios
71O

(a7 ) [al e

Oe

Na S

4

o1

o %
€N o

(ST%) I @St

K6

64



CN 105748499 B w B P M

7/10 7T

g
N
33
o
=
&
W
pCE
e
s
&
o
R
R 4
%
S 3 Foc e
RS X~ o
Y3
3
N o
§
N
R Lo
>3 ed N
NS A b
£
N %
s\.» e R
= &
)
%
N R
{
i
33
e i - N a5
£S s v
§ by
@i b £
I N «
X
3 “
s R =
83 O3 ‘vz
o %
3 52 R
) ey
3
3
o) )

s S
0N o
N
% o
o
oAl
NS = -~
o G
S S
R
T ¢
% §
3
§ 3
i
RN NP s
¥
Y
@ N
i,
g ol
£
Nt
e
R
o
SN
NN &
AN v X
PR

=,

K7

65



8/10 i

M

iR

Ny

j

CN 105748499 B

N

et {7

{1y

4%

e e 7

4 S R
R e e R e - s e e . 8 ;

W ER

St S

ECE %

B i o Z =

ay P i ) . o

iy e e - e 3 g e

wwyaw e - . %

e m R R %

. 3 "’

B o e

G % esaessniie S . 7

;

7

< - 5 e s

i s N A S Ly
i, 4 RenrnsS eSS I ST oomm % R G SR

66

8



9/10 7T

M

iR

i\

CN 105748499 B

£y

£ 2

“,

I daae

or

WY W EH
T -g L

3 ssm
N ~
3

3

3

3

- 7 e
oy
AR CApRE -

oy,
%

i poens .3& %k,

P
<7

SR

hihag et

(/80w y BB R ased 1pa]

K9

67



10/10 L

CN 105748499 B w B P M

Mo

i1

{560}

s

P

B

K10

fNsers i i st st

SIS BOIIIE

NN * NN NN
wvisEE g8 8 12 12

.
e

g i<
>
.ty
T
S~
e
i
S,
e
s
w
-
A
3
2o
2
e
o
TRy

K11

68



