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MAVIRET. combination granules for pediatric use

i) EE - EMEOMTEICI VT2 L

®RFFRNEE

1.
1.0 FENG. VIV AMFREQREICTD R - BREH
DEMDS ET. FEORSHET EHIEE B EBEFICHL
TOHRETH &,

=
==

=®2

2. B2 (ROBEHEIZEIBELEVIE)

2.1 RA OB U CREOEDBEEIEO H 2 B4

2.2 #¥ (Child-Pugh%#iC) DIFHEfEREDH 5 BHE [9.3.1.
16.6.1% 8]

2.3 THFFENREE., 7 MV Y F ALY LKA,
V77 ¥y rEHEhoEE [10.1. 16.7.25H]

3. M - MR
3.1 #

18 7L a7 Vvenkfiiy (K E LT 50mg. €71

7 b 4
A ¥ A¥ )V 20mg

IRYVE Ry, ansilid-a- ba7zua—)VR)TFL
) a—iv, WHEKS A, Ta¥ Ly s a— ViRl
IAFN, ZJAAANAA—=AF YT L, FTINVBEATT
DRI AN g = B = B SR @ I L7/ N 2 [ AN
~ 70 I—)4000. = bgk, =R kek

W Al

3.2 RAEDOMIK

o g g KEOTANLI=F 1 ¥ TRRBORED T 4 V4 3—F
4 v R S 7 B B R

4. RHEEXIIRHR
CEUBMAT % R (I CRAMMITERICH U 577 1)L RMEDYE

5. MEEXIIHHRICEHET 2R
AAOMNCE LTI, HCV RNADBMETH 2 2 & & kRS 5
Tko e, BFPiE. BHREEREIC XD, JEURIEITEL T
W EMBRT AT L,

6. AZERUVHE

(EATIV=TF1 (/84 71) RiFEQTN—-72 (¥ z/ 4584
72) OCEUEMFRDES)

W, UL R 12 AR Aok mASkg R o/NBICIZ, ST
LELVKETETL Y ANV E LTT il OREN O 210 E
L. THLEL, BHRZASHE EHICRIRS T 5, %5
UM &35, b, CRUBMEATJITx3 2 WA I U T
SN2 E §2 2 LB TE b,

12kgBl F20kgAidm : 38 (ZFLATLELE LTIS0mgh Y7
Ly 2L E LT60mg)

20kgbl F30kgHiw : 44 (FLATLENE LT200mgk N E T
L& A¥ )L E L T80mg)

30kgbh F45kgAi 5% (LA FLELE LT250mglk N E 7
Ly & A& LTl00mg)

(EATIV—=T1 (P z/8471) RO TI—-72 (/484
72) OCREREHFEEDEE)

(ERTIV—=T1 (P z/2471) RdEQTN—=F2 (P /5172)
DVFThIZHEZY L EOCRIBMT R ISCRREMTEEDHE)
L LA R 12 AR Aok Askg R o/NBICIE, ST
LEVRDPET LY H ZENE LT FiORERN O %1 E

EL. THLEL, EBIAEFE & LICROKEG T 5. H5HEI
128 &9 %,

12kgbl F20kgHi 1 3 (F LA FLE L E LTI50mgk YT
L% AL ELT60mg)

20kgPl E30kgAdii - 41 (LA 7L ENE L T200mghNE T
Ly A& LT80mg)

30kgll E45kg kil : 5@ (FL ATV ENE L T250mgh N E 7
L% ZA¥ )L e LTl00mg)

7. BERUHEICEET %R

71 ka7 V=71 (Y= %471 Xigkarv—72 (Vx/
5 4 72) OCRBHEITFREZ IS L ik, MiBEOHFIEIZLD
BHMM2EETAZE, ZLATLENL - ETL VT AE L
FLA$E D EN BRI B W T, NS3/4A 71 7 7 — B EH.
NS5ARHEH] X IINSSBR Y 2 5 —EHEROFHBEEZ AT 5
BEIHTAZLATLEL - ¥TL v ¥ A VEASEOH 5
X128 Th o 720

2 AKETLATLEN - ¥TL U7 A IVEEHED LY
HERIIREN TV AR WD, BRFEHZTbRnI &,

8. EELEAXRREE

8.1 BRI 4w A )V A &G D BF LTI R« H  (HBsHUE B,
M OHBeHU A SUIHBsHURIG 1) (2B W T, CRUFREHERTY
ANV AEE TG WIEHE. CRIFEY A )V AEAME T3 % —/BA
967 4 v A DOFHFHALDHRE SN TV DO T, REPEI12JET
5T BRIFRY A VAR MATERT 52 &0 [9.1.12H]
2 FREREREE, MENH ObND I EWDH DD T, EYMITHFFE
REMRAZAT) 2 &\ BISE 012419 2 &, [11.131]

3 CHUFRIEHAMT Y A W A Z G- MIGH, TV T 7)) v ¥
sua) AAOHE, KIEIZL Y 4 ¥ R ) VEEOBEIRFHHEED
WEALE L o TEBISHE SN TE Y, KANC K BP0 1 v
ATGRHAE G, SR O B 3 0 FI SRS % B W REVEDS
Hho IV T 7Yy, ¥ ra) AXEONETRHF I NS A
PR OPAEEH MR IFIRHEIE &2 L T 2 B TARH % Bk
T AW FHL G ERICHERET S & & B IS, PT-INRRIIL
IR, MBEEO €= 5 ) ¥ F &2 BB OIRGE
BB T A L,

9. FENEREZHIIBEICEHAYT IR

9.1 AHHE - IEEZNH 2 8BE

9.1.1 BRUFFR Y 1 IV ZABLDBRE LB ERLE

BT 4 Vv A e B TS (HBsHUR BT, 2
DHBcH A HBsHUAR G E) (CA A 24553 2 ¥41%. HBV
DNABSOBHPF LRI A NAR—H—DE=F ) ¥ %479 &
&L BEFR Y A W A O FEAL O BRI IR O FEBUHE T %
Z ko CHRIFHEBERETY 4 VL ZAE 2B 5%, CRFLY 4 LA
EMET T2 —HBRF R 4V ZAOFGERALHE SN TWw
5, [8.1%MH]

.3 e ERE

.3.1 EE (Child-Pugh?$EC) DOFT#EEREZED & 3 HBE

BTH LW L, RAOBERINT 2800 5. [2.2
16.6.1%:#]

P —

AT



9.5 11i%

TEIR SUE IR LT\ 2 g O & 5 kLS

R OGRS

Britz Ll o & SN HEICORKGT LI LD P,

9.6 Il

EFE O RVER IR EO AWML ER L. ZIL oMU
MR S5 2 & BIER (v b)) TRABS AP
*9'“‘?_;@) - &75 ﬁﬁﬁmxé hf‘/\ég) 4)0

9.7 NRZE
3ROSR I G L LA RO R et &I L L7z
PRAABRIZIEHE L TV w0,

10. #BE1EH

VAT LENVIIPHEES (P-gp).

k& (BCRP). A

K7 =4+>1F7AKRK—-%— (OATP) 1BI/IB3OIEETH 1),
FEHTH D, ETL V¥ AEVIEP-gpDHEETH Y. P-gp.
BCRP. OATPIBIOMEATH %, [16.7.1. 16.7.250]
10.1 BFRZER BFRALABWVI L)

ESiERs WRRHREIR - FE 5 R - kR
TYFFENGERE (VAT LEVOMBIEE T ¥ ¥ F E L o
(VA7 %] BEATLEBZENN DS, |OATPIBHEEHIC
[2.3, 16.7.2zW] |ALTLEHOY R 7 ¥NT|L5db0EeE2 5N

LBENYD D, %o ALT ESH o)y

34,

T RVNZAYF U h
WAENS IL/]
[VE =]

[2.3. 16.7.2&#]

7 MVNRFF v DI
ERLEHTEBENDD 5
7 MIVNZZF L B
TE D3 2 7 L 7%
LBENSD D,

L ATVLENVRD
7L y% AL LD
OATPIBJ O'BCRPIH
EEMIZE %,

V77 vEY Y
(W77v¥]
(2.3, 16.7.2&1]

TV TLVENKRTET L
V& AL VK

L. RRASWEST 282
NhdH s,

V77 YEY YD
P-gpifBfEMIC & %o

10.2 GrAER (BFRICEET B2 &)

A4 WRARAEIR - H5 18 05 B - ek
D= INSHEAOMPPEEN |7 LA T L EV R
FEH NI VLT XN ATEBENDD S, 7L Yy A LD

Pl TSI %:
v [16.7.22:0]

P-gpMEAEIIC & %o

AN EE ~
77l Y
AR N
VENNAV AT &Y
R =Ry ol S A
(St. John's Wort.
tyh e Va—-rvx-
7= b)) &HAEMN
[16.7.2&08]

TSUVATLVENROPETL v
& A XV O i AT
L. ZRANRES S % BEhas
Hbo

NS HEH OP-gpih
EEHIC X 5o

IFZNVITANTY
*—

ALT EF D) 227 3
LBENNDH 5L,

B A

TANAYF U HI
v [16.7.220]

O ZNZ ¥ F 2 DL i
VBEATLEBENED 5,
T ANRAYF X AEIE
MBI 27 B b
BENWDEDH S,

YU NRYF Y
[16.7.21#]

TYNAYF YOI
BEATLEBENDND S,
VUNRATF X BEME
MBI 27 B b
BEWDVDH 5,

TV AT VLENVRT
7L Yy AELVD
OATPI1B} U'BCRPIH
EEHIZX B,

TINAZFF b
U [16.7.2208]

T INAY F 2O EE
BEATHEBENED A,
TINAYF I & BEME
HOFH) 27 EL b
BENDEH D,

TIWINAZF ) b
DRy
EYNWNRAYF U hN
DALY

A5 HEH o I v EE S L
ATEBENDE DL, I
AFF N BRI OFEH
VAT REL b BENDD
%o

L ATVLENVRD
7L y% AL LD
OATPIBIE/EH 12
+ %,

yrmAERY ¥
(16.7.25H]

FUATLELVRTET L
V& AV O Il A L
ATEBENDD 5,

YU ARY YO
OATPIB, P-gphk®
BCRPHIEAEHIC & 5
bOEEZOLND,

EA

FRRAEIR - 518

BeIP - fabid v

o¥FEL ) bF
Yov [16.7.2%0]

TFUVLATVEVRTET L
¥ F AV I AT L

zh s B oH oo
OATPIB. P-gpXix

ATEBENDDH D, BCRPHHEEHIZ & %
FVFENIY ) —|ZLATLELOMEEDDEEZSNS,
WA/ ) v FEN DB ERTEBENED S,

FVFenvLy ) —
VALY - a2 €T A
v b [16.7.2&8H]

1. BMEA
KORMEM DD b S = ENHDOT, BEE T
B BN
1.1 EALEER
FrBERE, BE (VSR L BUERY) ¢ AST, ALT. €U
C o0 LRSS RS, B 5 b 2 L hib b,
8.2
11.2 ZOHOEHER

P —

Are

FLH
G- 2 IR 5 4 Ll R LE AT T &

5%2h 1 5% Al BUEA W]

AL W ELG LSRR MR | ISR

R - S - - AR

e BEE] - AR

] - RO FEE L. MRS, M
EPETIE

WORER - BT | - - SN

S EpEIR - |BRUE g7 B WK, M
HiE

i R e A - - M ey v e B,
ALTHIIN, R84 Btk

13. BERS

13.1 @
FUATVEVRTETL V¥ A VIIMTGEN TIXiZ & A LK
E-F (%A

BREDEE
1L1§ﬂxﬁﬁ®éa
14110 BFHFVLEZ AT, UToORRAT#EZHNT 22 &,

- RH BB E R T S VISR A L. IR0 LIRS
TWHEZBR D R 2 I F A AT 2 &,
W AREET DL, EHIARHER L CTRIEROMEGIT O A
LBENNDH LI DD, WAUTHIRD &5 & DR 8T
é:ko
KOV B E G R B BEFNDH DL LS. KK ZTHD
TwnwZ ik,

16. EYEIRE

16.1 MmAEE

16.1.1 BEKRS (BERA)
fEREE A (23%1) 12AHK] (300mg/120mg) % F &I H AR %
BL7E X03EWEHE ST A—F &2 TRITRTY BAEAT— %),

1. R ACBT 2 ARKAMEERE SO 7 LA T LELVRUTET L V7 X
YL OIEYBE T 2 — 5

INTG A —F FJVATLEL 7L Yy AL
Cumax (ng/mL) 621 (51) 213 (51)
tmas () 3.0 (1.5-6.0) 5.0 (3.0-6.0)
tiz (h) 6.85 (1.45) 14.1 (1.38)
AUCs (ng - h/mL) 2710 (50) 1580 (52)
Crmaxs AUCe : 380 (CV%)\ tmax @ HAE (FEPH) .t - AP (B

IR HE R )

16.1.2 REH®RES (NECERUISMATREE)

S UL 125K O CHRUEBMEIT e B 8061 (OB A AR NEH % &)
2 AR IHIAEIAES I EFE L & IIERO#ES Lt &0 s
LATLELVRUPETL V7 AV VOERRIEIC BT 5B <
5 A — % % PR SR BT CHEE L7 % T RITR T,




2. /NECTRUMEBVEIF ST 12 330 B A AR 515 o 5 5 IRTE T D ZE M BY

4. FRRTRIE W BB (0§ & AR R R 0 e O S BB ¥ 7 X — & Jb

87 X =5 (BT VAEER) JEkREREEORE | S5 x—% | ZLAITLEL [ETLryREN
i FLATLEN/ . AUCuu Conax [ Cinax 1.01 (0.38, 2.70)]0.84 (0.58, 1.21)
AT X 5 N N - Ik %
RIS ¥7L 7 A VR il (ng - h/mL)| (ng/mL) (Child-Pugh%#HA) AUC=-  |1.33 (0.49, 3.58) |0.80 (0.48, 1.34)
JVATLEN AT Crnax 1.38 (0.53, 3.59) |1.26 (0.85, 1.86)
12kgl |- 150/60mg " 8493 1347 (Child-Pugh’B) AUC=  [2.00 (0.76, 5.25)[1.26 (0.73, 2.16)
20k g A ity (175) (188) wpE Cinax 4.78 (1.75, 13.1)|0.59 (0.41, 0.85)
20kgh I 200/80mg 20 6963 1109 (Child-Pugh53#iC) AUC-  |11.1 (4.03, 30.8)|2.14 (1.28, 3.58)
30k g A (133) (152) SETTIIL (0% X )
30kgBL I 7098 1038 R
15k ki 250/100mg 24 (140) (145) 16.6.2 %‘%jad‘ﬁnfﬁ? _ )
7L vy AL HCVIEE G 0 B REIE & B Bice & Lk L. B (eGFR : 60~
12kgBh I 150/60mg 17 1820 201 89mL/min/1.73m?). % (eGFR : 30~59mL/min/1.73m?) .
20k A (66) (45) EE (eGFR : 15~29mL/min/1.73m?) XIL:EH % B3 2 KM
gggi{% 200/80mg 2 o o F4 (eGFR : <15mL/min/1.73m2) MHIIBNT, FLATL
30kghl | 950/100m o 2057 203 Y VEE300mg K N E T L v ¥ A EVEE120mg R 13 5% 0 &
A5kg kit & 71) (49) LATLEVRETL >4 2 E VOB I356%LL F ol
HATSEY (CV%) ZRLT7Ze KMBAECBILZLAITLELVRUIETL Y F A
16.2 R UL OBERE R BT SEHT O BIE18% L F 0% TH 5 7212 (5

16.2.1 BEOXE
fERERE N (1561) 1 2AH] (300mg/120mg) % HiEFELIH S L.
FLATVEVRFETL V& A VORI RIFTARFOHE
EHE L. BFEIUCIV LA T LEVRFET LY Y AY
VOBEBRIIRIM L7255, EWhORNiEEROEEIT DT
ThHol: HEATFT—%). KFZEWTORPiE®ICHI»Db S
FRBIELGTE DT,
3. RSN BT B ARHN 22 GRG0 B IR OSBRI £ o 3k
WERE/ T A =5 DIt

\ Conex AUC-
JVATLEN
PRI £E 2.89 (2.36, 3.53) 2.67 (2.29, 3.10)
e 2.12 (1.73, 2.59) 2.31 (1.98, 2.68)
7Ly o AL
FPRRG£E 1.83 (1.49, 2.26) 1.56 (1.28, 1.91)
e 2.30 (1.87, 2.83) 2.14 (1.75, 2.61)
Bt (90%AE X 1)
16.3 970

b MIEHEAKAERE LA TLELTIT.5% ETL ¥R
YL T99.9%% Ll 7z, & ML/ MAEHREERIE 7 LA 7L
EVT0.57, ¥7L Y ¥ AENTO.62CTH - 72910 (JHEAF—
%),

16.4 X3
MEEFIERENDZ LA TLELVRTETL V7 A VD HHD
Bl &7z, T2z LA 7L LB S EREERE S h
oo VAT VENIICYPSATRIRMIZIHE NG, YT L ¥
A NEIRBEN LD 5729710 FHEATF—4),

16.5 Bttt
FUATVELVRTETL V¥ A LD T 725 PRIBERIZ VW
HMH-ETdH o 720 BERAICMC-7 LA 7L ENZHERL
5%, TR ORPIZENRZNE G 8 092.1%K T°0.7%D ik
SREDHEE S N REBERAICHC-Y T L v & A UL F HEREI
Pelith, Fp PG D96.6% D B EAHEIE S 4, R
WEhid o729 (HEATF—%5),

16.6 HENE=ZFT 2EE

16.6.1 FFikpeEEaE
HCVIERE G o FEHERE B o & Tl U, BRI NF B e I s
(Child-PughZ#A) I2BWTZ LA 7L ELVEE30mg kY 7
L ¥y A VEEL120mg B3 550 7 L a7 L ELVOAUC
131.336512 2 0 AR RERE E S (Child-Pughs¥B) T
2 . WA EERTE R (Child-Pugh%8C) Till
flhol, BENEEREEZIIBVWIET LYY A LVD
AUCORINMNEO0. 805K CTH b . HPEEIFHRER 5 EF TL1.26
HThh., BIEMEEEERETE2.1METH- 720 BHEAT
—%), [2.2. 9.3.13K]

/\“7‘:_' b4 ) o
F5. FFRERRIE WA (0T & R R E B O W BB ST X — 5 1

EHREREORE | X9 X—% | FLATLEL |[ETL VT RAENL
(335 Cnex 1.02 (0.89, 1.17) |1.06 (0.98, 1.15)
(eGFR : 60~89) AUC=- |1.13 (1.01, 1.26) |1.11 (1.02, 1.20)
AR Cunax 1.05 (0.77, 1.42) |1.14 (0.95, 1.37)
(eGFR : 30~59) AUC=  |1.30 (1.02, 1.66) |1.25 (1.05, 1.50)
S Cinax 1.07 (0.70, 1.64) |1.20 (0.93, 1.55)
(eGFR : 15~29) AUC- |1.45 (1.03, 2.04)|1.37 (1.07, 1.77)
R (FEENTIE) Cunax 1.08 (0.65, 1.80)|1.25 (0.92, 1.69)
(eGFR : <15) AUC=- |1.56 (1.03, 2.35)|1.46 (1.08, 1.97)

AT (90%FHXH) . eGFR (mL/min/1.73m?)

16.7 EMHEEIER

16.7.1 in vitroiABR
7V A7 L EIVIEP-gp. BCRP R UNOATPIBI/1B3DORHERITH %0
Y7L ¥ AE)VIEP-gp. BCRPLUOATPIBIOMIEHITH %,
7V 7L ENVIEP-gp. BCRPJ. UFOATPIB1/1B3DIE TH %,
7L Y% A NVIEP-gpO A TH 5, [10. 2]

16.7.2 EMMEEERERKRHER
(2.3, 10., 10.1, 10.2zHR]

6. SERZEDS T VA7 LVENORYBBIIKITTEE GHEAT—25)

) T [7va7L L okmmE
A P R

BEHEE H&E (mg) » AUV HE| B 0 /1B B

wo (90% {5 X )

(mg) AUC Cone
37UX£UVHM$MW3%&%QD12H1;¥6®(0£3?H)
aﬁuxﬁuy4mﬁﬁW‘wwm0$@11M1?%2%(3£5é%)

7Y e Y 600 . 8.5 6.52
(WS 300/120 1) 12 (7.01, 10.44)|(5.06, 8.41)
V77 LY 600 QDY wwu0$@12m7éf4®(0£Ag%)

77 Y€ 600 QD ‘ 0.12 0.14
(g5 Hoawsge) o S00120 HEI21 6 0070 15)| 0.11. 0.19)
A /S Y 200 BIDY [300/120 1| 10] 23‘33 olo 22'33 "

FEFFEL Y FFER 6.53 4.06
300/100 Hi[m'” 3007120 QD |12 (5.24, 8.14)|(3.15, 5.23)

FFEN/) R FEL 197 3.00
800/100 QD™ 3007120 QD | 8 | 5 69 "6 )| (2.26. 4.20)

TEFEL ) L FER 138 2.55
400 - 100 BID' 8007120 QD | 9| 5 19 6 36)| (1.84. 3.52)
V%YL 0.5 WEP 400120 QD |12 8;0? o 8(1)'1(1’ )
FEHET Y 150 HED mmuom)uw0£88%)m£ﬁgw
SERYEY 50 Hili %WROQD12®68%9m(0£78%)
7=BYEy 25 B 300120 QD11 8(1)'9(1) o lo 7(2)'8? 0
FATYY Y 5 A %WUOQD12m7g%8%(O£jgw)

B 1.00 0.93
WLy 50 300120 QD [12] o oo o




J VAT LENORYERE

ETL Y ¥ AEILDOHEY)

rLaTve 5 A= 5 It A A Ty
NV/ETU B S T —— ] E B FE S0 P /D
J 3k i - FH 8 B IR M HE (mg) R ol % P HISEDEHI/ &
BEHEE HE (mg) » AUV R % mm;ygw#mmf B H 35 # (mg 9ZE%m;.& ot
W (90915 #HIX ) (mg) H
(mg) AUC Conas AUC (():9
0.86 0.85 : N 0.92 97
VAV S > 80 L 3007120 QD12 7970 o3)] (0.78. 0.94) PS> 80 Bl 3007120 QD 121 o5 00yl (0,87, 1.08)
TFNTIANTOF— - TFENVEA LT IE = 0.92 1.00
. 0.95 1.00 . . .
norgestimate . 3007120 QD | 9 0.78. 1.15)| (0.85. 1.19) . no.rgze;)tlma(thDZ,l) 300/120 QD | 9 0.82. 1.02)| 0.92. 1.10)
35ug - 250ug QD™ ug ug — —
1.20 1.31 . ‘ .
JVEFAFEY 0.35 QD| 300120 QD 12| o oo 1 00”1 57) JVEFAFE 0.35 QD| 300120 QD |12] o oo 10000 ] g0)
IFZNVTANTTF—) - IFZNVIANTTA—) - 0.83 0.85
0.84 0.87 SO ‘ ‘
e LR LA RLIL | 300/120 QD |12
LA NTAR LV 3007120 QD12 7770 92)] (0.7, 0.98) e~ 1000s QO (0.77, 0.90)|(0.78, 0.93)
20ug + 100ug QD* ug ug o o
1.44 1.59 - . ~ . .
78R F Y 10 QDY 4007120 QD [12] 1 oo 6| (1 95 9 03) 758255 ¥ 10 QDY |400/120 QD [12] ) o a1 12 g
, 1.21 1.25 . . , 1.20 1.23
HASAZF L5 QDT 4007120 QD 1L o™ 49)] (0,93, 1.67) HANAZF 5 QDY 4007120 QD 1L}y 157 og) (g 11 1.37)
" 0.97 0.90 ) A 4 1.09 1.05
7 iR F 2 10 QDT A00/120 QD 1T (o 637 14)| 0,70, 1.15) 7 VS S F 2 10 QDY 400/120 QD 111 (0 06" 5)[ (0,01 1.21)
" 0.91 0.80 . . , 1.10 0.96
¥ ¥/SAZF Y5 QDT 13007120 QD 121 767 06)|(0.65. 0.99) YYNAZFZ 5 QDP 300120 QD (12 (0 00" a0l 070" 1 17)
1.09 1.34 . . 0.98 0.99
Lovastatin 10 QD 300120 QD |12 g o, =1y |(9 o7, 1.85) Lovastatin 10 QD™ 13007120 QD 12| o1 5)|(0.87. 1.13)
‘ \ 0.71 0.78 o N 0.97 1.00
FATTS N 20 QD (300120 B 12| (ool o o FATTS =0 20 QD [300/120 Wl 12| o oo 1ol 0 6] o)
: N 0.49 0.36 o ‘ 1.15 0.85
FATTS N 40 QD [300/120 B 12| (o0 0T A7/ 40 QD [300/120 W 12| 0 01 4ol 0707 1 0s)
. 1.01 1.07 . 1.01 0.98
F7uY LA L EE 3007120 QD 0] 04" 0g)](0.94. 1.21) FruU AR LR 3007120 QD 110} 957 10| (0,87, 1.11)
0.93 0.94 . 0.99 1.01
FMF7FEN 400 BID | 300120 QD 12| (1 00y o0l 0 271 1) FLF7 €N 400 BID | 300120 QD |12] 1 001 ol 0 04" 1.07)
0.90 0.87 o 0.96 0.97
YMEEY > 25QD | 300120 QD 11| (oo oo oot o YMEEY Y 25 QD 300120 QD 11| g oo™ ool (0 80 1.05)
INWVETFZIEN - AT R ;wf%7zf§:jg?x - o
Sk IARYYIE Y - 3.05 2.50 Jh-x SEEY o0 op . .
FRELTI7aF 3k | SOV120 QD o 5573 64y [ (2.08, 3.00) FIRELTTT2F IR Q (1.39, 1.76)|(1.11, 1.39)
150 - 150 - 200 - 10 QD 150 - 150 - 200 - 10 QD
TANEN - FLF I TONEN - FVTTTE 0.72 0.74
0.75 0.74 T 4 4
STV V53TV 300/120 QD |12
poTsTE 3007120 QD 11214 69 0.83)|(0.64. 0.86) 600 - 50 - 300 D 0.65, 0.79)| (0.66, 0.83)
600 - 50 - 300 QD
0.99 0.98 A . 00120 Qb | 8| L4 0.99
VARATEN 00 QD 4007120 QD | 8 | 90" 94) (0,75, 1.29) /AATEN 40 QD (0.89, 1.22)|(0.82, 1.20)
£7. PFHESET L v ¥ 2NV OEYEIEIZ KIZTE GHEAT—%) 8. KAV HBE OSBRI KT8 WEAT—%)
1~ 3 S i E)E HE
FLHTLE t%}if ?_Zf w;)f% FLATLE Wi”; }f#ffﬁ
g/ ST X — PN
W/ ET L VB et V. N - W/ ET L VB 106 1/ JE 6
i B ES / I sk H= (mg) . | % AHAIDEH/
PrHgE e (mg) ¥ 2 ¢ B 191‘-FH101#£3] FEDE IR f # (mg 57Xl:‘{bfﬁi % oo
& (90% 15 HE X [H]) (mg) ® H
(mg) ™ AUC Conas AUC zczo
- 1.22 111 ) ) , 8.28 .
¥ 7 AR 2 100 HE 3007120 QD 112] () 16 36)|(0.92. 1.33) 7 RsA S F 2 10 QDY 4007120 QD 111 6 06y 5)| (16.4, 29.6)
k . 1.93 1.22 . o 2.38 2.05
¥ 7 BARY ¥ 400 Y 1300120 WEIIL | 76" 00)|(1 08, 1.38) FEATE 7Y 150 WY1 300/120 QD 116 117 70) (1 7. 2 44)
772 €Y 600 " 1.04 0.91 SaELY 05 MEP | 400120 OD 12| . 148 1.72
(WgEs) 9 8007120 HEN121 () 09" 99)| (0.76. 1.10) YHAxY¥ 0.5 HE Q (1.40, 1.57) (1‘45,23.04)
- . 0.17 0.21 _ . , 2.30 2.
V77 YKy 600 QDY 300/120 W 12| (oo et 755255 ¥ 10 QDY |400/120 QD | 12| 1 0% 6|1 67 5 )
DE 5.62
V77 600 QD b 0.13 0.17 mANZEFY 5 QDY | 400/120 QD |11],, 21
Gt 5 Hoarpmge) o 200120 B2 G 107 0.15) | 0.14. 0.20) (1.82;,3;.46) (4.8?,985%
0.49 0.50 . .
S 16) : . X
ANINTHE Y 200 BIDY (3007120 Wl 10| 000 oo |0 400 o SurREFY 5 QD | 300120 QD |12 (1.93:1,428.79> (1.601,027.48>
FEFFENL/ Y PN 1.64 1.29 . 4
300/100 Hifm]'” 3007120 QD |12 (1.48, 1.82)[(1.15, 1.45) <3.111, 7%‘4@b (7.881, 1174.6)b
FNFEL/Y FFEN 1.16 0.85 - -
300/120 QD | 8 | 0.97. 1.42)°
800/100 QD Q (0.98, 1.36)|(0.75. 0.96) Lovastatin 10 QD® | 300/120 QD |12 (1.4(1, 1%.06) © 9?5 713 )
OEFEL - FFEL 2.46 1.40 €0 3
400 - 100 BIDY 8007120 QD 19 19 7 9 9)| (1.17. 1.67) <3~451v2‘§-87> <4-651v 371-07>
e . 1.0 1.16 >, 3L
Ta%L Y 0.5 W2 |400/120 QD |12 (102, 1.14)|(1.07. 1.27) A S S (1.25;6;32) <1'2ﬁ'51'38)
TN , 0.91 0.86 norgestimate 300/120 QD |11 ‘ . : .
FEHNF 2 150 HE2 | 300/120 QD |11 (0.83. 0.99)|(0.78. 0.96) %5 - 250ug QDY (15(;,4}1.76) (1‘311.2}1.76)
. 0.91 : :
FENYF 50 HiH 300/120 QD |12 © 92 921; 03| (0.83. 0.99) (1.34, 1.54)%| (1.08, 13_41)g
T o 0.94 0.8
NN s 1.02 0.97 JVIF A7 ur 0.35 Hial| 300/120 QD |12 %5
JxzuaY¥y 2.5 HE  |300/120 QD |11 0.94. 1.11)|(0.86. 1.10) (0.84;,43.04) (0_74;1384 )
1.02 0.99 IFZNVIAFTIF =) ' ’ .
TEY 5 .33, 1.48)¢| (1.18, 1.44
TARTEY 5 MR 3007120 QD112 () 07 08)|(0.93. 1.05) Lk A kL | 300120 QD |12 ¢ 3‘91'6;48) ( = )
1.02 1.15 20ug - 100 D . .
aHL s v 50 Bl 3007120 QD 12| 0 o= 1011 05 1.20) ug - 100ug Q (1.57, 1.80)F| (1.23, 1.52)°




. RN B H 2E o S g . . P DS B g
eTrslm 87 A=l T om 7 Aot
A% R (ng) 52 % ARFHDEH /JEDE PrHEE R (mg) 5 2 R AFN BRI /IO
W (90% (i X ) wo (90% i iIX 1)
(mg) ™ AUC Conas (mg) * AUC Conax
1.35 1.02 1.47 1.36
(1.23, 1.48)"|(0.97, 1.70)" (1.37, 1.57)|(1.24, 1.49)°
1.10 0.93 IVEFZSEN - TV A 1.42 1.29
(1.03, 1.18)"| (0.88, 0.98)! Fybh e ZAN)YIE Y - (1.32, 1.52)2|(1.22, 1.38)¢
12 1.03 0.92 5 RELTITF3 k| S00/120 QD 12 1.12 1.07
(0.99, 1.07)}|(0.87, 0.97)) 150 - 150 - 200 + 10 QD (1.09, 1.16)*|(1.00, 1.14)%
. . 0.79 0.57 1.06 1.04
77 24 ¥ /tolbutamide/ (0.70, 0.90)%|(0.43, 0.75)* (0.99, 1.13)%](0.99, 1.09)
FATGT—=N/IFTTT N/ 031 061 105 0.9%
FEAPTAMVT 7Y [300/120 Hildl| 9 : ) : . : . : .
Py (0.751,2(;.94> (0.4?.0(3)).81) FRACN - FNF ST <o.991, l13.10) (0.891, 1t).os)
100/50072071/30 it (111, 1.45)" (0.91, 1.17)" O AGY 3007120 QD 12} (1 05 "1 21y (1.01, 1.19)
1.34 L1 600 - 50 - 300 QD 1.03 0.99
12 (1.21, 1.48)"((0.92, 1.32)" (0.97, 1.09)%](0.90, 1.10)%
0.75 0.70 2.5 1.66
o o i 1
(0.661,3(;.85) (0.611, 1(()).81) JRRTUN 400 QD | 4007120 QD | 8 (1.861, 221.72)g <1.236 82522>g
(1.21, 1.40)°|(0.96, 1.25)° (1.13, 1.29)#/(0.76, 0.96)=
_ , 0.96 0.98 FTRTEACBI2RBTH 5
7E ) FY 50 Kl 3007120 QD 12 (0.88, 1.04)((0.94, 1.02) Lovastatin. norgestimate. tolbutamide : [EIPIARIE5E
1.02 0.98 Al Y UNAYF U, b YRR FF e FaF YRR, ¢ lovastatin, d ¢
ISR ' . (0.99, 1.05)|(0.95, 1.02)° lovastatin acid, e : TF =WV ITA T IF =), f: JVFAMLIL, g
16)
7V EE Y 200 BID' 1300/120 Bl 10 1.05 1.04 norelgestromin, h: # 7= A >, i: /287 %% F 2, j: tolbutamide, k :
(1.03, 1.07)7](0.98, 1.10)" FRATS =, 115 FOF Y-+ A TS5V =, m: I¥VFA, n:
: o 5 N 1.13 1.18 - FudyIFYIAh, ot THFAMIAMVTZ 72, p: TFA T
)77 ¥ €3 2600 QDF 13001120 W 12| 0 o0l 05T a0 T Qi AR EC Y, 1 AN STEE Y10 11-HF D R s
N } 1.31 1.31 VY oty Y AVEE VR, u i R-AF PV viS-AHF
7xuyer 2.5 Hl 3007120 QD |11 (1.08, 1.58)|(1.05, 1.62) INWITTVLIINT 4 xcFaFxy Iy, vy VT TV VT 4V,
. R 1.21 1.22 z:ANVFEI, al: Y M FEN, bl:BEFENL, cl: THZ¥HFFEIL,
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(“?' 011'42) “'lg 914'34)' B (ZLATLELI20~200mg - €T L > ¥ A EL45~T5me)
¥ AR ¥ 400 HWEI 13007120 HENIL| 005" 0000 g0 1 o) AR S N HEDG STz BREEG# T 2 5 128 - %
= L ) R S =R —N > N ?:szk
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1.24, 1.70)|(1.25, 1. LTw2EE0EA (SVRI2H) 1396.3% (77/80B1) TH -7z,
7w 770 100 BID [300/120 QD 12| | AT LS KRB R A S NI R 515 5 SVR12%1298.4% (61/62
s 1.84 2.05 Bl) Thotzo FHBHFERIZBITFHSVRIZRIITROLBY TH
Jreeny s 5 Qb 300120 QD 12] ) 75 ) o8)| (173, 2.43) > 720 DAABEARES . CHABIMEITHERE, Y=/ 5475
o ) 1.29 1.30 TIF6DBH TMAAN S NG 720
FUFEN/) RFEN |00 o0 o0, (118, 1.42)7| (121, 1.40)°
800/100 QD'® Q 1.87 2.03 £9. WRIETHOSVRIZH
(1.74, 2.02)"|(1.78, 2.32)" N SVR12%
1.24 111 Jx /5 AT | DAARII e TEIN G
o¥FeL -y b (1.14, 1.34)"|(1.01, 1.23)" X - - -
, 300/120 QD | 9
400 - 100 BID" 1.23 117 Y=/ IATUS U (083 (7/68) | 100 (6/6) | 98.1 (1/52)
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300/100 H el R B 1t v/ AT 7:?1?*? 88.9 (_16/18) 100 ;1/1> 83.2 <_15/17>
(1.21, 1.40)%|(1.05, 1.38) 50 — - —
1.03 1.06 Vx4 T -
I77ELYY - TALY (0.99, 1.06)*((0.97, 1.149)* — — T‘,L 100 /2) 100 @/2)
YHEY - FIRELYY 1.07 1.04 % (PIB). = - EABBEL L
. 2 ~ — S ST S i N
soxsnoerg | 010G 6 192 0.05, 114 § RS Y =72 n B () 5eY VRO EERDE )
600 - 200 - 300 QD 1.29 1.22 Radiia -
(1.23, 1.35)%](1.08, 1.38)® RIVE X806 2361 (28.8%) THIAL 7z F 2 mIMEMIZIEST.

W H: % O3 T %661 (7.5%) S Th- 7%,

i) 3Ll 12 AR O/NEIZ BT B AFOKBMRIZ T LA TLE L -
Y7L v A IVEAA R % AREX 5 512150mg/60mg  (12kgbh 1
20kgAdii) . 200mg/80mg (20kglh F30kgAidii) % 0°250mg/100mg
(30kgbh F45kg i) . 1H1MITH %,



17.3 Z Ot
17.3.1 QTERICH T 2 2E
TEHER N (4861) Zx4ic. LA TS L ELVEE (600mgET) K
CETL Y7 AV (240mgE T) POQTcHFEIC KIT§HE
ZEFTT7ORFH TV (400mg) BEtEx O TQTRER CTHGT L
720 ZUHTLELMRUETL v ¥ A VIEQTCHIm 2 TR L 72
oz (HEANTF—%),
FE) AH O IR KR X3 L L 12 R o /NI L LA 7L E
N250mg ¥ 7L v & A ¥V 100mgle & Bk 2 1H 1 Th %,
18. ERhEFIE
18.1 1ER#F
FUATLENVIE, HCVBIE TICa— FSha8ia s v 32 %
DTty T RO AN AGEIZLHHHCV NS3/4A7 a7
T—Y%HETL, ¥TL ¥ A ML, 74V AERICUH L
HCV NS5A% 14222 (in vitro) o
18.2 iV 1L R 5EM
FULATLEME, BIETHEEZHACVY =/ 5 4 71a, 1b. 2a.
2b. 3a. 4a. 5af U6adNS3/4AT T F 7 —H¥ZE L (ICs
fii133.5~11.3nmol/L)s LA FLEVIE, HCVY =/ ¥4 7
la. 1b. 2a. 2b. 3a. 4afU6a®HCVL 71 a2 VHilgic BT
RNA## % HE L 72 (ECsf#130.85~4.6nmol/L), LA 7L
COVIZEIR Mk OHCV Y = 7 # 4 Fla. 1b. 2a. 2b. 3a.
4a, 4d K U5aPHCV NS3HILEAHCVL 7)) a2 YHifaic v,
RNA#I# % [H%E L 72 (ECsfii130.05~3.8nmol/L) 7 29,
Y7Ly ¥ ZA¥ i, HCVY =/ ¥ 4 F1a. 1b. 2a. 2b. 3a.
4a, Sa. 6afUBbOHCVL 7 a Y Hilfalc 5\ TRNAM R %
B L7z (ECsoffiid1.4~4.3% 0'15.6pmol/L)s ¥ 7L ¥ % A
YLk, BRSEERE R OHCVY =/ % £ Fla. 1b. 2a. 2b.
3a. 4a. 4b. 4d. 5a. 6a. 6efU6pMHCV NS5AMHM & AHHCV
L7 a HIIICBWTRNAB#E 2 [HE L7z (ECsofitii0.27~
3.5pmol/L) #7300,
FUHTLELVROETL ¥ A NG, HCVY =/ ¥ 4 7la
F1b L7y a CHIBBCR LC AR B by £ L R
WHEZR LY (i vitro) o
18.3 Mm%
NS3/4A7 a5 7 —CHEH OPL Y 4V AT L7 I/
MBZER 2 M AAATEHCV LY 7 2 Vil % F W72 Buw T,
FLATVENVDH T A VRGNS T E o727 3 )
ZEFIZ, HCVY =/ # 4 F1a. 1b. 2a. 2b. 3aiUM4aliBid %
1560 D2, HCVY = / % 4 73alc BT 804, NIz
HCVY x / % 4 71a. 1b. 3a. 4afU%6allBT 51680 DERT
Holze HCVY 2 2 4 FBIBF B 7 LA T LEMIIHT A1
PERIZOWTIR, KR TH 5,
NSSAHER DFL Y 4 IV AEEICHET 5T 3 ) BER & AR
ATZHCVL 7Y a yfillez HwzBaicBunwe, €710y 2
CILDHLT A W AEEDRL/SUT & e o727 3 7 BRERIE, HCV
Vx4 Flall B 5280, 300, 6200 L UMD ZER, F U
HCVY x / % 4 ZF1bI B 32O KITH - 722 (in vitro) o
EHNETHRBTILATLEL - ¥ 7L v ¥ A VIS %
e G- 8 N7zDA ARG O CHRMSVENT 4 B AL CRUCAEVENT R 22
B (HCVY =/ 74 71XIE2) 12BWT, 74 b A2 ihHk
REEBNEA SN 5720 DAARBEROHCVY =/ ¥ 4 73
DOCHRMBHEN S BF BT, 7 4V A EBEA R I B H3261
A S, NSIHIHDIRNTIZ T & 220 - 7255 NS5AFHIL O AT
T, &, 5 HIEICGI2E, 5 ICL28F L N YISHA A &
. 16N, BEEHIHICVIIM, $5-%I1CYI3HATR®D Sz,
DAAREH# O CRUBTEIT 2 AXCRCE T4 % (HCVY =
A4 71b) IZBWT, ANV REWHEFERASRDBI2E 09 H1
BlE. 50 NS3HEIL O Y56F [z UNS122G. $4-5- Hi # 12 NS35aE,
DD168V K I'NS5AFHIK O P32L K OP32/K4H. % 5-1% 12 NS3HHIK
DAIS6D/A156VASEED S, b 9 1B, $5-Ri £ IINS3HIH D
Y56F. Q8OL K UFV17013% CNIZNS5A FH I D L31F & P32k 4 75
FE LY (A

IR D BEA T OFEH, HCVY =/ ¥ 4 T30BRFITB T
NS5AHIH D AS0K 12 # 4 5 SVRI2ZE DL T 25380 5, HCV
TVx ) ZA T4 SIF6DBEFITB N TIE. T A NV AEERA
WIIBNE A SN dp o 723
18.4 3TEMmME

fdNS3/4A 7 1 7 7 — L HIEH] & FBRIINS3/48 38080, 156
316807 I VAR LT, LA TLELVDOHT A VA
WO T 25580 7z, MoONSSAEANZHEZ /RTNS5A
IR D24, 28, 30, 31XIISMEDOT I VMERIIH LT, ¥T L
VEAENDITANVAGEEERFFL TV, FL AT LEN
&, NSSARLER QMBI L7227 3 7 B2 R K O'NS5BR Y
A5 —PIHEAORPECEE L 27 I 7 BERISH LT, iy A
VAER R LTV E7L Y ¥ A VI, NS3/4A7 07
7 —EREH O BEM®E L7 I ) BERT ONSSBE ) £ 5
— CRHEFOTPECEE L7227 3 /AR LT, v A LA
HHE2 R L T2 (n vitro)o
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54 N] EX {(6-7 VA a-1H-XY X4 I ¥V —)-5 2-¥
4n) [(2S) ~kay v -2 1-Y4 ] [(2S, 3R) -3-4 b F
V1A F VT I -l 2-VANY) VANNI VBY ATV

713 CsrHesFsN10Os

a0 1,113.18

PR A SRR EOM R I, =% 2 —)b (99.5) IZ#ELT
3L, KIZIFEAEET RV,
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2VREPIRRL ¢ A MR - ISR IEERBR (2017429127 H Kk
i, CTD2.6.6.6)
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CTD2.6.2.1)

204 NEHL 1 FL AT LENVRIE T L v ¥ A Vin vitroBR)
PEERER (20174E9H 27 H &8, CTD2.6.2.2)

=
[T

30)Krishnan P., et al. : Antimicrob. Agents Chemother.
2018 ; 62 : e01249-18

SDAWNER : ZLAHTLEN - ¥ TV Y ¥ A Vi vitrof5 Rk
B (201749 H27H KRS, CTD2.6.2.2)

32)AEPVER « in vitro3EHI T VERER (20174E9H 27 HKFE,
CTD2.6.2.2)

33 FLNER © HARANBERE COARIME - athilin (55 AR
B%) (201749 H27HK#, CTD2.7.3.5.2)

SVANER : Vx5 A T1~6RGERE TOMIANME - K4
PEERER (55 L AHRRE L OV5 AHZER) (201749 H 27 H K72,

CTD2.7.3.5.2)
35)FLNER} : in vitros =TT ERAER  (20174R9 H 27 H AKGE,
CTD2.6.2.2)

24, XEFEKERVBUVEDESR
Ty T4 gt <5 MBRE
T108-0023 HCHUASHEIX 2 ii3-1-21
7V =54 YN 0120-587-874

26. HERTHREF

26.1 BGEERSET
7yvI1BRIEH
RREBEZH3-1-21






