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13. BEERS
13.1 A&
MEBEIED TN EEZ 5N D,

14, BRALDEE

14.1 FEHIZR

(ODgE)

141 1 PTP’? EDIEANIPTPY — b

14.1.2 AHNIED LICOE THEHR 22 S 8 % & 3PN

11%@/5@

FPEWMO MU TIRAT 2L 51EET %
N OBRIITE D, BNGIATRARERIEARIAL, BT
Li@]’L%}a‘ Z U Tt & OB IR G HHEZ BT 5 2 Ehib B,

KU TIRAFRETH %, /2. KTIRHTZ2ZIEDHTES,

14.1.3 AANIEZEZOIRETIZ

L KBRUTIRAZERNZ &,

AT 579,




15. ZDMDEE

15.1 BRRR{ERICED < 1]

(BREAEMSREDOS R

15.1.1 WRAHREEZHEEDOS NEBREEZMRELZFBIM_ES
bR (EBREFERR) D ICB N T, AFI60~120mg/H Xix 7
TR EMERME G LR, HEE ERO2EZBA 2R EY L
v LR, nORAEM LR O3S 2B A 5 MmiEALT L& i &
AST EFA, AFFE SR O26ICRD 5Nz, Fz, HiEE RO
2.5(5% WA DALT E A OFRBBEEN, 75 tREEE i U TAA
BERTEN > (KFIE 5896061476 (4.9%) . 7 I tREE
483066 (1.2%)). 72, ARFIH SR BT B FAEM LR O3%
ZHBADALTER DL <13, %53~ 1417 HOMIZED S
7o [1.4. 8.5, 8. 16%:HH]

*15.1. 2 HREAKEEZFHEO S UBERFEZNSELZENMH_ET
WA (ERERRB) D ICH VT, REHRGRIT S S R
LI U TRIGOH AN ORBE RN E Mo - (RIEMEE (KA
5160, 8% (8/961451) . 7S5t aREE0. 2% (1/483%1)), HiEBEMfE
(KRHIHE 570, 2% (2/96161), 75 REEO% (0/483%1)) ., AHl&
DEEHEMEIT 2 TOEFTEHEIN. HAANTORBIL Mo 7z,

16. EHBHEE
16.1 MAEE
16.1.1 BEEZE
il EERE AT MILNT & 2 15~120mg™) & 22 JE s B[Rl 132 5 U 7= e
DHEMBNHE)N T A —F 2 EK16-1ITRT Y
£16-1 RN T S BEH SREOIEMBIE NS A—5

16. 1. 3 EFHIREMHHER
(MIVINT % > 0D§E15mg T h—7 1)
NVNTF % > OD#Elsmg [h—7 ) &5 AZXHO0DEElSmgZ, 1
AF—=N—iEickvZEnzn1gE (MUNTH > &L Tlomg) filEE
RABFIHEEREROSE k7L CTIRAKRVCKTIRA) RUE
BHEEREO#RS Ok LU THIRM) U TmiERS-~LNT S > (S1R)
{%FQ;&@‘”%L\ ?%5?17”:;‘3%%?&/*5%_5 (AUC‘ Cmax) IZDOWn
TI0%(E #E X PRI THREHRIT 217 5 724 3. W Hlog (0. 80) ~
log (1. 25) DEFIANTH 0. WHIDEYHZFRSIEATHER S Nz,
1) #A%kE (kiU TRA)

(ng/mL)
120, —o— : MLNT# > OD$EI5g [h—17]
—e— Y A2 HODSEL5ng
100 4 SR + B E R S, 2261
80 |
i
%E 60
b3
Ji:3
40 ]

0 4 8 12 16 20 2

CEAEINE + IR, tmax® A (REPH) . 6% 30mgfE oD - 12441)

*16.1.2 RiE®RE
fRFEREAIC R ILIN T4 > 30~120mg'® % Zefg i1 0 1E7 H 8RN
B LD NMUVNT S > OMmEhBEICRZEITA S NN 2.9
(LAR2ICEIT B ERESE)
DEFREEFIC NVNT Y > 15mgaE1H1E7THBKERO&R S L=
D RIVNTH > OIRYBIEE)N S A — & % £16-21T 7R D

#16-2  DMERIEERE I M LN TS > 15me a7 H B EH 5 QEMBITE K 5 A — &

tmax Chnax AUC24n t1/2

(h) (ng/mL) (ng * h/mL) (h)
#“51HH 4.0 (1.8~5.9) 258+95 2,057+£795 6.6+2.1
#ETHHE 3.9 (2.0~6.0) 256+102 2,173+1,188 | 6.8+2.2

CESME =+ BEER 2, tmax O A ULAE (D) . 10(51)
(FEZICHIT 2 ERKREE)
FFPER IR N VN T 7. 5mgZ& 1 H1E7H MR ER OS5 L=
BED MVNT Y o OEYFEE) ST A —F 2 £16-31TRT 0
#£16-3 NFIERIEBZIC MLNT S 27 5mg%
7H BRI 5 O SPBIRE )N 5 A — 5

o o Coax AUC /2 5% O (h)
B ) (ng/mL) (ng - h/mL) () = b
15 2.0 (1.0~4.0 135+53 645+367 3.3+1.2
me ( ) HIFE NS A5 BENT A

30m; 2.0 (1.5~6.0) 213+76 1,302+£553 3.9+1.7

il AUCaan Cnax tmax ti/2
45mg 2.5 (1.0~3.0) 363+318 2,098+1, 950 2.9+0.8 (ng + h/mL) (ng/mL) (h) (h)
60mg 3.0 (1.5~4.0) 315+105 2,321+634 4.6+0.8 MVNT % 0D§Elsmg [h—"7) 541+149 106. 9+£27. 3 {2.170+0. 750 (4. 215+0. 700
90mg 2.0 (1.0~3.0) 429+146 3, 600+922 5.8+1.4 H A 2 F10D§E15mg 530+142 105. 8+£25.7 [2.159+0. 808|4. 254+0. 723
120mg 2.0 (2.0~3.0) 661276 5,908 +2, 091 9.3+3.2 CEHfE £ R 2, 2261)

[ 3EH RN IZAUC, Coax S5 DX T A —F 13, #ERF ORI, RIKOLRHEEL -
RFfH15E DB ST K o TRIR D AIREMEA B 20

(2) RIS OKTIRA)
(ng/mL)

140, —o—: MLNT & > ODgELSME [h—17)

—— B A X H10DEE15mg
120 SERNE - L, 2361

ERMRE

4 8 12 16 20 2
BE# O (h)

tmax Crmax AUCoan t1/2

(h) (ng/mL) (ng * h/mL) (h)
#51HH 4.2 (3.8~11.8) 100+ 54 1,061+7320 | 9,145, 49
#“57THHE 4.0 (1.7~7.9® 1124609 1,370+1, 165" | 8.5+4. 1V

CEA1E + BT, tmae® & H UL (PR . 2091 (a) © 161, b) : 154))
(BRBEEEZSRMED DS BB
HREAKEELEEO O EBEEAEFICTIAL120megZ2ME (90mg.
30mg) I/ CTHBIRER OG- LZRKD MVNT S > O3y H)
BN T XA —% 2HK16-4IZ7T GHEAT—%),7
#16-4 HRARBELRIED S JBEZIC MV T S > 1H120me%
7 H PR 5 OB RN T A — %

HIEINT A—F BEINT A—F
AUC2n Crnax tmax ti2

(ng - h/mL) | (ng/mL) (h) (h)

MVNT % 2 0D§El5mg [h—"7) | 5584256 | 88.6+28.1 |2.370+0.768|5. 125+ 1. 454

H I\ A J10D§iE15mg 5556+261 98.4+32.6 [1.978+0.801|4. 778+1. 088

tmax Crnax AUCon
(h) (ng/mL) (ng + h/mL)
BH5THH 2.0 (1.0~9.0) 716344 6, 570£3, 230

CEIIE EFRHER . tmax D A IAE (FEPH) . 12651)

CEEfilE £ FRHE(R . 2361)
MR TNZAUC, CuaxED/XT A —F 13, BURHE ORI, IRIK D ERIREEL -
REHISE DB AT K o TR AIREMED & 5



(3) B®IRE (KL TIRA)

(ng/mL)

120, ot ]LNT S > ODgELsng [ h—17)
——  H A A H0DSE15ng

100 { SEY A + BEUER 2, 2461

80

MREEEE
g

40
20 |
0O . . . . .
0 4 8 12 16 20 24
5% O (h)
HEINT A—% BHEINT A—F
AUC2n Chnax tmax ti/2
(ng  h/mL) | (ng/mL) (h) (h)
MVNT % > 0D§El5mg [~—17) 561+136 | 106. 5+34. 0 |4. 948+0.903|3. 801+0. 605
H L Z F10D$E15mg 556154 | 106.2£29.0 |5.083+0.803|3. 706+0. 552

CEEfE HAEHE(R . 2461
I 8E AP ST ICAUC, CnaxBD/NT A—F 1%, #H5HE ORI, (RIKDORIEEL -
e 5 DEBR G I & o THRIZ S alfEMEA S 5.

(MIVINT 5 EBRY% Th—T 1)

NMVNTH VHERILS Th—7 ) &Y AZAAERLYZE, 70X —
N—EIC LD FNENLS5g (MUVNTH > &L Tlomg) fEERAS
TFIZH BN OBBEEROKS U CTiERS-MUNTF > (SR) 8
EEMEL., 556N MEEE/)NT X—% (AUC. Cmna) IZDWNT
Q0% (2 #E X = THEEHRMT 217 o 728 . Wi Hlog (0. 80) ~log
(1. 25) DEIFENTH 0. WHID &Y LR RS A RS N9

(1) wERs
(ng/mL)
140,

—o— I MUNTH RERIL % Th—7 )
120+ e AR L %

Il + RRYER S, 2461

4 8 2 16 20 2
PEHROMM ()

HIEINT A—H BENTA—H

AUCaan Crnax tmax ti/2

(ng - h/mL) | (ng/mL) (h) (h)
MVNT 5 RIS Th—") 646271 | 103.1+28.6 |1.969+0.838| 5. 37x1. 56
B LA T kL% 648 +329 99.3+38.8 |2.021+0.847| 5.49+1.57

CEEfE HAEHE(R . 2461)
M 3E RN NZAUC, Cinax¥5 D8 T A —F 13 #R# ORI, RIROERIAIEL -
RE )5 DEBR SR I & o THRIR S alfetA dH 5.

(2) REESE
(ng/mL)
1404

. —o— NUNTH Y8R 1% Th—")
1204 e Y AA R %

SEEE + ERE(R 22 2061

100

80

60

EEERE

1 8 12 16 20 2
e 5O (h)

HIEINT A—F BENTA—F

AUCaan Crnax tmax ti/2

(ng - h/mL) | (ng/mL) (h) (h)
FIVNT % V8RS Th—"7) | 582+201 | 87.4+31.8 |4 038+0.722|3.960+0. 885
A 1 FERILY 611+198 | 92.4+34.5 |4.175+0.778|4. 016+0. 925

CEEfE R, 2041)

Mg R NCAUC, CoaxB D /8T A—# 13, #5rE OER. (KRR OERIURIEK -

[RF 4% DR BR ST IC K > TR D A HEME N B 5.

16. 2 WRIR

*x16.2.1 BEDHE

fERERRAIC MVNT & 2 15mg % BRI O 5- U 7z R, 2kl 512k
NEEHEG T Cnad CAUCITTNFNL 3SR UL UETH o 72,2
FEEERL AT B ILIN T4 > 60mgl® X 1E90mg!D & Hilalke %5 L 7= 5, 22
JERF% 512 LR EBER S T Crad X T NT AL AR5 KR T2, 0F%, AUCIKE
ThENL UKL 5 Th o7z GHEAT—%).

16.2.2 #XHHINA AT R4S EY T«
TERERE NI BT DR B GRE DA HYNA F 7 XA T E Y 7 1 1356% T
hole BNEANTF—%),12

16.3 9%
b MMSEEERE SR, 98. 06LL L TH o (n vitro. FRAVAiEiE) .2

16. 4 &
RMUVNTZ 43, E bFI 70V —AF b7 0—LAP40D 55 TFRED S
B, EELUTCYP3AdICK DIREEND (in vitro).™® [10. ]

16.5 HEM#
e AIZ, MC-RMVNTH 2 60mgZ 2¢[ERFIC B AR %5 L /-
Kp, #P R ORPICEN TN L U BERED58. 74K TH40. 2060 5E
MEN/z. REMEOEF K ORFDEIEIT, ENENHEEGED
18. %R SR TH o 7= FREANTF—4) 19

16.6 HEDHEREFT HEE

16.6.1 BHLEEREEEE
BHAREDEED R LZHHE UL T7F= 00752 A<30mL/
min. Z7V7FZ22VU7 52 A=30~60mL/mink N7 LT F=27
)7 5 > A>60mL/min) 2 NJLNT# > 60mgZ %5 L 7z DAUCIS.
FFN7, 360ng - h/mL. 6,980ng + h/mLK ('3, 890ng + h/mLT& >
Tz Fio. MIEHREEERI R, TRENL 2% 0.6%% UL 05 Tdh >
Teo MLBEIEEEER 732 2 W TR U 7= il e Pt i i B2 D AUCHE.
IV FZ2 U752 A<30mL/min, VL7 FZ2IUT T A=
30~60mL/min&x U7 LY F=> 27 V)7 T > A >60mL/min T
71.8ng + h/mL. 36.4ng - h/mL&% U'37. 5ng * h/mLTH o7z GFEA
F—4),19 [9.2.350]

16.6.2 FFLHEREEEE
R RE I VN T 5 2 15mgZ %5 U 7zREDAUCKE., & T
% B ¥ (Child-Pugh/#HAX1EB) T1, 618ng + h/mL. HEATFEERH
(Child-Pugh/3#8C) T2, 172ng - h/mLTH > 7= (RHERIENT) 10

16.6.3 =& (65mELlL). TERI
NDIZA 7)57 > DIEYBRE IV R ORI L 2 2 EILED s Nz
Moz



16.7 EYHEEIER

16.7.1 barv—ib
fEFERNCBNWT, WARCYPIAMDHEERZET S, haFJ—
JV200mg & BIVN T > 30mg™ OPERIZE D, RILNTH > DCrax
K UAUCIEZ=NENS. 5E KRS, 4fEiIcie> 7= BHEAT—4),19

[7.1, 7.8, 10. 2]

16.7.2 Z)Lba+rv—Jb
fRERAICBNT, FEEDCYPIAMADHEEMAEETZ 7))V aF
J—)1200mg & RILN T 2 30mg® OBHEHICEK D, RILNTH D
Coax 2 CAUCIZZN N1 85 K U8, 0f51C /2o /= FHEAT—%) .19

[7.1, 7.8, 10.2%H]

16.7.3 ' L=FI7)N—YPa1—2R
fEFERAICBNT, MUVNTH 2 60mgZ CYPIAADHEERZET S
TL—TFIN—=YPa2—ACXORMALER. MLNTH > OChak
CAUCIEZENZNL ME KL 65127 > 7= SAE AT —4) .20 [7.1,
7.8, 10. 2]

16.7.4 UZ77ES Y
REERAICBNWT, CYPIAMAOFEENZETHY 7y > ET
600mg & NILNTH 2 240mg® OPEICE D, RILNTH > DCraxk
VAUCIEFNZENL/6K /812> BHEAT—%).19 [10.2%
H&]

16.7.5 3>
fRERAICBNT, PEEADHEETH S IF 0. 25mge ML
75 60mgDHEHICE D, POdF T 2 DCrnax X FAUCIE., ZNThN
1L 3MER L 2f512 755720 FIVNTH > DCrax EAUCKE. WINH
LUEZEo 7 GMEAT—%).2D [10. 2801d]

16.7.6 ZDfhDZH]

CfREERRAICBWT, CYPSAMORE THHO/)NZAY F > 80mge ML\
T2 90mgDPEHICE D, ONZAY F > DCmax X FAUCIEZNZF 1
1. 3% RO 451725 /2. 22 )N A Y F 2 80mg & VN T % 2 60mg
OPEHICE D RIULNTH > DCrax EAUCIE W TN H 1. 2{F1T 755 /=

HEANF—5),2

C REIREZICBWT, CYPSAMADHBE THS 7Y I A4 102200mgd b
WWNTZ 2 90mgDHAICEL D7 I A5 10 2 O IEYBIRE D LLILE%A
WThole GHEAF—%).29

- fEEERANIZBNWT, CYP2CODFRETH 2TV 7 7 1) >25mge RILIN
75 260mgDHEHIZEZ Y. R-UIIVT 7 U2 ES-TUILT 71U > D)
BRI B EZ T o GHERAT—%).%

SRR AICBWT, MUNTH 2 30mgh & 7 0t 3 K80mg & DHEH
IZED, MIVNTH > DCmax X CAUCIEN TN DL 251278577, &
rozooF 7Y R100mgE DPEHICE D, MILNTH > DCnak T
AUCIEZE L s o lze MIUNTZ 370k REUE Ros oo
F7 Y ROEYBRICEEEZ G Ao GHEATF—5) .20

*x 16,8 ZDfth

(MILINT'5 > 0DEET. Smg Th—"7T 1, MILINT'S > 0DEe30mg [ b—"71)
RVNT % > OD§ET. 5mg [h—"1 KU MLNT % > 0D§E30mg 1 h—
T 0d TR EAYRRTS 28 O B A O AW R AR 1 51
> WEEDE MUNT Y ODEELSmg Th—17) ZEREREIE LR
tljult;ﬁ%f)%% TRHEEIESE S HE I N, EWAICRSE E AR I
72,208

) AFOERENIARRR. OR2ICBU B EEER15mg. BT 50K

EWHBAT. Smg UV RN S T O 5 RIRE60~ 120mg To 5.,

17. ERFRRIE

17.1 B RVORESMCET 558
NIVNT & 2 SED R Z LI FICRT,

(LDFRLICEIT B ERETSE

17.1.1 EINEE MR

fOFREZ G L THRBRIFENRD 515 S o ik L AEEBRE
ERRELECEEREERBICBWT, MUNTF > 15mgXid
7S5 REIHLIETHBROES L,
FEMERTH 2 mREGEROARELILEIZ. MINTH >
15mg#f-1. 54+ 1. 61kg (N—Z T > : 59. 42+12. 30kg. 53%1) (*F
Yl AR, DLUFREER) . 772 REE-0.45+0. 93kg (R—Z 5
> :55.68+12.60kg, 576)) THO. MINTH U ETIE. 75
RIS L THEERAERERD2ZED 5N/ (p<0. 0001, th
E)o REHDIIBRERAIOASNESHMZE U THSL 72
(H17-1), F7/-, BRBERICBT2O0MBBICESFTR (EE
IRAoR, R, THIZE) 2tELz (F17-1.

1 |
05
0 |- P | i -
i
o 051
Zﬁz
ft it
it
_1.5 |-
—o— 7ItREE (=57 **
—9 L —e— MIUNTH »15mght (n=53)
P+ AR
* % 1 P<0.01 (vs7' T AR BE, thE)
1 1 1 1

_245 1 1 1 1 1 1
/_\‘\;{-7\ 1HH 20H 3HH 4HH SHH 6HH 7HH 1HH 2HH
FAL

% BRI —
F17-1 ODEFEEF BT DEEDON—Z T 1 2 ins DA LE
(7 5tREDFEEMK LR
FI7-1 DRI S TR OZE (7518 &0 HEMLEGR)

DPEIEICHE S PR NVNT 5 2 15mght 75 R
HIREIRA LR (cm) -2.03+2.81 -0.51+1.18

Kiikd (27] [19]

JFERALE (cm) -1.07£0. 89 -0. 35%1. 00
[#1%x] (18] [17]
RIS ER (%) 63.9 42,1
(%] [23/36] [16/38]
CEil + AR )

IR R, 53612961 (54.7%) THorz. EREIMEM
. OBl (17.0%) . fERL6H] (11.3%). BEARSH] (9.4%) KU
RSB (5.7%) THo7.29:30 [8.75H]
(FFBZEICHIT B 4KTE

17.1. 2 EMEE MAHHEER

OFREZZEE L THRBRIFENRO S NS IFHELEBREE TR E
Lz EHEREERBRICBWT, MUNTH 7. 5mgi3 7 IR
ZIH1E7HEROES Uz,
FEFMIAL Th 5 HKEGRHEOREL{LEIT. NINTY >
7.5mg#E-1. 95+1. 77kg (R—Z 5 > : 59. 35+12. 69kg. 82)
CEBSE+ ERERZE. DURRS . 7 2REE-0. 44+ 1. 93kg (RN—
A ZA > :59.15+£13. 15kg, 80%1) THVO. MILNTH ETIT.
77 RBICHRL THERARERDNRD 51/ (p<0. 0001,
RE) . MERDEIHRSGEAIDASNHEGHMZ2E U THHEL -
(H17-2), & GREICB T 2P EZEICES TR (EKkE. 18
BH. FRGIRAE) Atk L7z (E17-2), £z, BHRER (B

B, BEE. B TOFEEE. i RER, 25REE) b%EL
7z

(kg)

15+

BT RS SV

—o— T REE
—9 L —e— MIINTH T 5nghf

~N—2 1HH 2HH 3HH 4HH S5HH 6HH 7HH
4>

Bl % H

7T @) @ @) @ @) @) 70 (7
FVNT 5 7 5mglE 82)  (82) B @D (18  (76)  (T5)  (75)
R17-2 FEFRIEEE BT BAREDON—X 51 2ip 5 OZ{LE
(75 REDEERILBAR

R17-2 RIS TR0 (7518 &0 HER L)

[ PRI L 1 S PR NIVINT % 27, 5smght 7SR
MEAKZ bR (mL) -492. 4+760. 3 -191. 8+690. 8
(%] [80]
MEFZ R (cm) -3.38+3.56 -1.11+3.67
(%] (81] [79]
TRIFESRER (%) 54.8 28.3
L% [23/42] [13/46]

CF-45fE + BYE R )



RIME A FEBBE T, 826376 (45.1%) Th o>k, FREIEH
. OB (13.4%) . BEIR6BI (7. 3%) . fERR3M] (3. 7%) KUAR
BRAESH (3.7% TdHo/=.30 [8. 78]
(BLEEEESREDOORE)
* 17.1. 3 B MAAEBEHRHER
EROMEELREED S B ERE (1, 4401, HRARBEZLTH S
) EMRELAEZEHEREKKRICBWT, MUNTH 2 45mg/
15mg. 60mg/30mg. 90mg/30mgXid~7 7t RZ8., 4 1H2[E34E
M O#%E L,
5 & U R aREE L RO S ERFL. UToRtEEEE
L7z, D205% (HESMZ185%) LA ES0RELA . QEMEA B ATSIH L
NOZ LT FZ>7 U752 AM60mL/minkh . @M% B
OMRIZ & D BEBOBMAE N EHEINDBE (B AR
750mLLL 1),
513, 1H60mg (845mg. #15mg) K VBHEL. HAEMENED
5. 1H90mg (#160mg. 430mg). 1H120mg (#190mg.
430mg) E1EI &I L., SR BRI nTRE /R e X A
= 3EMEE L.
FEFMIEE Th 2 M UBAEOLCEORMAEIX-2. 7%/4F (ML
INT & R 2. 8%/FEDEIN. T T2 AREE 5. 5%/ DI &Lix
0. TIVREIUENMINTY DR TEREZARICE DI E
(p<0.001), E7z, HHARETEZLIEMED S N B O RERICE
THEGHMEE (BHEaEEl. BhE. siEE b 7V 73>
REA) ITBWTH, #HEIXNOFEBEY AV 2GEIIEL I
7o (K17-3), EEFMEE OSEHE R OBEEDOE(LOFBRIZDON
Tid, RI7-81TRT. HARAHDEMICBWTHRAMBRERTH >
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