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5. WBEXIZRICEDHET 58
(BMERVEERE#5 2 BIFERKICH T 2ERFEBE)
SIMERTEAR (RP7VTIY /2L T7F=2v )
300mg/g LLE) Z#APFL 2 WBE B 5 ARF OF MK
ZEWIIER SN TV,
6. FERUAE
(&IMESE)
HE. AR vy Ay A e LT 25~50mg & 1 H
1RO E9 5. B, Fig. ERICE D EEHET 525
1 H 100mg ¥ CH¥ETX %,

(BMERVEERE#5 2 BIFERKICH T 2ERBEBIE)
HEL. AR vy oAy AL T50mg &1 H 1M
RIORG$ 5, B, MEMZA%HS 1 H 100mg F TR
T&E5b, 1272, BECMEMRTEEITBENOD 5 EH
HCld 25mg S G- 2 IS 5o

7. BERUVAEICEEY 23R
(EMERVCEARE#S 2 HFERBICE T 2 ERRIEEE)
KRH 2 PG, M2 LT F = S AEATE OBRAAE & ik L
T30% (H5HWid Img/dL) BLEBINL 234, ROSRERK
L, 1M 7 L7 F = O RS CREAM L 72 R e
EoMEMEIME SN HEE, BEd D vidis ik
EBTHI L,
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8.1 —HMOMTEERT (3 v 7R, ke, IR0
HEPE)) ERIIBENDEDLOT, AHEFEGHIIEM
B (Be5-PtaEs - 2B k., Rk 0 H 1 IERE) 1CIiE
DEZF) VTR ETH I &,

8.2 BEHEMEHICHK SO D F WV, SA52&N bbb L
HBHOT, WITEE. HBEYHE O BIES G % ) Bk % 5
TEdTABRICITEE S L2 &,

8.3 Tyl 24 W IZH G LW I EEE L v, TV F
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HRELRCEREVEHN SN a2 k&, AT
5Tk HANYAEEZMEIELBENLD S,
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9.6 %L
BALGWIEDET L, BER (v ) TP~
BATTHIEDMEINT WS, T v b OREEY ORI
12 10~100mg/kg/ H$£5- L 7238BRI2 BT, 100mg/kg/H T
FEVIET DR ORI bz. Fo, #HGHTER
OARARTE AR S, AR O 35 138 N ERER 0 B 7
5 5mg/kg/HTdHh - 7234,

9.7 \B
NS R xR & L 72 BRI ERBRIE N L T v,

9.8 EME
9.8.1 —MRIZAEMBENMET LTWAD T, BEOREIZIE

BEYLHZE,

9.8.2 KHE LW 2 WIET 2 4 LHEEIRSTH I L,
—HHE ORI E L e SNT D, ffiZEs
BRI DBENDEH 5,

9.8.3 HilH TOMRNIEW BB T, v Ly v RO H v
RYBARO MG P EENEDRHE IR TE» - 2,
[16.6.3 =]

10. HEEA

RENE, EWCMEEEF 20— 24 P450 2C9 (CYP2C9) MK O¥
3A4 (CYP3A4) 12X DIGMERBITH 5 7 VR Y ERKICARH S
nb,

10.1 BEHAZZE (BFALEVLC )

AN

WRPRAEIR - H5 1B 5 i

B - fabrid -

TYAFL
VAR
(bl PR A B
T 56, 72720,
il D BEE WG 4T -
THhBIMEDT ~
PE—=UHREFELLIAR
Rof#zko)
(2.4 BH]

JEFICHER 2, B
PRAERE S, mA )Y
2 IMAE Jz QMBI @
VA7 ISR S
nTwns,

V= - T rIFT
vV VSRMEEM D
HoR S B W] ek’
H5o

10.2 fAZEE BFRKCEETS &)

WH 4% FRARHEIR - FEE2 | B - e T
AV AEEREAR M A ) v A LR A A A
Al B AE &R R T 5B ENND

AT )57 MY | TTBENDD D, | Do BHREEED D

FYTATL VA HEEICEICER
B ) 7 ARRHE THZE,

EAbA ) 7 A T, KAl T oY
TVIFT YU E VA XA
iz FERH A FLEHR LA ) 7 A
MU XA NTY NEA PRFFEEFIR A O 3 #)
s 35 K0Y Fed MU

ANVT7 7 A MFH EETLHI L,

V=) - M1 X b

AP
FIPRBEILA — PO MEAT % | IR B A TR % &

VAR HITBEINTDH | ZTTWLEEICIE

M) ZBVRAFT %, RAIOEGZK|L = U EEDTUEL

Y RE HELOHBEL, ¥ Tw2BEHE»ZL L

[11.1.5 2]

WAL
192 &,

KHABREH LT
A

TUAFL Y

EHREREE, B
7 A ILE K OV I
ERITBENED
5 o eGFR 2%
60mL/min/1.73m?
Al O B HERE R E 0
HBBE~NDT YA
FLYEOHMHIID
WL, R T
ERLVWEHARN S
LgGEeRE#IT S
C ko

TIIFTYYUE

PR B A

SRR, WY
T AMFED ) A 7 HY
Bms s & oW
Hbo Fiz, IMLE
ZRITBLINDYD
Z)O

V= -7k T
vy RERM A
R S 5 ] Re s
H5o

AT AL FEHE
S A
FR AN TN

R FE AR %0k 55 &
LBLINDDH D,

TOAY TSI
DOEBHEERIC X
0 ARHF OB
ZIREY & 8 5 hEN:
23 %o

kAN L L T
LHETIE, 61
EHkaEASEAL T 5 B
ZNDD 5o

TR T F 0T
DI EEHIZ &
D B ML AR
THLHEEZEZLN
%O

JFT A
el F 7 A

U T A
ENTWB, MY
F 7 AREICHERET
5Tk,

KA DF b Lk
MERICXI D, VT
NOE S ViR
LEZLNTWS,




AL

FERARHEIR - 87

Wy - faki ¥

VA i
2—A

R FE AR I 289855 S
LHBENDED A, K
oG5 hitsr v —
TIN—= T 22— R
OERIT T B 2
ko

TL—=TT7N=T
2= R EENLK
430 CYP3A4 FHESE
Hickhyayrvy v
DAY O i rh
BEIKT T 572
. KA O REFEAER
WS N BTN
V5,

1. ElfEA

ROEWEHDH 5L b LDHbDT, BEEE 4512470,
SRR SN & ik B A EEY) 2 ALE & 4T

5:&o
1.1 EXEEIERA

MAA TF7147F%>— CHERW)
APk, ISR, J8IT. RS, IPURRE, 4 Bk,
BHEERHSPNL I EDDH D,

*11.1.2 MEMZE HEARH)
HIm. VS, W, TSEOEEXRDSbNL I EDDH 5D,
Fro. M. MR MR, ORI 2R O B A TR A
HobNBEIEND b,

11.1.3 BMFRVIBIEFE (9 b HERY)

11.1.4 BRE2 (BEARH)
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YIZRAE 24T 2o [9.1.4. 9.2.2, 10.2 2]
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I, B, CK RS M ROREP I+ srae s Bi
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AR EOEICERT A L,

1.1.7 BH U LIME HIEEARD)
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11.1.9 SRMERED . BIMBRED. f/MRigd (Vi d ST
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R
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R AL AE
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JiiiRY ARIMLBRIR A, ~~= b &
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8, LLALE. 3
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14. EREDEE

14.1 FEEIZFEDEE
PTP W3 DKL PTP ¥ — s 5O LTI T2 &9
R8T 52 L, PTP ¥ — bOGREKIC L D, BV ELATAAE
KEAHIA L, HIZI3zlEd B2 LTRSS mE &
PHERBEFET A 2 L DD D,

16. EHENRE
16.1 MepiRE
16.1.1 BEIRS
fERER ATV & ) 7 A 25 K U8 50mg & ZRHEIREL 1 iR
HUgE g vy v ROH VR VB RRE I E N E
5501 BB RO 3HRITY — 212 Ly Ny 2 B % 0% 4
REITH . AVKRVEEko AUC (%Pt ig i kL) ixa
VO TRETH -2,
16.1.2 R1E#HSE
EREE AT VS A ) 7 A 100mg % 1 H 1181 7 H RT3
H U8 O MMEREER S, 0L 5 ¥ RO VR VKO R
R BN o 729,
16.1.3 £YZHIEFHHER
(AYILE > H ) Lgg 25mg [DKI)
Oy Ay L%E25mg [DK| & =2 —10% »§E 25mg %,
JUAF—N—FIZL ) EREN28 (ALY A) T AL LT
50mg) FEHE AT 16 12 £ H R L% - L C i R 2 bk
BEEZWE L, BN EWEE T 2—% (AUC, Cma) 12D
VT 90 % B HHIX 1S THRERHIAT 2 17 5 7245 R, log (0.80) ~log
(1.25) OHPANTD O, WHIOA&YFHFE SRS,

HENTA—=% BHEING A5
AUCo-2 Crax Tmax T2
(ng - h/mL) | (ng/mL) (h) (h)
Ty hY T NG
25mg [DK) (2 5) 476+178 | 256=136 |1.03+0.53|1.85%0.34
ﬁ;)‘_”y’ﬁ%mg @ 508261 | 280+245 |1.15+0.55/1.90+0.35
I+ (R A (n=16)
(ng/mL)
400 ¢
—o—wHA Ry A )Y LEE25mg [DK] (28)
% 300 1 —o— =2 —u X V§E25mg (28E)
B T+ B (n=16)
%2%-
i
% 100
(& 100
B
0 0
0 4 8 12 16 20 24
e (h)

MAE P EEE NS AUC, Coax 5028 F X — & 1&, HlRE OFR
PR ORI EYL - KSR OFER G L > THRE D WD D 50
(AYIvE > H Yy Lk 50mg [DKI)

gy vH) 7 AEES50mg [DK] & =2—0¥ v§E50mg %,
JURF—N—FIZk)ERER LAV h YT AL LT
50mg) RIS A Ik 30 BN H A HL I AR 8 L C I erh R 2 bk
WEANE L, HoNEWHE T 2 —% (AUC, Cma) 12D
W T 90% 15 HEIX B0 TRERTHIIT %2 47 - 7285 8. log (0.80) ~log
(1.25) OHPANTD 0 WiHI O ALY F R R GV HER S =D,

HIEINT A—F BHEING A—F
AUCo-24 Crmax Tmax Tz
(ng - h/mL) | (ng/mL) (h) (h)
a¥vy vy hY Y LEE
50mg [DKJ 490+192 221+112 1.53%0.98|1.84+0.40
—a2—u% Y§E50mg 470+ 163 228 +126 1.29+0.67|1.87+0.39

Il + B (n=30)



(ng/mL)

300
250
M —o— BHAR Y HY T LEE50mg [DK]J
&EZOO —o— = a2 —u & V§E50mg
58] S i 3 —
£ 150 FHfE + BRHERAE (n=30)
t
100
b
= wI
07 ©
0 1 8 12 16 20 24

sl (h)

ML NS AUC, Ciax 550287 2 — &1, R OIR,
AL DOFRILNEL - FEHISFE O FRERSGMF S & > TR 2 WML D 5o
(AHILa>HY) 7 Lk 100mg [DK])

Ty ) 7 L5E100mg [DK] & =2 —1 % Y& 100mg %
JURAF—N—FIZEDERZR I (TH LT oA )7 HE LT
100mg) AR AT 15 FCHE £ BRI AR 9 5 L i R 21t
R ZPE L, B ONHWEIRE/ T A —% (AUC, Cmax) 12
DT 90% 8 MK IS THREEHIRIT A2 17 - 745 8. log (0.80) ~
log (1.25) OHFPFANTD Y. WO 422 R SR S Nz
7

HENT A =5 BEINGA—5
AUCo-24 Cmax Tmax Tz
(ng - h/mL) | (ng/mL) (h) (h)
TV y ) LG
100mg DK 1015+288 | 547+251 {1.30+0.62|1.94+0.42
—2—0% Y§E 100mg 1087+386 | 563+304 [1.87+0.97|1.80+0.42

S = R (n=15)
(ng/mL)
800
700
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—o—u¥A XY AT LAEE100mg DK

500 v

e —o— = 2— 1 X V§E100mg

400 f T + FHERAE (n=15)

et
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e 100
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R (h)

M PR NS AUC, Cimax 550785 A — &1, HRE ORI
PRI OFRIIEL - BER S OGS X > TRE WD H 5,
16.2 TRYX
fEHER ATV 7 2 H ) 7 A 100mg % fUF K OVZRIERFC 1 R
L U726 WIDGHEE (X B G- T L7225, Bl oA i3 i ¢
Hol9,
16.4 X5
fERER ATV y > ) w4 25, 50, 100 Xid 200mg™ % 1 [mfE
PG L28a, i cR s, BCHFEICB e TER#FWTH LA
VRVIBEK (L IV —VERO5- Fuxy 2 FVIEDm L) 104
shz,
16.5 HEiftt
fEEERAIC TSIV & A1) 7 A 25, 50, 100 i 200mg™ % 1 [l
WG L, 5% 30 B I coarvy v RO VKR Y BIKOR
PRI B G EOFNEN 3.2~4. 1% 1°6.1~7.9%TdH - 725,
16.6 HENEREH T 28E
16.6.1 BEERE
R A b ) EIERE S, vy v A ) Y A 50mg F A 1
BIORS LSA k2 L7 F o Y EomeiE o gL g v ket
WAV R VRO RIS EEE (Cnax) KO AUC IZK & Bl R
L7zo M2 U7 F = 1Ml 3.0mg/dL YL EOBETIX 1.5mg/dL Al
DO L THEY IV T VD Crnax ST AUC 1 2.4 H T 2.2 F512,
ANKVEBIKTIE 1.6 LU 2.0 5Dz R LY,

16.6.2 BifEHE
B MUESE % PE D BT ERZIS, TV v h 1) o A 50mg % 22T 1
[ERE% G L28E. ¥V % ¥ @ Crax S OTAUC WL 80
L. REHESA SR S T hE g L L TaH vy ¥ D Coax K
W AUC X ZNZENHK 2 O 3~4 o E R L 729,
ENTREICOY VY L EEELE &, 0Ly v RO VR VK
BT E D ISR SBRE SR AV EARE SN TV S0 (JHE
ANF—=7%).[9.2.2 K]
16.6.3 Sie#E
TEHE R WA S OV SR B %12, TV &~ ) & A 50mg % 22
21 RS L 728, T v 8 > WIS K OS2 S D3
RIZEZIA SN Do 7205 BEETIETH IV Y 2D Cnax KUY AUC
IR O 25 2R Lz — T, MlE 2B 2 7 VR VgD
TE Comax K T° AUC 1, JERHTE ISR TZENRZNH 25 KT 27%D
BB TH - 7210, [9.8.3 BI]
) ARHIOARR SNz 1 R 25~100mg TH %,

17. ERPRRRIE
17.1 B3R ULLMICET 2 HER

(& MERE)

17.1.1 ERERKHER
15 - AP ARE AR TR M S I B e b & L - Tl E MG I B
WL BERRICHET A2 F 5 7)< LA VBRI E ORISR
FEESN, aH Ny h )T AOFREESRO LN T WD, KO
ik, TFIF TV VD 13.5% (19 1) 2L, a4
WE AT AT R BN O FIULFRD SN h o 7212,
17.1.2 BH R MAHHER
T YTk T vy R (ACE) MERICX2MOMAEEHT
LB ENGE L EERILERE T, ) ¥ ) T MG O
DEFEBHR (71.7%) 3. e FozooF 7Y FEGH (34.1%)
Lotatovy sEEEE (29.2%) LV AEEICEL, v vy vikh
Blgv FurooF7 Y FEGREFABRETH > 7219,

(BMERVEBREZ#> 2 BIPERFICH T 2 FERRIEBE)

17.1.3 EEHFESE IHEHER
Eps S A kR & L C oM X W T EEMILE R (RENAAL 3
BR) 2BV L5136 (HARAN 96 Bl 2 &rte) 2%EFI S 7z, A
BoOFEL Y FRA v M, MG 27 L7 F = Al RIPEA L
(BH B B WV ITHEBMOLIEY) RUORCOEATY KRS Y b T
BHotze THILTYHY YL (3276 1. 7FEE (359 61) 12
AT, FHEET Y FRA Y MCHEET S ) A7 % 16. 1%
(p=0.022) €72, S5, GHFLF 2 H )7 MEHEBIIBWT,
i 27 L7 F = R T 25.3% (p=0.006) . ABITEALT 28.6%
(p=0.002), FIEALIIFLTET19.9% (p=0.009). %> L 7
F = EREE SUERIEAA T 21.0% (p=0.010) ®) R 7 #EHHs
RBoOLNIz, TV FRAL V MERERTH 2 EHKNIC L LT
WZDWTIE, WA CHE R 2ZIIA SN h o 70 KRBEOZ
WLV FRAL Y ML REAOZ LR, BREOELR, LSRR
BORHE RO CEROBE (ORI L B AR, O, 47
FEEAR, B2, R EROELS & B AR UT DI RIEBIC L 5
TEE) Tholze OHFNY A7 LETY 3 4HED ERS SN2
TZBVT, BREHREITYT34.3%ITF (p<0.001) L7z, %
e maHuy Ay Ad, M52 L7 F S YOS BOmEEIZ &
D EFAI S 2 EHEREAC T % 13.9% (p=0.003) KT &7z (ILF
HOPILE 18.5%. p=0.01)o —J7. LRI B O IR L OFE
TEROBEET Y FRA V MTIE. a¥ v v h) o L EEEE (247
Bl) 7T EREE (268 6) EDOMICHEREZALN DS
A SRR Z O & 9 B RIS 2 M) 2 5 b G bwT
WP o172 ThH b, BB ARBRICBI 205 V)T A
DREFMEZRGTH Y BEHIC X 2HIEBlOBG1ET 7 2R L
[[%TdH - 7219,
EIVEE 751 61 (HARN 44 BlE&Ee) v 129 61 (17.2%) (272
Sz EREWEHIE. D F V3461 (4.5%), &5~ ALE 28
Bl (3.7%) ARILE 19 B (2.5%) #EIIHE 957 1261 (1.6%) T
BHotze Tz, BRMAMOREZIL., 1116 (14.8%) 12D
SNz, ERBRMAMORFELBL, M7~ 4 E5 89 6l
(11.9%). 7 L' 7 F =¥ L5 30 f (4.0%) BUN L5 10 ] (1.3%)
ThHo2,

18. ZEmhZeE
18.1 1EA#F
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