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CERL 18 42 11 H 24 B FEAFAFE 1124004 5 HIHK 2)) ]

ORBRYE © BARIER G —ERBERE HREE S Rk

QR A
RERRA] . 7 oY 7 o2V U EERESE 30mg T4 A b
BEYERIE] . 7 =% Y 7 =V W SE 60mg (4 A b

Q@ BR S
AR E 0 900mL WEFE @Kk~ 777 0—
KRR
BRI P 7Y TER (4Y) [EIE
K 5, 10, 15, 30 50rpm
RBRKIR 37.0+0.5°C
o 12 Xy kL

@ORBFER . 7 2%V 7 =2 F VUGS 30mg (54 b 1%, G858 0 ER R
DEWFHREMERBR T A RT7 A4 ) KD, 7%V 7 o VU BB
60mg [ A b ZREUERAIE U7z & & EREBRSick i ZEhnsE L
<. ARG &R STz 2,




1V. ®HI<EES ZIEHE ]

SV BIO RSO HE T, BT 0 M- 72,

DT A 15 SIS T 85% 5 LT 256 . SRIAN 15 4L
PHT T 85% 5L LV 270, XUE 15 49T H51T % B o T p i
DS EEHERL O TS 1 0% D REFIC > 5,

OfE % DV ; EHERA O TIFER 85% L LICET 5 & % | S H AT 5T 5
AIBRBLH O THIV 3 15% ORI A 2 5 b 028 12 i 1 EE T T,
+25%DHIFHEZHE Z D H DN,

PR R
EILRx ARBRIR | CHIEREA BHE (%) HE FE HIE
IR | BRI % | =85 .
AN %A\
S0rpm x 1o 85.5 84.2 13 | slo%sn | F
fiEl 2= DO i
. WHE (%) e FE e
Ml | BRI agy | RE v 15 +15%#8% | +25% % | FIE
R AR EYNEZEE S IR L
50rpm | /K 154y | 85.5 | 863 | 819 | 842 | 2.3 0 {4 Off | @&
Vs IR BRRE 5L (K /50rpm)
100 F e e
g0 F T —t
\@ ____________________
gi_@ i —
g | T e TR YT S U M SE30me A )
P —— B (BEAI. 60mg)
20 | ---k---15%
-==%==-~15%
0 L L )
0 5 10 15 30
ARBR IR IR (57)

(2) 2%V 7z F D IERIERE60mg T5 4 )
[AHIER AR 1 FE S < 3B
AERIZ K 900mL & vy, HR—EERE WHRBREO S Rk (50rpm) 12 L0 Bk %
19L&, RFNIAARER HTEERBERICED OGN 7 =XV 7 = F D U EBIESE O H B
KA 5 Z EDNHER STV D (30 MO HEN 80%LL E) 2,

(A BN BT DELE (TR ERSOAEYFNRIEMERBR Y A K74 VSO —EKIEIZD
W) (CERR 18 4F 11 A 24 HATERAFRRTE 1124004 5) )]
OB« AR —RRBRIEREHRBRE S vk
QBEERFEA
RERA] . 7 oY 7 oV U ERESESE 60mg T4 A b
HEAERIH] - 7 L 2 T bE 60mg
QP77 =2x Y 7 =F VUERRE S LT 60mg %871 % 8E4)

QB S
BRI A 900mL WEFE @ik~ 777 0—
KAESRME
BRI BTN T ERE (4) [EILe
pH1.2 5, 10, 15, 30, 45, 60, 90, 120
pH4.0 5, 10, 15, 30, 45, 60, 90, 120, 180
pH6.8 50rpm
5, 10, 15, 30
7K
pH4.0 5, 10, 15, 30, 45, 60, 90, 120, 180 100rpm
AR IR 37.010.5°C
~ L %212 Xyl

@ORBRAER . 7 =% Y 7 =27V UEMIESE 60mg (XA~ OWHZEENT, WP oORBRITIC



([ v wmiceyemER |

BOTH MEFEEELOEW AR ENRBRT A KT A ) OREOFHMENTH
D ARBREA L ARYERIAI O FR HEEEN L L T D &Il S iz 2,

[Z =%V 7 =7 VUEMESE 60mg [ 1 b)) CEERAIORFEM NI T 2 HEE]
Vs RS S (pH1.2,//50rpm) Vs H BB SR (pH4.0,/50rpm)
100 F 100
e "
80 80
H H
# 60 # 60
070 40 9% 40
90 } —A— R (5241, 60mg) ~ 9% —A— L (524, 60mg)
5 2T o MBS OmE A1) —O— T XY T o U I BE60me [ AR )
0 . . . . . A . . 0 . . . . . . .
0 5 10 15 30 45 60 90 120 5 10 15 30 45 60 90 120 180
SRBRIEERITUER (43) AR R HURER (53)
T RS SR (pH6.8 //50rpm) P HHARBRAE 5L (/K 50rpm)
100 | 100 F
e [rrrrrr e T e - I R RERLEEEEEEY e o
i 80 o so L
# 60 # 60 r
o 40 f —— A A (55, 60me) 9 40 | A N () 60mg)
— 95 | ——— T XY =) VU MR SE6Ome [ 4 () ~ 9 t —O—— T =XV T ) U iR EE6Omg [ AT
------- 85% ERRRRRRE i
0 0
0 5 10 15 30 5 10 15 30
SRR IR (57) PUBE RIS (57)
RS R (pH4.0,100rpm)
100
[ S . e S
i 80
£ 60
% 10 ——A— BRI (B, 60me)
- 20 ——— T =V = U R BE60me [ & A )
------- 85%
0 . . . .
0 10 30 60 120
AR ] (53)

10. &% - 2%

(1) FESBELGES - 8K, SNENRREERR - ARICET 5ER

M PR L

(2) 8%

[T =%V 7 o) VR 30mg T4 A K~ ]

P T P: 100 & (10 #£Xx10)

[7 =% Y7 = F VUM 60mg [ 4 ) ]

P T P:100 % (10 & Xx10)
500 & (10 $& X50)

(3) FREE
Y L

(4) BRBFOME
[PTP ) %E8

PTP: Rk =/L, T/ILI=7L

o—: RV =FLr - RY Tt LI IFx—hM7 400

25 - K




([ v wmiceyemER |

1. RlREHShHEME
L

12. 20t

LR L



V. ;amICE9 HIEH

1. DEEXRIEHHE
O7LILF—1EE%
(OF 73>

ORBERE (BF - REX. REZTSHEE. 7 hE—MRER) THESIZESE

2. MEEXIIHRICEET HEE

REIN TN

3. RERUVAE

(1) AERUVAEDMHEHR

WL AT i7;%/7:+//ﬁ&ﬁkbf1ﬁ6m@%1H2E%u&ﬁ#é
7Y T U UERE L L C1E 30mg 2 1 H 2H,

G 7Y W 12 AT D /NE
;’r7iﬂe/7i~f//ﬁﬁ&iﬁ& LC1E60mg% 1A 2EEIZET 5,
BENER T A A

12 E}ZL/U:@/J‘
7B, ERIZ

(2) RERUVHAEDRERRE -

PME R L

4. BERUAEICEET HEE

REI N TV

5. BEERRIE

(1) BRERT—2 1y 75—

ML

(2) EGEREEAR
BRI L

(3) AERNERAR

PMER e L

(4) REEAIHER

1) AR EEEER

(FRID)

COERNEMAERAER (A
sz B E 2R e Lo

RHL

BERATRER LR (T XI5 214 ) C. 7 =

XV 7 VR 1A 10mg P % 60mg 2 1 H 2[R 1 ERRAKE L X,

DI OFEIBDOEFHEIRA a7 OBV EIILITOERY TH o7,
EREEHBAE ERRIT7EILE FHESE)
5 JiE B 5 A& frE (i)
10mg 74 5.68+0.25 | -2.12+0.34 _
60mg 68 6.40+0.21 -3.53+0.33 p=0.0042

E0EERIE 1 [ 10mg, 60mg. 120mg @ 1 H 2 [F#% 50> 3 BELLE: THEME S 7=728,

X 10mg & 60mg DL DA% R LT,

RN F 1

7 =X Y 7 =F VU 60mg K G REORIEHIFEBIARIT 25.3% (19/75 1) THY |



VoARISEYAEE |

EREIERITIRK 10.7% (8/75 #]) K OMEEIK 4.0% (3/75 %) THh o7 39,
E) AR AAFOAGRHAEIT 1B 60mg, 1 H2[ETHS,

QBN FEMMHE (FRA)
MBPEZERRIS B 2 BRI HEME L= 7 T B ARG IR EH S MG (FEAT 65 439 f])
T, 778 AR NI T =% Y 7= VU 1B 60mg 2 1 H 2 [\, 4 BRRO&S
L7zl &, 7%V 7= F DUHEBIEIZT T B RICH LIE DB a7 OF BRI

DRREINT,
BN TERBEE ERKRaT7ZELE FH=ESE)
BehRE | ERIEK P55 i 2l BE (o)
75 &R 90 1.92+0.09 -0.47+0.07 £=0.0001
60mg 86 1.98+0.10 -1.07+0.07 B

bEtvES T EEER (12~15 a2 Ead) 1377 RE e LT 4 A& (1 [H 20mg. 60mg.
120mg, 240mg) #HWT 1 H 2 B G5O AIT > TV DD, FEHTFERIZIZT 7R £ 60mg
DD I %7~ LTz,

7 XY T =V U 60mg B EEORNWEHFBLRIL 21.3% (19/89#1]) THV |
FRFIER X8R 10.1% (9/89 fil) T -~ 7= 59,

(FLILEF—E%X)

GEMNFEMMEHAER (FKA)
FEIMET VLY —Ma R BE G L Ul E SR TR A B EGAER (b4
307 fl) T, YT EARNIFT =XV T o F VU 18 60mg & 1 H 2 [\, 28
AL Lizd &, < LB e, &iF, REROGFHERZA 27 OB EITLL T O &

BYThoto,
ERNETERBREE ERRX27ZEILE FH+SE)
&5 SiE B4 B 511 Yy WE (G806
7SR | 105 6.74+0.14 0.07£0.18 00244
60mg 100 6.64+0.14 -0.3640.18 P~

;E;iﬁﬁﬁ I7 T RERBE LT 1[E 60mg, 120mg ® 1 H 2 [A# 50 3 Rt THEE S iz
. RFTRERICIZ T T 'R & 60mg DD E R LT,

7 xXx YT =V U 60mg B EHEORNWEHFEBLERIL 9.9% (10/101 4]) THY |
F2EWERIFIRG L OV A Bk 234 8.0% (3/101 ) Th-o72 7,

@iy EIMMEEE (BA)
KEZEHMET LALX —MRBRBE A IRICER L7 T AR B SRR
(fRMT*I5 570 ) T, 77 vAR 7 =%V 7 =S P RN 1 [ 60mg % 1 H 2
B (CEHEMRTFCT14 HE) OB LEEE, 7= Y 7oV UERIEIZ T 78R
WZH URER R a7 OF Bl 23R &,

BN TESRBRAEE GERRAIT7EIEE FHESE)
BH# | JEGIEK BE G-l Ziv e (ot
7IkAR | 141 8.88+0.14 -1.56+0.20 £=0.0001
60mg 141 8.81+0.14 -2.640.20

it BB (12~15 A &) X7 7R E|E LT 3 A& (1 [ 60mg, 120mg,
240mg) ZMAWT 1 H 2 [ GOl Z1T > TW AN, EITHERIZIZ T TR L 60mg Dbk
DIrERLT,

7= Xx Y7 =V U 60mg B G EEOBIVEHIFEBLEIX 14.2% (20/141 6) TH Y |

TRBEERITEER 2.8% (4/141 6) . HFWEROAIMEREA 234 2.1% (3/141 #]) T
o7z 89,

10



([ v amcmyaEe |

GOERNFEMMAEHER MNR)
WAEMET LA X —BRBELRIRIC, 72XV T2 F D UEEBE (T~11 5%l 1 [
30mgl H 2[0], 12~15 %X 1 [0l 60mgl H 2 [A]) UKL LT v F 7207~
MR T7 4 a7 (118 1gl A 210) % 4 BREO#ES Uz —E Rt (g
Brxtge 127 1)) T, < LoARIE. S, SEAOEFH A a7 O b EIZHB W TxfSE
kT D7 =2F Y T 2 U U ERBIE OIELPEN R S vz,

ERNFERBRRE (RIT7ZEIEE FHESE)

\ . » L AR
mERE | s | RE AL A
TxxY Tz ) FED EHEFEE : -0.227
Fo g | % 6.09£0.20 | -2.06+0.19 | o0 e mi= IR LI -

FRFT 0.172

W) HERIA T ROEREZ AR L U308 2170, 3B A0 2 BEOZO S EE
KO D 95% FAEHFEIR A LR & R L7z,

T XY T = U U R RO RIER R BIRIL 5.3% (4/75 B) THY . E7REIE
FHIZAEIR 2.7% (2/75 ) T -7~ 10,

(7 FE—HREX)

COERNFEMMEHREE (FKA)
7 hE—MERERERE LGSR E L7 T AR5 R T EH SRR (AT 5 400 1)
T, PR F 7 =2F Y 7SV UHEE 15 60mg # 1 H 2 (ZEHEERTFTI1
W) KOG L&, DA AaTOELEIIUTOEEY ThHhoTz,

ERFEHBRE ERRAO7ZIEE Fi5 [5WEEXM] )
58 SEFI#L B 501 X (a==x ME (FL5rwoar)
sww | 199 479 -0.50

[4.68, 4.89] [-0.62, -0.38] _
4.68 -0.75 p=0.0005
60mg 201 [4.59, 4.78] [-0.88, -0.62]

7 =XV 7 =Y U 60mg B GEEOBIEHIFEBLE I 23.2% (48/207 #) TH Y |
FEREWERITIRE 3.9% (8/207 ) KOMiEE UV vy E5F 1.4% (3/207 f5) Th-
7= 1D,

@ERNFE MAEGRER (MR)
7 MRS REEEZRRIC, 72X Y 7 SV (T~11 %213 1 [ 30mg
Z1H2ME, 12~15mIZIZ 1A 60mg # 1 H 2 [A) XML LT +hF 72
TN R T A4 vey 7 (1Rl 1g% 1 H 210) % 4 BREKRO#&E Lz " EERbE
R (ATxI% 162 #) C, xHREICHT 27 =% Y 7 = F U UEBE OISR
iz,

MR EREEFHRAE (RIT7EEE FHESE)

wenme | EEE | BHar it ( ﬁfj‘gjﬁ) .
ZAEE e ) 2O RHEESE : 0.050
FoL R | 2.32£0.05 1 “0.80£0.06 | oo wu oy immn LR -
rrF T2 0.185

Tonmty | 0 | 238005 | 058006 | rgpemmin=0. 37)

1) &E-RTA 27 R OMERE 2 L L LT B 2170, R E 20 2 BEOZEO SHEEE
KO D 95% H MMEFHIR A EIRZ 7R LT,

7 =¥V 7 = F VU ORERFEBREIL 10.8% (9/83 #) THY . EREIERIL
R 3.6% (3/83 ) T ol 1219,

11



VoARISEYAEE |

2) REPHE
LRk L

(5) BE - mEMNHER
EER e L

(6) AmEfER

1) EAKEHRE (—REARERE BECAKERE ERAELRRER)
RERFTERT —IN—RRE. REFFTERBERARONE
LR

2) RBRFHLELTEBFPEOARRIIEREL-RE - HROBE
A L

(7) £0fth

1) FEMESREIIN T e
OEEFERAIC T =% Y 7 = F P U 120mg ™ | &R0t 2% I VLRSS
tRZE EER., 3K 3 0 AF—R—TETNFNHEEESL L, V—710 AJRERIC
FIEFTRBERFI LIz &, TORBIE - HROPie A& I VIRICHASIFRITNEL,
TIEREFRETH -T2 19,
1E) BAICBITDARFNOKZRHEIX 1Bl 60mg, 1 H2ETHD,

OREFERNC T =%V 7 =7V UHEE 120mg. F _HROF e 24 I VEERT T+
Re"HER, 7 e A4 —"—TEZRETNHEEERL L, RY b e skl iRegis (PET)
ZHWTHA~OBITHEAZ RS LR, 72X Y 727 P UKD RIMEEDE 24 2
v Hi ZEEOERITIEE AL BN o7, Fo. RERIMESRRIBAIZ BV T
TITRREENR T 1),

@7 FZ YT ULAX—BEFIC, 7=FY 7 = F VUK 60mg, F—HAoHie 24 3
VI, TN a— AV ROT TR E ZEHEMR, 4/ 487 0 24— " —TE N HEIEK
L, Y2l —¥—ETOHBBERENICRITTEELRF LI L&, EiKENIC
FAFTEAEITE ot A X I VEICHA_NFRINSL, TR EFEETH -T2
10 (FNEANT—4) .

2) DOERANRIFTHE
O NDOFEEIMET LA X — PR RBEIC T =XV 7 = F VU HEEEE A 1 [[] 240mg £ T 1
H2MmE™2HEM#EG L&, 778RELEL T, QTe BROAE2RZITR S
Doz 1118 (SNEANT—H)
) RSB BAAOAGRHEL 1M 60mg, 1 H2MTHS,

QOBEFERANICT =% Y 7 -V % 1101 60mg 1 H 2186 » A, 1[0 400mg1 H 2
6] 6.5 A& X 240mg 1 H 1 [8] 1 EREE L TH, 7RI LT, QTe MEoA
BREIMIALNR N T2 1920 GMEAT—4) |

OEFERANB FERNRIC LIz 2u~A v L OEYHAEEHORS (7=%Y 7 =7
VUM 1 18] 60mg X TN 120mg 1 A 2[E 7 Aff], =U Ar~A 2 1[H 300mg1 H
41007 B 12BWT, SEAICE VMEETF 7 =& Y 7 = F U U HERRIEERE K 2 512 k
H LA TH QTe 72 EDLERZ B DAV MEIT A b o7z 22,

@Cmax 2GR EFGRED 10 f5LL 1 & 72 2 56 F TOBRFHIB T, LEXA~DREIX
7 AHFEFROHEMbRBO N oT- 202 GMEANT—F)

@7 =XV 72 PUERMEICIT a— 1t L7t FORRIBEEGE K TF v 2T 5
FETERD AL TN R0 24,

12



VI. ExhEE(CEAJ SHIEH

1. EEZFMCEEHHLEMRITLEMEH

INRAF v v F VUGG, VRE TV OUEREE, N TF T 2 T~ VR, TE T AT
W, XV FI R AXFEZ Yy TAFRF U7 VR, “ A F UERE. A2y
VIRRRHR . NARHZATF RV, nT XY S

HE  BEO B HLEMDORNE « IREIL, BEHORMCELZRT L L

2. FEB¢EA
(1) {ERARML - ERKF

TV T b VUM, BIR e 22 I Hn ERETUEM 2 EEMN L L. ATk
FEVEY A b A EBEEIER . A ERERIEEMEEN R SR r I WV AT ¢ = — 2 —
PHIER 2R d 2,

(2)

(3)

E & R4 HHERRAE

1)

2)

3)

4)

EX4Z 2V H ZREERER

TaX Y T2 VUL, B AZ I Hi ZBFEERICBW TR AZ I U LEEFIL, BV
v MEHEGEA R OVREEARICBIT D B A X I VBRI ZIE L2 (107~3X
106M) , £7-. @HFKEGTELE Y b« b AX I UFERRRIE N M OB & OG22 3 L
oo B, 72XV T2 F P UEBIREICIZIT FLF U, TREFAa) L B b=r K
OHAFF = OEZHERIENT L BA T T AF v 2T 2B MMEIERS 5 Tn
720N 26)

FEEER. REMY A Fh4 D RUVHBESES FITHT SR

T XY T 2 F VUL, ZEIMET LV — kB B O SR R R R
WX VBRSNS MIEEREROBEE %2 106M UL LTIl L=, £72. ZEiET 1L —ik
SR R BRI BRI 2 TR M b e NFRRER & & b ICHEE Lz & X o BiEIC
WEEE SN D RIEMY A A 2 Th D IL-8 KX GM-CSF % Z 111 106M LA E RO
109M SL_ETHpI L, fiafEE S+ T 5 sICAM-1 % 109M LL_E Tl X872 279,

TIAINAT 4 T—45 —HEENE R

T2 X VT =V R, R O RN MR R ER L OV b R SR BE DX
Y1 A ER2S B o e b IgE HuiAHKIZ L5 v A% 2 b2 i L7z (106~103M)
F7o. BTy FHUEE AR BT LB O TR XM (BALF) fon
A3 b ) o BEED ST 2,

|87 LUILX—REETILEYIZRT 54EH

TRV T 2 U UEBREIL, EVEy MURGERT LV —MaR, Ty NEHEET
F7 4 7% — (PCA) Kk, 7 MURFBHREHMET 7 4 7% =KL R PELE >
I LG 36 BB A LS 2 4] L 7= 29,

fERIRTESR - RS
KR L

13



VII. EYEREICEAY HHE

1. mMApREOHT

(1)

(2)

AREAMGMARE

AR L

PR CTHE Sh P iRE
1) RA BEEEE

TEERAB T 8 BliC T =& Y 7 =7V UHRIE 7 7 /L 60mg P & ZEFREHRIEE 1 & 5

LiclE, MR 72X Y T2 F DV URERTA=ZIFILTOLEEBY Thole, KEKS

R IXB R M XA D L7 h> o 7z 80,

W) 72XV 7P VUEBIED TR T 2% Y T 2 U U RRESE 60mg 1AM FRCR%E T
o730,

MmiFHRE/NS A -4

]:FXLL?‘E AUCO-oo Tmax Cmax T1/2 CL/F
* | (ng - hr/mL) (hr) (ng/mL) (hr) (L/h)

60mg 1445(35.8) 2.2(38.5) 248(45.0) 9.6(59.5) 44.4(41.1)

120mg 3412(28.4) 1.9(37.0) 564(39.1) 13.8(64.9) 35.0(26.7)

2) MNR REES

T (ZEEERE%)

WEEMET L —PER R BEIC 7 =% Y 7 = F 2 U EESE 30mg (T~11 7% : 50 #i) K&
N 60mg (12~15% : 19%1) % 1 H 21 28 AMIEROKG L- & &, &5
TxX VT2V OMBERRENT A—=ZIFZLUTO LB Tholz 32,

MmiFPRE/NS A —4

I ) AUCo- Conax Tw: | CL/F
SR B |
MBIA | gy | BRI IEREC) o mD) | (gimD) | (o) | (L)
851 150 158 | 40.1
AA N | 71D | 30mg 50 (38.2) (1.7 | 68.4) | (36.4)
D) ] 1215 185 123 | 516
12:15 | 60mg | 19 (22.1) (41.8) | (75.0) | (21.1)
N ESPNGNE)
A 1091 184 8.8 29.1
(B wm | 12 | 30mg | 14 (36.7) (48.1) | (34.5) | (36.3)
Boks)

K87 A— 2 ORIk
1) NONMEM Iz & 5~ 4 XHEE
F2) JraroN— kA MRS

T (EDFRE%)

3) EMFMRFIERER

D72zFV 7+ UIEEEIEE Mg T4 A )
AFNL, TEENE2 KR O0BFERANOEDFEORIEERBT A KT4 ) 1ITHSX,
T XY T 2V UEERIESE 60mg [ XA | AAEERIFIE L b & IEHZEENCES
TAEWFENCIRE L e Sz 39 (TIV. 9. At OESM) |

@7xxV TP UIEEEEE6Omg 544 )
ERERA BT =% Y 7 =27V UHERREE 60mg T[54 A ] &7 L7 78 60mg D
NENLEE (7% Y 7=2F VU HEEEEE LT 60mg) 4. MEARHER O#SE LTl
R 7 2% 7 2 F U UEMRIEREZE L, BN EWENEE T A —% (Cnax .
AUC) 122 T 90%(5 8 X A THEFHEMNT 21T - 725 F. 10g(0.80) ~1og(1.25) D
WTHY ., WEIOEMFLHRIEENER SN (78 24— "—k) 39,

14



(3)

(4)

[ v EpmiceysEe

(ng/mL)

450 |

—o— T =¥ V7 =T VU EEIESE6Omg A k)
1 -0~ 7 L7 7 5E60mg
i 300 (Mean=*S.D., n=32)

th
i3
g
150 |
():|||I|||I|||I|||I||||||
0 4 8 12 16 20 24
ez i) (hr)
EMPRE/NT A —5 (EHHFEFE. n=32)
HIE/NT A =X BENRTA—H
AUC Cmax Tmax T1/2
(ng * hr/mL) | (ng/mL) (hr) (hr)
TxX T2 F T
Hifithibe 60me [ 44 | 1779+658 285+127 2.2+1.2 4.94+0.6
7 V77 §E 60mg 1884+696 314+166 2.0£1.2 4.9+0.5

MM 3EF LA ONE AUC, Cmax FOD/3T A —H 13, #ERE ORI, (REOTRIRAIEL - Brfi) 55 O35k
SR> TRRDHRERD D,

GESE
AR L
&% - HAEORE

1) BEDEE
R AN B 7 22 BillC 7 v AF— N—IET, ZEER L OER (RIEHR) 7%V 7
;U U EE 120mg P A HEIRR AL Uiz & & EHERIC AR % 5RO AUCe-«
KO Crax [T FNZH 15% L Y 14% 80 L7z 39 (SAEANT—%)
W) RSB IT AAKOARARIL 1E 60mg, 1 H2ETHA,

2) HAEDEE

@DIYyRATALY
RERERA B 1 18 Bl 7 = %V 7 = F U U EEE S 1[5 120mg 1 H 2 [A1%2) &
TV Ar~A T 1[E300mg 1 H 47 AMOFH L CKERA#ESL Lz &, ffEh
T2X V) T2F V0D Cax 1T 72XV 7 = F VU EBERME 5RO 2 512 E5 L
Tzo —J. MR Y 2m~ o O REICIE, PRAIC & B BBIT R o 7z 2239,
ZOMmMBER 7 =XV 7 =V URE EROMFITEMWRBRNS . PHEEAOHEEICLS
TxX I T 2SO )T T AOKT RO OHEINIERT 5 0 L HE S
ni=se, VI 7. MEEA] OESMH,
W1) 72XV 7= FVUEBENEEE 7 =% Y 7 = F U UM 60mg 1AM %

T o737,

E2) RAICHT A OERMEL 118 60mg, 1 H 2ETHD,

QKEBIETILS =D L - KEEIER T R LEFEEA
TR NS 7 22 BliC 7 = %V 7 = F ¥ U IEERIE ) 72 L 120mg P O 5 15 Sy REiTZK
b7 V=0 b - Kb~ 72U AERRAIZ R EREG L&, 72XV 72
D AUCo30 X Crmax 137 = F Y 7 = F ¥ L ¥ ERYE B £ 5.8F DK 40%E) L7 39
WEANTFT—%) . VI 7. #BEEHR] OEBHE,
) RSB T BAAOAGRHEL 1M 60mg, 1 H2MTHS,

@7 ba+vy—iL

BERERR N B 1 28 Bl 7 =%V 7 = F U U 7 72V 18] 120mg 1 H 2 [A]% &7
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) ST DA OAR AL 1M 60mg, 1 H2HETHD,

@A ATZJ—I

BEEER AT F 23 BIlC7 =% Y 7 = > VIR 7 7V 120mg ™ O 11 BfEET &
1 REREIRTIC A A 7 F ) — B eV EZNZEI 40mg KON 20mg #HEE G Lz & &
7 XY T =V R OSBRI BT o 70 3 NEANT —F)
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BT %
AR L
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0.144+0.017 (hr-1) GRBRRLA] (60mg $&) M LK, P EREFZE, n=32) 39

2UT7I VA
REER e L

Z Ot
AR L
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(1)
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RAATRASEY T4
PR L

il
1 %

- iR FT &
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I &
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MAER e L

migEAFEEER
fEFERANIC T =% Y 7 =7V U 40,200 X1 400mg P& 1 H 2 EREAHKE L7z & &,
BE#1IBEERI2EHO 7 2% Y 7257200 in vivo lICBT AIIEEA & OFGERIT.
13~7359ng/mL D EH#iH T 60~82% (69.4+5.9%) T 7= 40,
E) AR 2 AFOKRAEIZ 118 60mg, 1 H2ETH D,
B
RBHERAL B UL BRI
UG RR L

REICE5T 28R OP% OATH H5%
R L
DEBEHNROFRRUEZOHE
R L
REMOFEOERRUEILL, FELE
G L

o

RS e OO B

BB L
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EFERAB 7 8B 7 =% Y 7 =7V R 72V 60mg Z#HEROK G L7 & XDk
1% A8 WM E CTORHP 7 =% YV 7 = F ¥V U ONFEHRMEEICEIL, 11.1% Th -7,
fEFERA B 72 UC -7 =X Y 7 = U U ERRIETAIR 60mg Z R O&K G Lz & &, BhHk
11 HE CTORKOFEROENIHET 91.5% T, MHEBEEZRTHEOIZEALFZ T =XV 7 o)
DUTHY, FEPITH 80%., FRHICHK 11.5%HE Stz 40 GREAT —#)

S
AR L
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BITEI & BREE
M R L

BRENDERERILBE

(1) BHEEETEE

RN DB REREERE 29 Bl 7 =% Y 7 = FV VI H 7 2L 80mg P & B[R G L 7=
LE.JVLTF =P )T TR 41~80mL/min KT 11~40mL/min DEFICBITA 7 =
XY T2 F VD Crax 1 TEEFER AL, 2N 1.5 5RO 1.7 55 <, I
TZENEN 1.6 FED 1.8 BEN-T-, £, BNEBE (VLT F=2 7 VT TR
10mL/min I F) I2BIF D7 =% Y 7 2F 20 D Cmax [FEER A L, 1.5 EFm <. Y
HREEIT 1.4 FENo T2, ok, BRMEIIRG Tho7- 249 WEANT—H) |

W) BB A ARFNOEEHEIL 1R 60mg, 1 H2ETHD,

(2) FHEEEERSE
RN DI REREEBRE 17T HIlC 7 =% Y 7 = F Y VI 7'V 80mg P & Hi[a[# 5 L 7=
L& R EREICBIT 2 72X Y 7 o U oY EiRe, RER oS KE L,
FFEEDOREIZ L D2ENIEDZEIIL SN /eh - 7=, Child-Pugh /78T B XX Cl Th-
FREOZ7 %Y 7 2V ® AUCo»1E 2176ng * hr/mL, Cmax (% 281ng/mL, T2 1% 16.0hr
Thole, TNODEITEFEFEE ICBIT 2EOZNEN 1.2, 1.1, 1.25TH o7z, 2FB.
BEMIIRFTH -T2 449 BLEANT—H)
) BRACEB T HAFOARAEIL 1E 60mg, 1 H2ETHD,

(3) EWE
65 Ll L OREEEEEE 20 Bl 7 =% Y 7 =7V U ERE S 70 80mg P A HEFEE L2
LEDT7 XY 72T AUCo»iT 2906ng » hr/mL, Cmax id 418ng/mL., Tie (X 15.2hr T
Holre TNODOEITMEEELEICBITHEOENFN 1.6, 1.6, 1.1 ETho712, b, &
BHIXRIFCTH o T- 464D SEANT—H)
) BRAICEB T HAFOARAEIL 1E 60mg, 1 H2ETHD,

Z 0t
M R L
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