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

ORBRYE « AARKR T —BRBibEtaRigE S vk

QR A
RBREA] . 7 =% Y 7 o U UERRESE 30mg (44 b
FEAERIA] . 7 oY 7 oV RS SE 60mg [ 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

@RBRER © 7 =F Y 7 = TV UERESE 30mg [ 14 M 1%, TEEN R 5850 ETE A
DAEMZFZFEENRBRTA T A4 2] ITKSE, 7;#/7;%‘/“/1&@&%"@
60mg 51 ] %*“ﬁ%%ﬂ& Lz &, BB T 2 I 26878 [R5
LHEr S, EWFRICFESE LR ERTY,




MM BB ORIFMEOHE L, LT ORI -T2,

OB IR - FUERFIA 15 HLINICTY 85% LA LIS T 2554 REBRIAIR 15 432
PWIT ) 85%LL EIEHIT 27> XX 15 /It 2 s BRiAl o 29 3
HIEEHERLA OO SER P R 10% OHFPHIZ B 5

Ofl # OYEHF « FEUERIE O FEVE RN 85%LL HICHET 2 & & | IRkl Az 1T
R O SEE TR R 15% OFPFAZ B2 5 b O 12 fEF 1 HLLF T,
+26% DHIPHZ X 5 S DA,

B R
EILRx ARBRIR | CHIEREA BHE (%) HE FE HIE
IR | BRI % | =85 .
AN %A\
S0rpm x 1o 85.5 84.2 13 | gxto%pp | T
fiEl 2= DO i
. WHE (%) e FE e
EIREL | BRI | | IR SR A +15% % | +25% % | HIE
R AR EYNEZEE S IR L
50rpm | /K 154y | 85.5 | 863 | 819 | 842 | 2.3 0 {4 Off | @&
Vs AR S SR (K /50rpm)
100 F e AT
g0 F T —t
‘{g ____________________
gi_@ i —
s | e e TR YT = OV E30me S )
P —— B (BEAI. 60mg)
50 L --k-- 5%
-==%==-~15%
0 # 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
AERAA] . 7 2% Y T 2 VU ERRESE 60mg (XA 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

ORBRFER . 7 =%V 7 =2 F VU EREE 60mg [ 44 ) OWHZEENT, W oRBRiKIC



BOTH MEFEEERLOEWANRENABRT A KT A ) OREOFHMENTH
D ARBRIRA L ARYERIAI O FR HZEE L L T D LI S iz 2,

(7 =X Y 7 =F VUHRRIEHE 60mg [4 4 ] SERMERFIOAFSEM: TIZR T DU HIZEE)]

Vs RS S (pH1.2,//50rpm)

0 5 10 15 30 45 60 90 120
BRI ERIBURF ] (57)

100 100
i I

80 80
th t

60 60

9% 40 o 40

~ 90 | —A— R (5], 60m) ~ 90

—O— Tty ) U MRS Omg [ A1)
0 . . . . A 0

Vs H BB SR (pH4.0,/50rpm)

A (5791, 60mg)
—O— T XY T oV I 6 0mg [ & Ak

10 15 30 45 60 90 120 180
BRI BRI (53)

VA R A S (pH6.8,/50rpm)

VA HE B 5 (K ,50rpm)

0 10 30 60 120
ARBRIE ERIRURF (] (53)

10. &% - 2%

100 100 F
W ogg [ e T O S qamasi LR
H th
60 | £ 60 F
% 40 —— R (), 60me) o 40 | A—— A (2. G0me)
~ 90 + —O—— 7 =XV T o VU R BE60me T A1) ~ % — O T U ik BE6Omg [ F A
------- 85% ERRRRRRE i
0 0
0 5 10 15 30 5 10 15 30
ARERIERTUREE] (57) ARBRIE BRI R (49)
RS R (pH4.0,100rpm)
100
[ S o e S
Hi 80
# 60
% 40 ——A—— B (527, 60me)
~ 20 7 xX V7w Py RS Omg [ AT )
0

(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)

[TxX V7=V HRESE 60mg (51 ] ]
P T P:100 % (10 & Xx10)
500 $& (10 $& X50)
(3) FHE=
L

(4) BHROME

[PTP 45 4,
PTP: RV =/L, T/ILI=7L

o—: RV =FLr - RY Tt LI IFx—hM7 4040

25 - K




11.

12.

ARt S h 2 EME
mL

Z 0t
M R 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 C1E30mg 2 1 H 2,

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 |



EREIERIFIRA 10.7% (8/75 #]) K OEEIK 4.0% (3/75%1) 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
VAR ENT,

BN TESRBRAEE GERRAIT7EILE FHESE)
BGRE | JEGIEK B 5l ZA & R )
7 7R 90 1.92+0.09 -0.47+0.07 £=0.0001
60mg 86 1.98+0.10 -1.07£0.07

bEtvES T EEER (12~15 a2 Ead) 1377 RE e LT 4 A& (1 [H 20mg. 60mg.
120mg, 240mg) #HWT 1 B 2 B 5O EIT > TV DD, TR RIZIT T 7 'R & 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,
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GENFELMMAEFRE M)
WAEMET LR —MBRBELRRIC, 72XV T2 F DU (T~11 5%l 1 [
30mgl H 2 [Al, 12~15 ;%X 1 [F] 60mgl H 2 [A]) XIIRRIEE LT hF 7= T~
NMEE KT A4 vy~ (11 1gl A 2[0) % 4 @8RERO#&ES Lz —E SRR (%
Brxtge 127 1) T, < LoAFE, St BHOGE A a7 02L&z Tkt R
T D7 =% Y 7 =2 F DU OISR TR E T,

ERNFERBRRE (RIT7EIELE FHESE)

\ . » o AR
mER | R | BE 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,
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2) REMHR
DR L

(5) B% - HESHR
KR L

(6) AmEfER

1) ERARERAE (—REARERE BEFERRERE, FARBLEEAT)
WERFTERT —IRN—IXFAE. EERFTERERABORNE
A=A

2) RAFHELELTEREFEODARRIIERL-AE - HBOME
BARANA

(7) Z0fth

1) BHEEREICX T HE
OEFERAIC T =% Y 7 = F VU 120mg ™ | Aot 2% I VLRSS
tARE HER, SHISHI /T e A A —N"—TENENHEERELG L, V-7 v ATTRERIC
KIFTHELRGI LI L&, ZOREIFHE ROt 24 I VEITHAFRIDNEL
TR EREETH -T2 19,
) AR BABOEEHEIX 117 60mg, 1 H2RITHD,

OREFERNC T =%V 7 =7V UHEE 120mg. F _HROF e 24 I VEERT T+
RE"HEMR, 7 0 24— _"—TETRENEEFKE L, KNP b o okhiEiREgss (PET)
FHOWTHA~OBITHEARMN LR, 72 Y 72 F DI LA KRMEEOE A ¥ 3
Y Hi ZBFEEROEITIZEEAEL LN 0T, F-. REREASEBBRAICBV T
TITRREENR T 1),

@7 FZ YT ULAX—BEFIC, 7=FY 7 = F VUK 60mg, F—HAoHie 24 3
V%\TWZ—W&Ufi?ﬁ%ZEE@\4ﬁ4%7D2ﬁ~N~T%h%m$EF
HL, a2 b—¥—FETOHBEEEENCRTTEEL MM L & &, EiGHE
FAZTHBILE RO e 2 ¥ I VEIZHARFEIC $é<\77?T&H%f%ot
10 (SMEAT—H)

2) DIMERNRIFTHE
ORNDOFFMET LA X —ERRBEICT =X Y 7 = F VU EBE S 1 18] 240mg ™ £ T
1A 2 2@EEELE LIz &, IR EHLT, QTc HROAEREITR bR
o718 GEANT—H)
) ARAIZ 75$ﬂ@%5%%i1@%mg152@f%5

QRPN T =% Y 7 =) O L HildiZ 110 60mg 1 1 2[[116 5 A, 1 [ 400mg ™ 1
H 2 1ML 240mg 1 H 1Y VERMEG LTS, 77 2R LT, QTc HkR
DHERIEENIH SR - T 1920 (SEAF—Z)

) RAICET BAF KR A RIL 1E 60mg, 1 H2ETH5,

OfFER AR F AR 2u~A 2o OB EEROBRT (7Y 7xF
DR 18 120mg 1 B 27 AR, =V 2n~A 3> 1[[300mg 1 A 4[] 7 H
) BT, PRI ER 7 =Yy 72 F DU BERN 2 ZIZ FR LSS TY
QTc 72 E O LEX Z & DL I RBEIT A B o Tz 22,

@Cmax 75) IJALJJEHE:?TXL’H_"H%‘:O) 10 {¢U\J:k fcﬁé?ﬁ'ﬁ:‘l:f@*ﬁﬂtl‘ i\)b\‘( ‘E‘%A@E‘Z%{i
72, AFEFLROHMEAD beno72 2029 GHEANT—4) |

O7 XY 7 o UUEBREIZIT u— b Lzt MODTHBIEER KY T v RVICRT 5
BT Mw%ﬂfm@ww

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 g 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, fiafESE S+ T 5 sICAM-1 % 109M LL_E Tl X87= 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. IAREDHR
(1) BREFEMGIPRE
REE R L

(2) BRRSBRCHERE Sn-nPRE
1 BA BEREEKE
A B 1 8 BlC 7 = %Y 7 = F VUM 7 2L 60mg ) & 22 R AR O e -
Lick&, T 7 =% Y 72 F VUVRENT A—ZILUTOEEY ThoTe, KIEHRE

BRI EBEMENT A D7 o T2 80,
W) 72XV 7P VUEBIED TR T 2% Y T 2 U U RRESE 60mg 1AM FRCR%E T

o130,
mMBFRREENZA—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)

T (ZEEERE%)

2) MR RE®RE
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 |
ABIA | gy | BT EREC) 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)
ANESP NN
A 1091 184 8.8 29.1
(B wm | 12 | 30mg | 14 (36.7) (48.1) | (34.5) | (36.3)
Boks)
K85 A—F DR V¥ (EERH%)

#1) NONMEM (T L B~ A ZHEE
H2) Jrarsi— kAL MEHT

3) EMEHIRF MR
D72zFV 7+ UIEEEIEE Mg T4 A )
AFNL, TEENE2 KR O0BFERANOEDFEORIEERBT A KT4 ) 1ITHSX,
T xX Y 7 2 VMRS 60mg [X A b AEERFIL U b x | IEHEFEEN A RS
WS, EMFIICRE E A N3 (TIV. 9. AHEl OESHR) |

@7xxV TP UIEEEEEOOmg 544 )
ERERA BT =% Y 7 =7V U 60mg T[54 A ] &7 L7 78 60mg D
NENLEE (7% y 7=V UERE L LT60mg) %, #MERFERREO#&S LT
R 7 2% Y 7 2 F U UEBREREZRE L, BN EWENEE T A —% (Cnax .
AUC) 122U T 90% 15 HE X A IS THEGHENT 24T - 725 5. 10g(0.80)~1log(1.25) DA
WTHY ., WHIOEMFLNRSEMERHER I N (78 24— —ik) 39,
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(3)

(4)

(ng/mL)

450 t

—— T F VT oV R ECOng [ 1 b

' T -0 - T LT EGOmg
’Tli 001 SR AR (R 2 (n=32)
A
2
i3
150 | [/

T o
0 I I L I P S
0 4 8 12 16 20 24
B (hr)
EMENRENS A —4F (FHHIZEREE. n=32)
HE/NT A—H BEIINTG A —H
AUC Cmax Tmax T1/2
(ng * hr/mL) (ng/mL) (hr) (hr)
Egﬁglézgféggig‘?;;}“;J 1779+658 | 285+127 | 2.2+1.2 | 4.9:0.6
7 L7 F§E 60mg 1884+696 314+166 2.0+1.2 4.94+0.5

MM 3EF LA ONE AUC, Cmax FOD/3T A —H 13, #ERE ORI (RHEOTRIRAIEL - Frfi) 55 O35k
SR> TRRDHREND S,

hEE
HEE R L
BE - ffRARXOEE

1) BEOFE
R AN B 7 22 BllC 7 B A4 — N—1ET, ZEERLOE% (EIEHR) 7%V 7
U R EE 120mg Y A HERE OG- Lz & & EERCHARB BRSO AUC-
KO Conax 1T ZFNVFI 15% KN 14% A L7= 39 (SRE AT —4Z) .
) BRANCBT BABOEEHEITX 117 60mg, 1 H2RITH D,

2) EREOCEE

@DIYyrRATASY

TERER AN B 18 i 7 =& ¥ 7 = F VUM MEEET Y 1 [ 120mg 1 A 2 [F2) &
TR~ AT 2 1[0300mg 1 H 4E7HEOFH L CERDESL Lz L &, miEd
T2X V) T2F V0D Cax 1T 72XV 7 = F VU EBEREME 5RO 2 512 5 L
Tzo —J. MR Y 2m~ o O REICIE, PRAIC & B BBIT R o 7z 2239,
ZOMPER7 =%V 7 =2 F VU RE EAOBTITEWRERN O, PHEROHREFICLD
TxX YT 2SO )T T AOKT RO OHEINIERT 5 0 L HE S
=8, TVIIL. 7. #EER] OESM,

H1) 7%V 7o POV L 7 =% Y 7 =V U RE 60mg 13AEY RN FSE

T o737,
FE2) BRAICHT 2AK ORI EIZ 1 [ 60mg, 1 H2HTH 5,

QKEIETILS =D L - KERET T R LEHHE
TR N B 22 BllC 7 =%V 7 = F ¥ VIERRIE 7 7L 120mg P OG- 15 43ETIZK
LT V=0 b - Kb~ 7R U LG RAIZREIRE L&, 7%V T =F
2D AUCo30 KT Crnax 137 = F YV 7 = ;7 U e B 510K 40%E L 7= 39
GrEATFT—%) . VI 7. EER] OHEBMH,
) BRAICET A OAGRARIT 1H 60mg, 1 H 2ETH 5,
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@4 barvy—i
AR S 23 BlC 7 =% Y 7 = F VU HEE S 70 1 [ 120mg 1 B 2 B &4
h=a Y —)LEE 400mg 1 H 1B 7 HIEPFH L CORER DG Lz &, miEfh 7 =%
VI 2T VUREILT =X Y T = VU URBRERMBR ERFOR) 2 512 BR- U723,
i b ady = VREICIE, PRI K2 BIE R0 o789, MiEh 7 =%y 7 =2 F P
BEFROBFIIT) 2o~ vy bREEHE SN GMEAT—%) |
) RANICEBIT 2R OKRAEIL 1 60mg, 1 H2ETHS,

@FAFTSI—)L
TEEER AT F 23 BIlC7 =%V 7 = > U IERRE 7 7V 120mg ™ O 5- 11 BfEET &
1 RS A A 7T =V 7NV ZEI 20mg KON 40mg & Hi[a# 5 L7z & &
7 xXY T = F VR OB RBIC BT e ho 1o 38 GMEAT—X)
) BRAICET B AFKIOAGRARIL 1H 60mg, 1 H 2ETH 5,

2. EWEERI/NS A4

(1)

(2)

(3)

(4)

(5)

(6)

(1)

(2)

4. %
(1)

(1)

R AE
MR L
MR U 33K FEE 7E 380
MG R R L
HEREER
Kel : 0.144+0.017 (hr-1) CGRBR®UA (60mg #E) H[EIFEH, P EREFZE, n=32) 3
DUTFTIVRA
MG R R L
NEEE
MR L
ZFDith
MR L

. BEH REaL—2ay) @i

B
KR L

N5 A— S EHER
KR L

0
RAFTRASEYT 4
KR L

#

i - BRSPS BB
AR L
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(2)

(3)

(4)

(5)

(6)

- K
(1)

(2)

(3)

(4)

3
(1)

(2)

(3)

it - B ARRAPS BB 1
KR L

A~ DRI

KR L
<z#E>

YRR (5 1) TR PICBITTS 2 LSEESATOS (VL 6. (6) BIR)
DEBIE) .

R

BB~ OB
AR L

Z DM@~ DBITHE
MR L
mFEAFEEE
R AIC T = Y 7 = VR 40,200 TN 400mg P& 1 H 2 R OEE Lm L &,
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 ARFOKRAEIZ 118 60mg, 1 H2ETH D,
Bl
RBERL B UM SR R
MR L
BS54 5EER CYPE) OHFE, FE5E=E
MR L
VEEESNROEERVZFDES
M EE L

RBMOFEOERREMLL, FAHELE
AR L

it

B B MR R

AL L

Pt

EFERAB 7 8B 7 =% Y 7 =7V U ERE 7 72/ 60mg Z#HERROK G L7 &L XDk
1% A8 WM E CORHP 7 =%V 7 = F ¥ U ONFEHRMEFEICEIL, 11.1% Th -7,
EFERA B 72 UC -7 =X Y 7 = U U ERRIETAIR 60mg Z R O&K G Lz & &, fhH%
11 HE TORKOFEROEILHET 91.5% T, MHAEBEZRTHEOIZEAL T T =XV 7 =)
DU THY, EPITH 80%., FRHICHK 11.5%HE Stz 40 GREAT —#)

BRifEE
ZEER e L
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8.

10.

11.

FS Y RK—5—IET B
KR L

. BNFICKDBRER

M R L
HWEOHREHRT SBE

(1) BHEETEE

RN OB REREEBRE 29 BllC 7 =% Y 7 = FV VIR 7 2L 80mg P & B[R G L 7=
LE, VLT F= P UT T A 41~80mL/min K 11~40mL/min OEEICBITSH7 =
XY T x2S VD Cmax TN L, 200 1.5 5O 1.7 5 < | FEEVE ISR
IXENZN 1.6 5L 1.8 fEEN-Tz, o, BEE (LT F=0 70T TR
10mL/min U F) BT D7 2F Y 7 2F 20D Cmax [TREFER AT L, 1.5 25 < . Yy
WHREEINX 145 R -T2, 7ol BRFMERGTH-T- 249 UNEAT—F) .

) RACEBT AR OEBHEIZ LR 60mg, 1 H2ETHD,

(2) FHEEEESE

RN DI REREEBRE 17T FIlC 7 =% Y 7 = -V VIR 7'V 80mg P & Hi[a# 5 L 7=
L& SRR EREICBIT 2 72X Y 7 o U oY EiRe, RER oS KE L,
FFEEDOREIZ L D2ENEEDZEIIA SN /e) - 7=, Child-Pugh /78T B Xt Cl Th-
FREOZ7 %Y 72V ® AUCo»1E 2176ng * hr/mL, Cmax (% 281ng/mL, T2 1% 16.0hr
Tholc, TNODEITEFHEFEEICBIT 2EOZNEN 1.2, 1.1, 1.25TH o7z, 2FB.
BRI RIFTH o7 1449 SEANT —F)

) BRANCEBT HAKNOARAEIL 1M 60mg, 1 H2[ETHD,

(3) EE
65 Ll L OREEEE S 20 Bl 7 =% Y 7 =7V U HERRE S 70 80mg P A HEFEE L2
LEDT7 XY 72T AUCo»T 2906ng » hr/mL, Cmax id 418ng/mL., Tie (X 15.2hr T
Hotz, THhHDMEIIEEREHICBITHMOETNEN 1.6, 1.6, 1.1 {ETH-712, 2B, &
KT R T o7z 164D (SAEANT —X)
) SR D AA QAR RIL 1 F 60mg, 1 H2[ETH 5,

Zoft
MR L
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(

6) {23l

9.6 RELIF
B EOA IR ORARBOARMEELBE L RALOM TP IL 2T 2 2 L, 8
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(7) IMNRF

9.7 MR
RHARER, #FrAalR, LR, SHRE25% L LA R OVELEM 241 & U= AR BRI
FEE LT,
(8) =&
98%%%
DERD SN IGEITITEY 2 EEZITH) Z &, BSRENIK T L TWA Z &<, i
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BRE I TV

(2) ftRAZEE L TDER

10.2 tEEE (BFRICSEERET S L)

A4 BRPRIE R - HEE 1k Ky - fElRIA 1
TR~ AR OMAFEREEZ L5 X9 | P HESEEOMEEIC L AAE O
[16.7.1, 17.3.2 ] HEDHEND D, VT T AT K OIL

KOMEIMEKT D H 0 & HE
EENb,
KEEALT VI =0 b« KEAL | KBNOIER Z WIS 25 2 & | KEBIET VI =T b - KB L~
< IR0 NE A A NHDHOT, RFICRAS®Z | 720 ARKRAE 2 — BRI
[16.7.2 &[] W SHEEICER 5T AL, WET 52 L2 I &
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WROBMWERRH b d Z b DD T, BEEHIITV. BEBBDO LN GE I
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(1) EXGEIER & MEERK

1.1 EXGEIEAR
M11 2avy, 7HP7453F0— (WITHNHLHEERR)
@%ﬁ%\mEﬁT\ﬁﬁﬁ%\m%ﬁ@\%%\mﬂ%@@@ﬁ%ﬁ&%bhk%
TiFE G AR L, @ORLEEITO 2k,
11125?*%‘**E EEH (WP SR
AST. ALT. v-GTP. Al-P. LDH @ A% pffrerE®, #ERH HbiLd 2 &N
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20



(2) ZDthoEIER

1.2 20D EIEA

0.1~5%LL 0.1% A A A

FEARARRE R SR RS, R 57 MRk, | EEE, MEARRES . L OYUK
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Hbas A, WErE, V8., fE%E. | (HR
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SMEITOBmERGAES & L CEHEZ IR Lz 2 GlowmEHH Y | 1800mg Z ik H L 72iE
BITITAERITZ2 <. 3600mg Z ik L7ZERITIE, HEW, IRRLTCRERA LI,
13.2 g
AFNZIMAEENTIZ L > TERETE 2w,

1. BRLDEE

14 EALOEE

141 RRIRFFOEE
PTP cl2EDFKANLI PTP > — F bWV L TR 2 X988 T 52 &£, PTP & — D
RREKIC LD | BEOSLATA EEREA~RIA L, I3 2L 2B 2 L CHtRIFE RSO REE
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VI, ExhEB(CET SER] &R

(2) REMEBHR
AR L
(3) ZOHOEBHE
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PRE STV

5. BERITEM

DI SR
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L

K720
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7. ERREFEAR
1996 423 4 11 H
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HR5t 4

BERFTAREAR

ARES

R EENBEAR
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TxXRI T2 F T
WA BE 30mg
(24 b

201342 H 16 H

22500AMX00145

201346 H 21 H
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TxXRI T2 F T
WA BE 60mg
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12. REHEFIRICET H1FH
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(%4 b
TeXI T2 F T
HRRIEEE 60mg 4490023F1180 | 4490023F1180 | 122601001 622260101
(%4 b

14, RERBHLOERE
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. BIRAXHE

2 A MERSE AENER - ZEMEICET 28R
A MERSHE AENEER  IEHERBR BT &k
Kawashima M, et al. : Int Arch Allergy Immunol. 2001 ; 124(1-3) : 343-346
B PEZRRIZ 0 D H B SRR

(7 V7 78 : 2000 4 9 H 22 HKRE, HEEEHMEE ~.11.1.(1))
Finn AF, et al. : J Allergy Clin Immunol. 1999 ; 104(5) : 1071-1078 (PMID : 10550755)
BRI 0T 5 7 T ARt R B ST e B

(7 V778 : 2000 4E 9 H 22 HKRE, HEEEHMEE ~.1V.1.(1))
ZEHET L LR — B R EBE TR D &R

(T V7 Z8E : 2000 49 A 22 AR, HFEEEMEE b.11.2.(2))
Bernstein DI, et al.: Ann Allergy Asthma Immunol. 1997 ; 79(5) : 443-448 (PMID : 9396979)
FEMET L X —RBREEICBIT 5 7T R R E SRR R R

(T V7 Z8E : 2000 49 A 22 AAR, HFEEEMEE b .IV.2.(1))
SRR - B SAvERER AR . 2007 ; 100(2)4# MH119) : 1-20
Kawashima M, et al. : Br J Dermatol. 2003 ; 148(6) : 1212-1221 (PMID : 12828751)
HIF5 At P HAREE R 2006 ; 68(5) @ 553-565
INROT N E— SR B 2B 5 B R R

(7 V7 Z 8 - 2006 4F 10 A 20 HKGR, HiEEEMEE 2.7.6.2)
THTTEAEM « BFIRSEFL. 2000 ; 31(5) : 649-658
Tashiro M, et al. : J Clin Pharmacol. 2004 ; 44(8) : 890-900 (PMID : 15286093)
Weiler JM, et al. : Ann Intern Med. 2000 ; 132 : 354-363 (PMID : 10691585)
Pratt CM, et al. : Am J Cardiol. 1999 ; 83 : 1451-1454 (PMID : 10335761)
T UIVR—MERRICIT D B S

(7 V7 78 : 2000 4 9 H 22 AR, HGEEEHMEE ~.1v.2.(1))
Pratt C, et al. : Clin Exp Allergy. 1999 ; 29 (Suppl.3) : 212-216 (PMID : 10444240)
EHEICB T 5 LEXOKRGRER

(7 V7 78 : 2000 4 9 H 22 HKRE, HEEEHMEE ~.1.5.(4)
e Rl N = 11 # 5-R

(7 V7 Z8E : 2000 4 9 H 22 HARS, HEEEEHMEE ~.V.1.(D, F.V.1.(2)
T 2w AT OMESER

(7 V778 : 2000 49 H 22 H&GE, HiEEEMEZE~10.2.(1), k. 1.5.(1)
R AR 538 (7 L7 88 £ 2000 459 A 22 HKR, HiEEEMEE~.11.3.(1))
QTc MR E O FTREMEIZ B3 2 at

(7 V7 Z8E : 2000 49 H 22 A&, HEEEHEESR.1.2.(1)
G BLOME (7 V7 78 : 2000 49 H 22 HIKR, HiEEEMEER. 1)
Pl 242 I UAEH(T V27 F8E:2000 4E 9 J 22 HAZR, HEE @R EAR. 1 .2.(1) . K. 1.2.(4))
Abdelaziz MM, et al. : J Allergy Clin Immunol. 1998 ; 101 : 410-420 (PMID : 9525460)
NIV AT ¢ A — R E
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/NI BT DR ENEE (7 L 27 $8:2006 45 10 H 20 H A, FEE & RHEE 2.5.3.(2).2.7.6.2)
A MERSHE AENER - AW En R SRR
BREOFE (7 L7 78 : 2000 4 9 A 22 HARE, FiEEEMEE~11.1.(1))
THVCBH A - BRPRSEFE. 2000 ; 31(5) : 639-648
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