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0.0001 ; x2#7E) ™,

RIERRBBRE I A v o7 O CRBRIERE 21.1% (26/123 f) . 7 b7 = VB 41.4% (53/128 i) Th o7z, Fr
&R RO E AR RIWEIE, IRK 19.5% (24/123 ) Th-o1=,

(RERBICHESZTSE (BP - KEXR. . REZTSEE. SEMERE. SHBHMEL))

FE N 2R TIAE — il ()

R BICES Z 5 FEOBRE (5 - KSR 152 B, FEZ 72 6l g% O FEiE 80 i, SHEPERLEE 70 6k OB
HIMERTBE 24 6, #1398 ) ZxIGuc, A v <& P U 1omg/H (1[0 Smg, 1 B 2[E) % 2 @EKERSE L,
KSR BICKIT DA RRIT, 5 - K 74.6% (91/12261) . FE5 50.8% (31/61451) . &% 9 FEIE 49.3% (33/67
B), SHEVETRE 52.8% (28/53 #1), B HMEATEE 83.3% (15/18 f) THY ., BETOHEHMRIT 61.7% (198/321
) ThHot Y,

BIWEFAFSBAERE 13 19.0% (74/390 ) Thotz, ERFIEMAIL., IR 11.3% (44/390 fil) TH o7z,

2) REMEHB
PRI L

(b) B - FRRERIGER
(FLILX—1E82%)
OEN _EehtiE (N
INREMET LV —MERRBE (T~16 ) Zxguc, Au<x Ui (10 25mg, 1 B 210, HLLE 1 (A
Smg, 1H2ED™ BB WL, 3R LTF TR %2 2k G Lz, FEMGEE TH5 [RO3TEM (K Lok,
syt B BRI A a7 OBEMN G OELE] IZOWTHGHWSIT AT o TofbiR, A r " U R Smg B3~
TERBHCR LABRdEE R LY,

INRBEMRT LILF—MHEREFERNRE LB EBRE

\ et e 5w & AT R
B HEGIE (mean+S.D.) (mean=*S.D.) (H=3855 0T )
/N RSB D7
F =P RVNG Y. 3] (7T & REE-5mg &) : 0.51
+ - +
e 100 6.14+1.44 1.41+1.99 O596{=HE X H  0.04~0.98
p fiE : 0.019°
7TRR 97 5.99+1.17 -0.84+1.58 —

a: BEHAER, BEYORD 3 EMAF AT 2 IR & Ly BT

b BEEREO R/ T FE)ITHT D Williams BE 5 5

BIVE TS BUBELEE |34 1 R 7 2 St 2.5mg BE 12.6% (13/103 41) ™. 5mg BE 16.0% (16/100 ). 75 & REE 8.2%
(898 Bl) Th o7z, A /KT G Smg BECRIEL L E2BWERIX, ALT 880 6.0% (6/100 ), F i EREHEM
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W) 7Ll Lo/ NRIC BT 2 AR OARMAEIL 1 E Smg, 1 H2ETH D,
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INRT PR ERBRE (T~16 %) ZXHRIC, AuNZ DU (1| Smg, 1 H 20D HoHVE, RIS L
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72 T A A e 95%fEHEIX A : -0.25~0.09
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BT M (3.7%) . I8 4 4 (2.1%) . B - DI OERIE 3 4 (1.6%) ., FFF - BHEK 3 4 (1.6%), HFEWV 2
(1.0%) . T2 (1.0%). BEBRPE 2 1 (1.0%) ETho7z,
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DERAMIERAE (—RERRERE. HEERREHRE. ERAMRELEHRAE) . HERTERT -2 ~A—IFAE. RER
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FOSIZ G IHIER 2789 2 & R S iz 12,

2) BB T LILEX—ER

EBRHT VA —MHRRET LV (FLEY b, Ty M) ZBWT, PURFHRIC L 2 MEE M TEC 5P %2 I L
D Zy b EAEY NCBUTDZHKRIET 747X =7 7 4 T % 2 — MEAGE I & 58 112 L
7= 1819

BEBNRMEE LT v MO 2B R A KEIE & KAEHI IR 2 L7 20,

Fo, BT Y MTBWT, M/MIEHELR T (PAF) 12 X 2 K @moE T 2 il L7z 2,

NILHEEMBEDOELE - BHBRICRIZTHE
7 v NEEREFMA S O 22 I OWEREZ ] (ICs fE ; 72umol/L : BRE 7 V7 T i, 110 g mol/L : =k
07z =)Wy IiET VT X R, 26 wmol/L @ A-23187 HEL. 270 umol/L 1 =N 2 R 48/80 Hl) TTH L L
HiZ, TI7F FUBRBRIEA LT, b MFdEk» b0 a2 b= (ICo fl ; 1.8 pmol/L), ~ YR FH
(IC30f& ; 0.77 umol/L) . PAF (BE4E : 10 1 mol/L T 52.8%#Miill. HZHE : 10 uw mol/L T 26.7%Miil) HENREAT 4 =— X —
DFEA 8 2 LEHEZ M2 2 & SRR S a2,

4) 2 F & = 2 sEERt s e R
R R DT 2RI EYE ¥ ¥ = 0%, T VAR BORIE - BEZE 552 85T
B, AunREZ Y UEBIER, TAT Yy FOEREXGEAIBW T, 74—/ REKHNEEEO Z X % = B 5 O IUHE
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activated K*F v 1 /L) OIEMEAL AT U722 %% = L EHEMGIERIC L 5 & B 2 b 2,
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PERRR A BRI A m R 2 2 IR HEBE Smg K OY 10mg Z#ff FHLREIRE A4 5 L7z & & o Mg i EEHER K O Bhig
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RERABEICERRZARE Lz &L E0MmBRREHS

(ng/mL)
1000-
] -o- 5mg(n=6)
1OO§ -o- 10mg(n=12)
i 1 mean=S.D.
% 102
s
' 1
E
0.1+
001 ] T T T T T T T T T T T T
0 12 24 36 48 (B5/ED

BEAABECEEZEORS LIz EOEDTRE/NS A —4

=5 tmax Cmax AUCO-oo t1/2
BeGR (h) (ng/mL) (ng + h/mL) (h)
Smg

b 1.0040.32 107.66+22.01 326463 8.75+4.63"
(i?ii) 0.92+0.47 191.78 +42.99 638+136" 7134+221°

a:n=4, b:n=10

mean=+S.D.

2) REHRE D

R A B @6 ([CA e Z Y ERRESE 1 [ lomg 2 1 A 2E 6 AM, 7 AR 1 [EOF 13 BEROHSL L
7mEx, 4 HHECICMBETRREREXEFIREISEL, Coo (JHEERROBERFO 114 TH o712,

3) EMFEHIE F AR
OA w7 2 B SE 2.5mg [BMD)
Fa Ry R EE 2.5mg [BMD) X [E &5 572 2% N B A O ALY LR EERR T A RT 14 (FRR 18
fE 11 H 24 B SEHRBICE 1124004 ) | ICHS X A% D UEEREEE Smg [BMD] ZAEHERIFKI L L= & X
RN E L APPSR & 2 Sz,
ek, BEAE. TIV. BANCEEAIEE 9. WM Ao ¥ DU HERIEEE 2.5mg [BMDJ | OIESMR,



@A F P ERRESE Smg [BMD %

[ FE RIS DLW PR EERR T A R4 (k9 12 A 22 AFTESESES 487 5. Eak 1345 A 31 HAHE
SRR 786 B, EAL 18 4F 11 A 24 ATHATRFE 1124004 7) |
Fa B D UHERREE SmgBMD L T L v JEES A7 0 AL —N—IKIC IV ZNEN LI (FuoRy DU
L LT 5mg). A BME 18 ZICHARERR 0%E L Tl P oRZ LRI 2 ]E L=, 553 ysne <5
A—2% (AUC, Cmax) (22T 90%(E MR NEIL THEMRIT 21T o 725 . log (0.8) ~log (1.25) DO#HIFANTH

Y WIF O AW H R FEPEDSHERR S T,

4 3

12 16

H55EH (hr)

20

24

HIENT A—H BHNT A—H
AUCO-24 Cmax Tmax ti2
(ng-hr/mL) (ng/mL) (hr) (hr)
Fua & D R SE SmgBMD | 185.54+33.2 65.20+-18.73 1.1+0.8 3.1+0.3
TLrayJES 181.7+29.7 59.63+13.29 1.1+0.8 3.0£0.2
(mean+S.D., n=18)
(ng/mL)
90
80
70 —e— Funy Y IEIES
Ifit 60 - 5mg [BMD]
® 50 s 7LUYs§5
il 40
i mean=SD. (n=18)
pe 30
20
10
(R A

M3 FPEREEW DN AUC, Comax FFD/8T A —F 13, HBRHE OBIR, (RIEOTRIRAEL - B 5 ORBRMIC L - TR

DATREMED B B,

(3) sl
LR L
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E R L

(2) AR R
LR L
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OPDFEPE
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(6) Dt
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OF Zip>
LB L

(2) 185 A— 8 EHER
g L

4. I
FMERR L
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(1) & — X BE P @ d
BT L
<HE>
F v MZHC-Fr A F Y R Img/kg 2R O#G- Lz & & IABUEHRRRE IXAE L7 T b Ik< . O Coua
VI A RS E D Conax DFY 125 TH o 72 %,

(2) ik — AR BERAPT @B T
MR L
<BE>
IR v M2 UC-Am 3 U UG Img/kg /RO 5 L7z & &, IR M & OFAMRAN OB fER X, RHARmE+
HRETE EE 0 0.07~0.38 (5 T o 7= 2,

(3) Bt~ DB ITHE
LB L
<HE>

BHHY O T v M MC-Aa_Z U UREEE Imgkg 2R O#% 5 Lz & &, I HEEERE O AUCIE, AT iHE
TEEE D AUCo- DRI 1.5 5 Th-72 2,

() BB~ DB ATHE
AR L



(5) Z DI DMBADIATIE
BB L
<BE>
AL~ 4

T v M BC-Am i F U UHERE Imgkg ARG Lz L & K0 OMM TR % 30 21k b @V O ST EIRE 2R
Lz, LB OIEA P, B E OWEBE O BUR RIS 13, MAE B RRIREE L 0 mid o 72 2,

(6) MFEAIEESE
b MEEARMARIZLLTO LB TH-7= (invitro),
WINPRE  (ng/mL) 0.1 1000
15 2 55 (%) 54.7+1.7

552+0.8 547+5.5
RIS IEEIC £ D
mean=+S.D. (n=3)

10

6. K
(1) AR BER L B UM TR B

fERER N (6 ) (TA m /N2 2 U HERYRSE 80mg & H[EIHE M4k 5 L7z & & oML, N-BRILIEK) 7%, N-F /il

AFIARK) 1% (REBIRE D AUC L) THY ., RPMRHEIE, £483%. 1% 48 Kl E CORBRPEEIESR) <
d otz B,

() KBICEET 5B% (CYP%) OATH. HEE
LB L

() DEBBHROERERFZOHE
LB L

1) RBMOEEOERRGFIL, FELE
BB L

. Btk

1),&*27)

RIS A v F 2 EERIESE Smg (6 #) KON 10mg (12 f#]) ZHERE OGS L L & 0 48 KEfil E TORE K
DR FPEIR T, BEED 63.0~71.8%ThH -7,

F7o. BEERA @ F) ICAn X DU ERESE 1 [B] 10mg 2 1 B 2@ 6 AR, 7 AEIZ 1 EO#H 13 BIEERAFRE
L7z & & o RPPRttsRIL, HERORS% ERBETH T,

2) MR

INERT LAE—BE (10~16 #. 40~5Tkg. 6 ) (T4 /% DU MEEEE Smg ARG L= L X0 12 B E T
DARZAED JRPPERIE=RIT, BEED 618% Th o7,

5 RK—4—IET B
LR L

. BHEIC L BREE
LR L



10. HEDHERZRT HBHE

1) /88 32
INRT LAE—BE (10~165%, 40~57kg) (A T/ U HHFEEE Smg 2 BAEIR Q%5 L7z & & o
B OSEMBIRE T A= U T DO LR Tho,

IR7 LLF—BECEREROKRS Lz & EDMmMEBERREKS

(ng/mL)
1000;
] -0-\RB (n=6)
100+ mean=S.D.
mo
® 104
©
B
g E
0.14
0.01 ] T T T T T T T T T T T 1
0 2 4 6 8 10 12 (R

INBFULX—BEICHEROKRS Lz EDEMERE/NNSA—4

= tmax Cmax AUCO.12
B (h) (ng/mL) (ng * h/mL)
Smg 1.3340.52 81.57+9.91 228+20
(n=6)

mean+S.D.

2) BHEETEE (MKETEAR)S
JVTF=r 7 VT T AN 23~344mL/min O BRI TEE R ORI A 132 O HEIESE 10mg & Wl &%
HERRO#EL Lz & & OMETREHBIZLLTO LB Thoto, R LG L T, BRI TEF O Cnaxld2.3
&, AUC T 8 fFCTh o7z,

BREETEERVERERAICERRZORE Lz 20 mEHREHKS

(hg/mL)

1000’; -O- BHAHE T RS (n=6)

1 -o- ZRELA (n=6)
100+ mean+S.D.

10+

0.1+

0.01 ] T T T T T T T T T T T 1
0 12 24 36 A8 (B5RED
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® 104 *:P<0.05
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= o1
E
0.1+
001 | T T T T T T T T T T T T T () T T
0 12 24 36 48 72 (R
Z Dt
B EEE)

Aoy O EREESE 2.5mg [BMD] RO R % O U EEMESE Smg [BMD) 13, HAFEHFERLERIED S
Fa Ry Y SRRSOV B ICEE LTV D 2 ERHER STV D,
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(2) ZnHDEIER

11.2 2ithDEIER
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FRHRIE 0.1%
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