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TARYEY | TAu vty | ThAuIry
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4. BRLDOIEE

14.1 ZFFARBOEE
DEBITEDIHRAT S Z &, REIBRSCLERTRET 256
Wi, BR. EERET CTRET D Z L,

14,7 FRIZZ(FBFOEE

14. 2.1 PTPEIE D HANIPTPY — F 2Bl H L CTIRAT 5 &L 9
FRESHZ L, PTPY— hORRIC L 0 TS S A R E b
JEA~HIA L, BITITZELE B 2 L CTHERIRR SO EE 2 A IHE
EORTLZEND D,
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WAL EBET TRFT DL ET L2 L,
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15. ZOHDEE

15.1 EREREERICE D <1H|R

RARBIRR T &2 TRV, AANC L 5 RIS DI REIERC R
IR (LRMEREET) NADNZ L OREDD D,

16. ZEYEBh%E

16. 1 meRE

16.1.1 BEkSE

TR 206117 Lr Y & L Tl0mg 4 Hla# 5 L7=FE oo 1
JERIRE D Thax. Cnaxe AUCo-1ast 2 UNT1/20d, T ENS. ORFH]
(P YefE) . 5.84ng/mL (E¥IME) . 278ng - hr/mL CEEIE) Kk
U35 185 CE¥fE) TH v, SMEA L B L7-FESR. FEET
o729,

16.1.7 REHE

HEFERR 66 CEYJHERRSS. 55%) [C7 Ar Y & L2 bngx
LR1EN4AHE B ERE LIZSAOME R 7 L P v RET,
BH6~8HBZITEFRBIZEL, UBZOERITIRD Lo
7o, w50 (14H B) DChax & OAUCo~24nriFZ 4LEH13. bng
/mLJ% U'61. 8ng « hr/mLTH Y, #IEIEEGFE (1. 4ng/mL KL
19.3ng * hr/mL) DFIMETH 7=, HET I, MG TR
W L. #BEHIES H BIZ130. 24ng/mL & 725727,

16. 1. 3 EYEHRISHHRER

(7 a2 0DEE2. bmg [ 4K])

T AT O0DEE2. bmg TR & T AT 0DEE2. bmgZ U 1
AF—=NR—{RIZ I ZnNZEhlsE (FLarT e & LT2. 5ng)
RERERC AT KR BRI D &5 OK CIRA R OUKZ L TR
) LTl fErp R (LRIRE ZRE L, B b KpEiie 7
A= (AUC, Cpax) {22V TI0%TE 18 X MIEIC THERHIENT 217 -
7255 F. 1og(0.80) ~log(1.25) OFPHANTH V. WHlD LM
RIRISEME DS TR S hTz®)

—IK CHkH —
HENRT A—H BBIRT A—H
AUCo-72 Chax Thax ti2
(ng * hr/mL) | (ng/mL) (hr) (hr)
7 AP ODEE
33.15%£8.54|1.11£0.26 | 6. 1+1.6 {39.2+8.7
2.5mg [AHk)
ALY 0DEE
7 9 ; ODgE 36.08%+9.44(1.24%£0.30| 5.84+1.4 {39.1£8.7
. bmg

VI AR AE R 2, n=14

(ng/mL)
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— /K72 L CHRA—
HIERT A—H BBIRT A—H
AUCo-72 Chax Thax ti/2
(ng * hr/mL) | (ng/mL) (hr) (hr)
7 hw Y v 0DEE
35.82£7.18|1.22%£0.31|6.4%0.7 [39.4£7.5
2.5mg [54K)
La Y 0DEE
7 9 ; ODFE 37.35%£9.17(1.21%£0.23 | 5.9%+1.7 [40.4£7.7
. 5mg

PR AERZE, n=13
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5% DR (hr)

T PR X TNTAUC, Coax 50D/ F A — & 1%, WBRE DOBRIR
IR OEEEUEEL « RERZE ORI L o TRZ2 D AREED &
A

o

(7 5 2 0DFESmg TH74K))

7 Au Y 0DEEsmg [ AR) &7 Aw Y 0DEESmgE 7 1 A
F—R—EIC L ERENIEE (T LAY B & L Tng) faHE
RANB IR HEBRE OES OKCTRAKLUKZR LTRA) L
TIMAEFRELERREZNE L, BFoNTEYBEE T A —F
(AUC, Crax) {ZDVWNTI0% 1548 K [WIEIC CHEFHIFNT 21T o 7o fE
. 1og(0.80) ~1og (1. 25) DFAFHNTH Y | WAl A F I

MR S Y,
— K CIRA—
HIE/RT A—H BHBRT A—H
AUCo-72 Crax Thax ti/2
(ng * hr/mL) | (ng/mL) (hr) (hr)
LY O0DEE
7 e bt 66.79+18.51|2.14%0.48|6.5+t1.4 [43.6£19.5
Smg [#5HK)
ALY 0DE
7 5/ ODgiE 68.621+16.43|2.21%0.57|6.2+£0.4 | 36.5+4.2
mg

I E AR RS, n=13
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35 -
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z
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a
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g 19
=
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E
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0 12 24 36 48 60 72
&5 % O (hr)
— K7 LCIRA—
HENT A—H BENRT A—H
AUCo-72 Crax Thax ti/2
(ng * hr/mL) | (ng/mL) (hr) (hr)
7 A1 P 0DEE
77.124+20.71]2.52+0.95|6.5+2.2 | 58.1£47.7
Smg [# K]
UN=ESA0)]
7 5:’/ BE | 617142002 | 2. 73+0.75 | 5.6+ 1.2 | 45.9+15.3
g

I AR E(R S, n=14



(ng/mL)
35

—O— 7 LOTEODEESmel A4k
—-O--- 7 LAY 0DEE5mg

FHELRERE. n=14

PRI A ANA n I B =

3‘6 4‘8 66 7é
%5 % OB~ (hr)

MAE PR BN ONTAUC, CoaxZED/RT A — & 1%, WBRE ORI,

PRI OERIEEL - BFESE OB LM L - TR Z RN H

Do

(7 5\ 2 0DFE1Omg [54K))

7 Au Y 0DEEIOmg [AAR) &7 Ao 0DEEIOmg%E 7 1 A

F—= N XV ZENENIE (T2 & LTl0mg) f#

FEREA B iR HERE 0 &5 OKCARA R OUKZ L CRRA)

U IR LR E 2 L, BN - W ERE T A —

% (AUC, Cpax) 122V TI0%(EHE X BIVE IS THEFHIENT 24T - 725

B, 10g(0.80) ~log(1.25) OHEPANTH V. WiFlDOAHZHIFE

SRR S 7210,

24

12

—IK CHRH—
HENRT A—H BEINT A—H
AUCo-72 Crax Thax ti/2
(ng * hr/mL) | (ng/mL) (hr) (hr)
Ao v L 0DEE
7 - 0D 162.12£28.83 |5.15+£1.06| 5.8£0.9 [41.5%+7.2
10mg A4k
20D
7 10//01)% 173.64£38.36 | 5.67+1.34| 6.3£0.9 |51.9£33.9
mg

P AR E R, n=12

(ng/mL)
8 -
—@— 7 LOSE 0D 10mel Z k]
71 O P LOT L ODER10meg
FEEAZERE . n=12
Jiir}
%
h
7
N
a
£
D
i
=4
0 12 24 36 48 60 72
5% O (hr)
— K7 L CARA —
HENRT A—H BERT A—H
AUCo-72 Crax Thax ti/2
(ng * hr/mL) | (ng/mL) (hr) (hr)
7 hv Y ODEE
78. 54167, .51+1. L9+E1. .0£15.
Lomg [#5HK) 178.54£67.33 | 5.51%1.70 | 5.9+1.0 |47.0£15.8
2P 0DE
7 Lom fie 194.70+£64.34 | 5.84£1.65 | 6.3+0.6 |41.7£6.5
g

PR ER S, n=13

(ng/mL)

—@— 7 LATYEODEE10mel EFHk]
71 -0~ 7 LAY 0DEE10mg

FHELRERE. =13

R GOSN BB

3‘5 4‘8 56 7‘2
5 % DF§E (hr)
TR DOLREEIEL - R[5 DORBRIEMFIT & > TR D ATRerED &

A

o

16. 2 IRIR
16.2.1 BEOFE
BRRAICT 2a P L LTomgh 7 B A+ —N—EIC £ D
ZERE I T R IS HERE O B L7235 5 ORI IE N T A — X
KHEZIRD LT, 7422 rORIIZKIETBEOE
ﬁm&&wkw&%zbném
16.3 &1
16.3. 1 MFEAHKEEE
b b SEE A L OREARITIN 1% TH oD,
16. 4 5
T RPREEIIC e Fr e ) DUVROBILLIZE Y VR
KL OZ DRI T 2 /IR TH 7219,
16.5 HEtt
16. 5. 1 BReh$Et
R ABNC T AP & L2, 5mg X Idbmg Z H[EIFR A #%
HLESA, RPICREME L LTHEt SN EI AT/ &L,
WO G RICE W T b IR ARE AR PEN SR 13 B 5% 245 (]
TIEEREDKIZ%, 144 E TITHN8% ThH-7T=, £=
2. 5mgZ 1 H 1[A114 H BEFi 5 L7254 O R et 13 4% 5.5
M6 H B TIZITEFIIRIEICEL, 6H BUKBOIA Y=Y ORE
(AR IR HEIEERIE6. 3~T7. 4% TH - 727 19,
%%WAWJL“W%?Am/t/wm%ﬁuﬁuﬁﬁbtﬁ
A, BH120 B £ CICEGHEEEDS9. 3%ITR T, 23. 4%13#
R S L, B 5% T2 £ T ORI RE D% 3R L
KTHotz, ZTOMIZIEDHBARD LY UEA
T—4),
fcﬁﬁ ;ﬂg'ftugjw 7L or /%ZL/@<§<L¥ME)EH imu
BTV,
16.6 HEDERZETHBE
16. 6. 1 FrifpeiEEEE
AP Z B (Childsy$EA, B) 5Hlic 7 2 v B L LT
2. 5mg & HA[AI B G U 72 A O I h i EEHERS I QN KB e < 5
A—=ZIIREREOBEY ThH D, EFERACI L, #5721 H
BOMPBENFEICEFE L, Tz, AUCIEROREEE 8 LR
BEAFRO LN, [9.35H]
(ng/mL)
5,
E —O— FF{EHEIEE B (n=5)
] —O— f2E A (n=6)

& . .
0 12 24

*p<0.05
Mean+S.E.

b SEd=)

0.1 1

48 72
125 R (B R

0 24



Tmﬂx Cmax AUCO*OO T]/z
(hr) (ng/mL) (ng * hr/mL) (hr)
fFHgrepE b | 7.201.2 1.9+0.2 | 104.0%+15.5 [43.0%8.0
R A7 |7.340.4[1.64+0.07| 68.1+5.4 |33.3+2.2
EAEMRE ns.
Mean=S. E.
16.6.2 /MR

EIFEREICT LY & LTLHL 3~20mg & #fi 5. L
T~ REMEDERERBOBER, 707 72 CEHHE) 1%, 6
~12% (34) T24.9L/hr, 13~175% (28f4]) <T27.9L/hr & #E
EESH, RACBTDELREFETH-729 GHEAT—H),
) NRBFIZB W TARRIOAR S 721 Hil s H&i%2. 5mg T
»H5b,

16. 6.3 SEE

B MEE BRI (B2, &4, EEFERTI. T 1T AR
B E L Thngx HlEl, KUBHMKEEE U256 O3RYE)
BT A—HIROEY ThHD, HEERS LEGE, HFEEE
A (B6, VHEmM22. 35%) ([TH L. Cnax. AUCITA B2 EE
ERLTIED, TipllBEZITRBD b ol-, KIEEEGRIZ
IFEEEOMER T 20 DV BEITEEE LY bE<HEB L
oM, EORE—IFEFICHEL L TR, B#EHETEOH
FESHE RS AR S e o7z, [9. 8B ]

AR L R EAFRERERR A
HA[R P G0 | SRR G0 | BRI 5 | SO B 5
Cnax (ng/mL) 4,2440.08" |14.9+2.2% |2.63%0.35(7.51%0. 32
Tnax (hr) 7.2£0.49 | 8.0£1.8 |6.7£0.42|8.0£0.7
Ti/2 (hr) 37.5%6.0 |47.4%11.3 |27.7£4.6|34.7£2.7
AUC(ng * hr/mL) | 116.9%8. 4% — 63.2%5.5 —

Mean=S. E. . AUC : 0~48H¥ L]
a) p<0.05, P p<0.01 (vsfltEE#)

17. BRER AR
1.1 FOERURLHEICET 58

(& I EfE )
17.1. 1 EBAEMEHER

TAuTE e L Tonga B A8 B #5441, IUHE £ 28
140mmHg LA B & R B 30661 %4 _FEIC/ T T, T ARV ELE
L Cl0mg X (¥bmg% 1 B 1R85 L 7= & & O UHE# i+ o
R—=2 54 N EOEEDFEYEIL, 10mghE T13. TmmHg DK
T, 5mgHET7. OmmHg DX T TH YV, WBERICHFICA E 22
MBI,

R AR A L5 2 B R ER O R BRIL, SmghETIX3. 9% (6/
154%10) 12, 10mgHETIE9.9% (15/15141) IZ@RD BNT-, =M
# (10mg) HGHFICHENE WHEE TR O LN, 10mglET
3.3% T 7219, [11. 28]

EHIT, MkBR L L CEM L-EMR SRR TT AoV
& LTlomgZ 1 B 1AAE L CH2M M85 L 7= B8, ISUNE 1 ifn 1= o
NR—=R T4 Vb OELEOFEEIL, 15, bmmHg DX F AR L
tmo
17.3 20t
17.3.1 ERBICRETEE

B 2 & e i B 430 (397 LA R HT0mELL 1) 127
A PEE L TIHIEZ. 5~6mg (—EBDOMERFNTILT. SmgE T
HE) ZI2BEMES L CHIERBHCIRIEE A CEEL X
N 718,

18. R
18.1 fEFIR

H S D B BBALAKAFPE D Vo T BT v 7 RV IR RBYICHE S
L. Ml ~DCa2t DA Z A D Z LIk v, iR
A M D -7 & ot S D,

AN LEFHEROREBITRETHY . FMTH D, *
7o DENEIERIETE < . MAERIRMEDRD BT g2, 19,
18. 7 BREMER
FEEMEREET L (GIEBRRIET v b, BESLEA
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