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2) pH6. 8

F* BN DB
HIE SER HER (%)
KBRS S . Y FRL 351 FEILLME 0> 7 S e HE
47) i (BEAI, 0.375mg)
i) 240 36. 3 34.8 240, 480 KT} 1200 RCE T 53
L00rm 480 57.7 51.3 B 55 0D S A SR S A vE U o> | JR{EL
P 1200 92. 6 81.6 = 15%DFEH
N W/ 120 24.2 25. 1 120, 360 K O* 960 ARcEIF 53
500ren 360 51.3 47.9 B LI 0D SR HH R AN HE LA > | KAL)
P 960 89.2 80. 8 150D i
pHe6. 8
[ 240 31.6 30.8 240, 600 K& 0% 1320 S3RlIC BT 3
N Ay ME/ | 600 57.9 52.3 B U3 0D S A3 HH 2R S vE R o> | FE{RL
100rpm | 1320 86. 4 79.3 + 15%DFEPH
[E i 240 32.5 36.1 240. 360 &% 960 4yRicE T Bk
N Ay ME/ | 360 43.3 47.0 B L1 0D S P SR AR HE L oD | HE{EL
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[E1§i5/ S A %> NE/100rpm [E1#5/ N 27 M /200rpm
100 100
80 80
g 601 2 60t
B E
% 40 t % 40 |
B —O0— 73 Y — VI IEHELASE0. 375mgMI- - B —O0— 7T — UGB ASE0. 375mgMI- -
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2) EENELSROAMEFNOEMFHIRFERBA S K4 VICEDCRHARY

F BT D RN

[ BN 72 2% 1 R O L E R R SRR T A BT A > (R 24 4 2 /]

29 H BERFAN 0229 55 10 &) 1CHS X, HBraEEhE L7,

RBRITiE © AR —faRBRIE T HHRRBRTE S FAViE) KO TR AR 7y ME]
25,

BRI & 900mL

: 37°C+0.5C
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360 32.0 33.1 360, 720 L TF 1440 4RI H51F 53
pH4. 0 720 51.8 49.7 B B D SR H R A HE LA 0 | [R]4E
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240 29. 2 32.8 240, 480 KT} 1080 AT Bt
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600 24. 9 23.0 600 K% O% 1440 43[R $51F % 3R
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1440 46. 0 48.5 O
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(P H Eh )
7{R/L{%/100rpm 73RV 1:/200rpm
100 100
80 80
E\; 60 E/\‘_ 60 |
e —O0— 7 FIF Y —LLABEL SmgMI 3 . "
“@ I [T & ol —0— 7 7IF Y —/LLASEL 5mgMI
g 10 —e— [ ’f‘?if\“«*vy—/ul,/\éé] & F—r|
BH 0.375mgMIl A—/F ) B+ - t%*%@éﬁuﬁ 75«“397—/%14.‘37%]
20 | 20 | 0.375mgMII A —/~F
frEmao e  { o TsEEs 00
0 120 240 360 480 600 720 840 960 1080120013201440 0 120 240 360 480 600 720 840 960 1080120013201440
mm mm
[E1§i5/ 322> N /100rpm [a]fi5/ N 2% 1E/200rpm
100 100
80 80
¥ %00 ¥ 900
3 H e
& 0l =TTy LAGELSmeMT | | £ 4 | —o—?;;«ﬂi/—/vmfrﬂf)mgw
‘ﬁ [F—/ T A L A S
B = ey — 2 —.— [EHERIH] 53— L LA
ol ——j @tﬁut{;%mg%[/%@/\\w] ol = {o 3775mgM1F ﬂ'L/\?EJ]
Lmwsmorsms 100 Lo w0
0 120 240 360 480 600 720 840 960 1080120013201440 0 120 240 360 480 600 720 840 960 1080120013201440
l'l’lll’l mm
ABRIE:  pH6.8= H AR IR HARBRIR DO F 21k




Q E4DBFHETOHE
1) 7% FLyE/50rpm

| TT ISR — LR LA B . .
B i 5 ®%) (e FLRS S C (M 2 Bl | HIE
) =12) DIEHIS
7) P ok TH (n=12) D¥EHZAME)
SRV 2R £ 9% DR R & 18 2. 5
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V. AEICEYT HIEH

1. MEERITHR
RN=F Y

2. HERUHE
WHE. RACIET T I 3% Y — VIERRIE K FI & LC 1 H& 0.375mgl H 1 &
BROBENSIZIUD . 2EBIC1IHEA0. 7omg & L UBRBEZEER LN 5,
1 WM 1 HEE LT 0.75mg T O L, M (E%E | H& 1.5~4. 5mg
1 A1 EIEHEFARS) ZED D, o, Fn, FERIC IV EEHERED TE 555,
1 HEIX 4.5mg 27202 &

<AZERUVHAEICEET SERALDOEE>

(1) AFNOFG1L, DENSBMG L, DREORMIER, MLIER, fE%
DB+ ATV, HEICHERF R (R 1 H& 1.5~4. 5mg) £ THET 5
&, (MESEES) . THEEREANEE] . TEWEH) omESR)

(2) EHREREE B X D &Gk
BHREREERE (V7 VT F =27 U T T 2 AN 30~50mL/min) (21X, 16#EEH
th 1 BEITAA 0. 375mg Z @ H L L, MENLERSEICITRE OIRRE
CRERPER . VE bgEIR, M%) OB R ICIER L7220 HEEIC 1 EH
(20.375mg TOWIETH2 &, ek, K1 HEIT2 25mg &35, £/,
ENBEEZEOREREERERERE (2 LT F=0 2 0T 7 AN
30mL/min A (2% L CIRIRIEZBE LN b TligE Th b7 7 I X%V
— )UHEIAYESE 0. 125mg, [A] 0. 5mg) ZEEICRET L2 &, ([#2] . ME
ERG) . [EE~0kh ) OHESMR)

ITF=VI)TT/A

( . 53k FIIEIES SEA = KXl A&

ml/min)

IWTIF=Y I TTVAZ50 1A 1[aE#s 0.375mg X 1 [/ B 4. omg
= : (4. 5mg X 1 [A])
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EEER L

_17_



VI. EEEICEAYHIER

1. EEZMNICEAEHHILEYXILILEMEE
FEFAR XU Y — U, b= a— LR
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EMERIF SR
7T I — VIR LA 88 0. 375mgMI [A— T | LRERERAIAZ . 7 X —
NEIZ LD ENEN (T T I % Y — VR /KT & LT 0. 375mg) {5
RN AT K OV BRI 0% 5 U Cln P R (MR EE 2 JE LT, 155
LT ENHE X T X — & (AUC, Cpax) [C DU TREEHIRAT 21T o T2/ 5. Wl
At 1og(0.80) ~1og(1.25) DFFHTH V. Wi DLW FHI RIS MR S v,
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EMBRE/NFA—5

n AUCO—>72 Cmdx Tinax t1/2
(ng+hr/mL) (ng/mlL.) (hr) (hr)
7T INRF Y — )
g YEEAYE LA $2 0. 375meMI | 23 | 5.719%1.385 | 0.2835%0.0648 | 4.9*+1.4 | 11.6x2.6
[F—NT |
4 1
iéf (%g’ﬁﬁ(%ﬁ%mg) 23 | 6.295+1.449 | 0.2933+0.0582 | 5.2+2.0 | 12.2%+3.3
7T INRNF Y — )b
i iﬁﬁﬁiﬁ( LA £ 0. 375mgMI | 35 | 6.098+1.354 | 0.3017%0.0753 | 6.0+3.3 | 12.2+6.8
i F=nF |
T YA 5
5 (figﬁﬁo%ﬁémg) 35| 6.324+1.381 | 0.3205+0.0745 | 5.8+£2.8 | 10.6=2.9
(Mean=*S.D.)
O 5
(ng/mL)
0.4 r
1fi 03 | —O— 7T~ — VIR ABEO.3T5mgMIT A — 7 |
e —&— 1 YERUA (§E41, 0.375mg)
I;FL Mean=S.D., n=23
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*
{ 0.1
JV
¥
E 1 1
0 12 24 36 48 72 (hr)
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0.4
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—O— 7 FINFY — VIR LASE. 375mgMI [ A —/ 7 |
—@— EHERA (BEA, 0.375mg)

Mean=®S.D., n=35
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Jﬁl’i}%qu)i%ﬁjf()\‘ﬁ: AUC\ Cmax /ﬁw—’]{‘@/\o*} )( »_‘& ﬂi\ T‘EZE@%@@*}Q\ _[ﬁl{ﬁf@:jgéﬂ‘y@;& .
R ORI L > TR A MR H 5,
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L.
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EERR L
(2) TR IRE B E 38
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(4) HERERETEH®
RN 5 Bl b
0. 375mg (n=23) 0. 375mg (n=35)
[t 5] [ 5]
Kel (/hr) 0.0623+0.0132 0.0668+0. 0221
(Mean=*S.D.)
(B) VTSR
BRI L
(6) P mAIE
EUER R L
(7) MIREBREER
BRI L
3. Rk
ZMEE R L
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MUER R L
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EER R L
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EERR L
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(1) RBERL R U BHHR R
MBI L

(2) REICBE 59 HB R (CYP450 %) D7y Fig
AENL, FFEEMAEIEET F 7 o — A P-450 IC L AR AT L A 823, EIC
RECRZEIAD £ EHEt SN 5,

() WEEENROERRVZTDEE

AR L

(4) REMDFHOERRULE
RS L

(5) FHRBIMDEERIN /5 A—5
B L

6. it

(1) et AR T 2B
PR L

(2) Bt
R L

(3) B2
B L
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M ERe L
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D HE R AR Z LIS STV DO T, BEITARA| D225 MER & O
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BIVEH T DIHZH)
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(1) WG SUTIFIE L TV B A[fEMED & 2 A (B (T v ) 2 V=A% 475
MEER T, IEIEROK T, AFBEEOED K OHAIRKEOK T30 6
nNTnbd, ( M, e, RLEE~0®E] OESMH)]

(2) BTBREZ G EERBREEE (7 LT F=27 U7 T % 30mL/min A3H)
DHHEE BEWERANEE LT R52B8FNAH 5, ( (L - HEICEE
THHEHEOEE) . MEE®EL ] OEZEK))

(3) AHND AT x UIBBUE O BEERE D & 5 B

3. EXIHRICEHETHFEALOEELZTDER
Y LA

4. BERUVHA=ICEAETSERLOFE L ZNDER
V. {BRICETHIHEE] 223552 L,

5. BEERERNEEZTDER

BERE ROBEICKEECERESTDHI L)

(D) X5, ZREOEMIER I T b OBERD H % B8 UERHEESOI R
LRI bbb n, (THEREKRNER] « TEWEM] 0EZM)]
(2) BHEREDOH L EH (BIEANBHA LTS RDBEANRH Y, £o. KA
TEICRPICRZE R E L TRt S D, (([FE=] .
A EOER)  TAWEM) OHEZMR)]
nNids,

Ak - AEICEET S
(3) BERLIEENIETNOOBEFEROH 5 EE (BWERRZBER LT b BE
( MEEREANEE ]
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M1 DEEZMR)]

EIE
(5) ElE ( TEmE ~0&KE ] OEBH)
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6. EELGERMIBEZDEHRVLERSE

BELGEANEER

(1) ZHEMEBRZ(ICKY BEESEREFR LEFANRESINTINDS, BEMIERZ
B LEEFDRIZIE, EROCBEDRIDEL S HERIKEROLEN>1HlH S
WMEEREREER 1 FULBBALEZRICOHOTRELEZALHRESATWS, &
FHIZIEIAFIDOEFMERE MERZFIZDONVTE AL, BHEDELER., i
DR SMERERREHESERIIRKEFSELGVLSIFETH I &, ([EE]
(BIVER | DOIEZR)

Q) BRIz GHIIE, DFEWV, B bR, SHLOXEORNIERmEICHES<
JERNROND Z ENHDLDT, AFNOFKGITDENSBB L, LES OB
AT Tk, Flo. ZTRO ORI LIEGAITIR, ERORBREIZS
CTC, BETEEGEZTIET 57 CombeliE&dsiTo 2 &, ([RIER) DA
Z )

(3) RAN A DOH R—=F 2 VI (LA RS, il VAl T~ & UV, R
By RN = HR, BUX U UHERE, =Y R) EOFH LA
PAXRTT LR, EILEORERNEE TS R”B D, b ORIER
N HONTHAIIL, OFS—F 0 Y VR UIARH 2 8 T 5 %2 d ik
T5HEEHIT, BHIERD R ONTHEIIE, UM EORG2ZET 5 2
Lo (TFHAEAMEHD o TEWEM] OESH)

(4) RANOWE, FIENLELRGEIT, BT 5 2 &, fMRBE XTI LY,
HMEERZFRT DN D, 2. R3S U A ERIERNEK O 20 72 i
XAFHIEIZ X0 | SEAIBERUE GERE (RS . R, 2 o, IR, T, Bl
EOIERZRFME TR LbNDZ R D, ( [RIEM] OESMR)

(5) LA R AXIUE RR U B AFBN SR O 512 0 | I rOREEE (8 B9 AT 0
LEDO/ZENCARRFERZH L ITH b 5T, FHICE v o 7L &40 K
ARER) | SRAIMERIOTHE, TRIE VR R . BREEOFEHIEESTAHME STV D
DT, ZOXIRIERPFEA LIZGEICE, BEXTEEG 2R3 272 SiEy)
RAEAITH T &, o, BEROFESEICZ O L O 2R RS ORI
DWTHT 52 &,

6) KRN DOEDETIE. THEBEETH DT T I 2% Y — )LIEERESE 0. 125mg, |7
0.5mg| LFRl—TohoN, Hik- HENRRLIZ LICEETHZ L, £, TH#
HEETH D 7T I~ 3% — )LIREEERYEEE 0. 125mg., [A] 0. bmg] 7> HAAFI~) 0 £ %
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