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188 HF YuxZY—)L 50mg & HT 5,
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D-~r=h—/, fEEEAR—R H VT WEBKFAT, TASNT—hA L7 2=LT
T = MbEY) . BEN AT TV U~ R A T OM 3 Sy

(3) Zoft
YR L

3. BEF. IAFOLEEICHT BEE
Y L




4. WHOBEEEHTICEITHREN

(1) IOEEAER

SAORRY—)LEESOmg T k—] D
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BEEIERE © R Y = F L RIS AT B (R AI N D )
ABRSE © 25°C, 60%RH, 1 2 v h(n=1)
BRI H B AR 5 4F 6 f& A
PEAR OB Y O DN R ESE Gk
fife R EER ke [Fl /e
AP — A Gk
FA IR (FD) 15~21 25~27
B (%) 93.5~97.9 89.1~92.6
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1) TG B AYRBEREAINS « 24 « 77 72 A F O WA ERAE COLEMRBIEIC OV CTEER), R 11E8H 20 H) 25

EA 2 i By

SAaRARY—)LEE100mg T k—"7] 10

KERTE v P i Vi
Ll Bl | ZeAaL | ZeAaL | ZesL

(40°C. 3f&5H)

s 75‘{,}?5{ sw | ZElemL | ZerL | Eebor | Eesl

(GOEJ;Ex-hr) Bkl | el | sl | Bkl

% : 6.0kg E—4.6kg (1 5 H).3.9kg E@ HANK T T 228 Bl EEE 2 LR WEEOEITH -T2,
7E) T B ASRBESRAIAG A « 274 « 72K OEAEEREE COREMRBRIEICOWCUEH), Rk 11458 A 20 H) 2%

BRI L7,

ORAY—)LODEESOmg I k—"7 ] 1D

FERIE B I B 5 FRALENE i
BE
. ZAb72 L 2k L ke L ke L ZAb7e L
(40°C. 35 H)
i B
5 27 L 27 L 27 L 27 L 27 L
(25°C. 75%RH. 3 f&H)
i,f:
27 L 27 L 27 L 27 L 27 L
(60 5 1x - hr)

7E) TG0 B AYRBESRAIRI S « B84 - 0 72 LA OBOLILRIE TOLEMRBIEIC OV TEER), PR 114E8 A 20 H) &%

BI\ZFHm L 72,

11



SOXRAY—)LODEE100mg T F—7] 12

ABRTE H a1 o T i AR VA
IRE
5 2L 27z L 2z L 2z L 2L
(40°C. 35 H)
g
. 2L 27z L 20 * 2z L 2L
(25°C. 75%RH. 345 H)
ﬁ]ﬁ
2L 27z L 2z L 2z L 2L
(60 77 1x - hr)

% : 93N(9.5kg H)—64N(6.5kg T, 1 & H), 72N(7.3kg . 3 HANMK T 228, BBV ERIELE 22 5700

EDETH T,

) TG B ARBESEAIRT 2 24l - 7 72 Al O ERRE COLEMRBIEIZ OV TER), FR 1148 4 20 A) 25%

W L7
<& > Gl R
[4148i]
el L M EOEALE, 1FEAERBDRND

kv (BEW)

DIPRERECREH) F2RD L0, wE b, MEE 25k
WEREDCETHY , Bk AR LTV D

kv (RS

TERZALROHE LD EFGZ(ES 2580, B 2@h L T D

(& 6]

FA=RRANA

. REERVRRROREN

Bieie L ERALT A 3%
BedH v RN EGERIKTN 3% LT, BEN
b v (HEL) HFEmEsh
(R ]
Bl L AL A 30% AT
ZELH v THEEZSAL S 30%LA 1
W 2.0kg A THIS &, EliL s RIDEZ DT 2D, BHHWICEERMLEIZR S LB HND,
[AnsEre] (8 HE]
Bl L HFEEN
b v (HEL) HFEmEsh

12




6. fF & NESEILWEILFIEL)
mEH

Tu ALY —AEE100mg [ h—T | KOy e AKX Y —/L 0D § 100mg [ h—7 ) &ARIEHBE
U —DELERFICIT D2 LEME MR T 2720, B2 ekl £ L7z,

[ pabe

(1) B =

LmAH Y U5 100mg [ h—" ] KOy m 24— 0D & 100mg [ h—"7 | & fRIEH
B2V —ZiE LichiR e E L2 FORME T ORFELEER, FRBRERIZOVWT, A

BEEN S DL DA M2 RS LT,
2) RTEEMH

RAFSRME - BNBOE T, VAT SIRIBE T
RIFE R B LT EBE T T ARG

() ERBRAE

1) S8 BRI TR (B, TR, B, TR oA %)
2) 128V TRV R

3) & (=) Wikra~hrI7 14—

(4) AR R

FLEER, 3 e

(5) AIE B

KRB 1P (n=1) L7 (& GEFER) Oo&1E (n=3) ) .

6)BEEENE
YU AZ Y —)VEE100mg [ F—T ] 18
RN E Y — : KEU 1 (BXL%Z 15mL)

AKX —)L 0D § 100mg [ b—7 ] : 1%
AR Y — : K&U 1 (BX*% 15mL)

13



WiER

AR A B B A
BRI LY — W A
(A—=H—4) i A B A 4 3 B %
T
S - AR EEaaor | L EORENHEEA A
L P F o S . YU — A E R THIgEL
vazsy— | 5 bR MEaO#ETH- 12 ) —lcER TV o
I 100me ey B | BB RS L ROILBNTho T e
F—D B A i
. (e s %) HRERELIA] . 99.6 99.6 99.5
A3 (%) 100.0 99.9
BRI - FHEOERA YD OO | R0 RN S 2 )
SmA s — 278 AEOEAY O OPEN | BEEMBERREOE Y —I2 | ABROE Y -l En
ropge | P < OSmE B Tl axh Tk THIEL TV
100mg TY- IZBV | RBA R o7 LEEDICBN Th o7 il
(WA 0
[h—1] G (%) | FBREA - 1011 100.8 100.5
AR (%) 100.0 99.7
7. BHH
(1) MERVERERAE
2 AR%A Y —)LEE 50mg/100mg T k— | 1319
v AK—)LEE 50mg/100mg [ F—7 ) 13, BAEFHERLERIED LNV a AX

VS UBEDRHRICFNENES L TWA Z ENER SN TS

oo
BRI
[ElHAH
HIEE « 48
. B 50mg

Bl k&

(HA B

H R RBRIECS RViE)
Z 7 U VEEET N U U A (3—1000) 900mL

50rpm

S TR IE N E
5 53ROV H 3

H AR 75 = 4 45 4%

>aX%Y—)L 0D £E 50mg/100mg [ k—" | 1516

A% —)L 0D # 50mg/100mg [ h— 7 |

WD ZEPERSNT VD,

bk
BRI
[l %
HIEE -
Bk

HRAEHRBRIECS RViE)
S L= 7 U LEREET b Y o AR (1—250) 900mL

50rpm

SRAN TR B T RE v
OD #& 50mg
OD #E 100mg

CIUITHESE
CIUITHESE

5% LD L XA LT 5
f"’lOOmg 60 DD T0%LL LD & X 13#H &35,

I, B

T5%LL Foo L X3S
80%LL Fd & X3 E

o

&‘ﬂ—éo
&‘ﬂ—éo

E SR ICERENEE LT

14




(2)

in B BT
SARAY—J)LEESOmg T —"77 ) 1D

AR —)LEESOmel b—"7 1D B H K ER
SARAJ—)LEES0megl b—D 11T &  ZEMAEZANVT., REEFGE(F10R) CTHEESI-TRI4BORBREZALTHELS

BE1To7=,
4 R B & L uALY — N EEEOmg h—1 |
B A B Rk 5y 4 YHRAE S =)L
#l i bl | B 50mg
i [a] i % 50rpm
H | SR ETE NS 0.80% FDU/UREE TR A
B ® pH1.2 D HAREER 7 B BB 0 5 1
L 2% B @ pH4.0  HEER-EEEE T N U U AR (0.05mol/L)
F| ® pH6.8 C AARERBFRE-RKO Y v BERER(01—2)
f @ sk L B ARSER 5 R Rk
O pH1.2 ®@ pH4.0
120 120
100 100
.. 80 80
) )
B 60 60 |-
A it 60
8 4 K
—o— Bt HEH 40 r —o— B EE
20 e RERA 2 e BHEF
0 1 1 1 1 1 ) 0 N N N N N s
BRI IR EREERE(57) BRI EREREFFEI(5)
pH1.2 | 0% | 553 |1053]1553 305345536053 | 90% | 12043 pH4.0 | 0% | 553 |1053]1553|30%3|45%3|60%3| 904> | 1204
BH#HBA [ o (272 [51.1 [63.3 [82.1 (905 [94.9 | 99.2 [ 1009 B BA [ o (321 [56.7 [68.6 [85.0 [91.3 [94.6 [96.5 | 97.1
REME | 0 |40.3 |53.9 |62.6 |77.9 |85.3 |90.2 | 96.1 | 99.8 HREMFI | 0 |37.7 |55.1 |65.6 |82.5 |90.4 |94.1 | 98.0 [ 100.0
@ pH6.8 @ 7k
120 120
100 100
= 80 % 80
W B 60
3 60 Ex}
8 40 a0 —o— B
—o— B HF ;
20 P *;é@ﬁ” 20 @ 1&%%@%‘]
0 ) ) ) ) ) ) 0 ! ! ! ! ! )
0 20 40 60 80 100 120 0 30 60 90 120 150 180
BRI EREFRE(5) R R EREREERE (5D)
pH6.8 | 0% [ 55 |1053|15% (3043|455 (6053 | 9043 [ 1205 K 04 | 543 |1043|15%3|30%3|45%3|6043 905> | 12053 | 180%3
B WA [ o (438 [66.1 [76.1 [90.2 [96.2 [98.5 [100.6 | 101.1 BH#HMA [ o [31.1 [64.3 [76.8 [91.0 |96.2 [98.7 | 1005 |101.0 | 1012
BAEWH [ o (418 [60.1 [69.9 |[84.8 [90.8 [93.9 | 975 [992 WA [ o [37.8 (549 [64.6 [80.8 |88.4 [92.2 |96.4 | 98.1 | 99.5

IR IR G DA RBMERRT A BT A eV, B AR &R oD 45D

HZEBNO FREVE 2 HE LR, B ARG AR ERAFS RIS TH 5 L HES e,

SHERRITIH T DI

15



SAaRARY—)LEE100mg T k—"7] 18

L ORAY —ILEE100mel b—"7 1 DB HEER

%I:l;(&‘}—)bﬁwOmgf F—71120Z MENFZRNT, REFEFHE (F10R) THEESh L TRIEOERRE AV TEHERE
2f=,

4 R 5 4 LHRAZ Y —)LEE100mg h—1 |
b H %k oy 4 TUAL =)L
7l A BEAl | & = | 100mg
% EI=RN 50rpm
L AR EiEMEAL 10.80% ZU U VAREE YD A
= O pH1.2 o FASRJE 5 Hr R 0 B 1K
Rl s o |© pH4O  WERE - FERE D R U AEEE(0.05mol/L)
ES A ® pH6.8 s ARSI SR O ) BRI (1—2)
i @ K - HARSER) G REEOK
D pH1.2 @ pH4.0
120 120
100 100 +
2 80 g 8
B ogo | B oo |
_:!_:[ 60 A 60
8o | —o— BiLHA ® a0 —O—EHEA
00 | -- @ - - EHERFK| 20 | - @ - - RER
0 : . : : ' ! 0 : : : : : !
0 20 40 60 80 100 120 0 20 40 60 80 100 120
HERRERERESTE (5) AR RIS
pH1.2 | 043 | 543 |10%}| 155}| 3053|4543 | 6043 | 90%3 | 12043 pHA4.0 | 0% | 55 | 1053| 1553| 3053 | 4553 | 605> | 905 | 12053
B ®F | 0 |35.7|53.4(63.279.0 [87.1(91.9 | 97.4 |100.4 BtEH | 0 |354 |57.7(68.4|84.0 | 90.8 | 94.7 | 98.8 100.3
LA | 0 [31.6 |47.5 576 [75.2 (845|902 | 96.5 | 99.8 1RAEMA | 0 |34.2(52.8 638|809 | 887 | 932 |97.9 |1004

@ pH6.8 @ 7K

120 r
100 r
% 80 %
B b
A 60 - ?3
540 | —o— B EH 40 —o— Bt EA
20 | - @ - - R 20 -- @ - - AR
0 L L L L L I 0
0 20 40 60 80 100 120 0 60 120 180 240 300 360
HERRIRERERR (5) EERIRER IR (9)
pH6.8 | 043 | 54 | 105}| 1543|3043 | 4553|6053 | 909> | 12043 JK | 05 | 55 | 1043|1553 | 304> | 4543|6043 | 9043 | 1205 | 18043 | 24053 | 30043 | 3605
B4t%A | 0 |406|61.4|71.5|86.6|93.2| 96.6(100.3|101.5 B#8A| 0 |27.8|47.9 |57.6 |71.9 |79.1 |83.6 |88.8 | 92.0 | 956 | 97.4 | 98.8 | 99.7
BREWF | 0 |40.2]59.2|69.8|85.1]91.9(95.7| 99.2 | 100.7 REWF]| 0 [30.3]47.6 [57.5|72.0 |79.4 (839 [89.3 | 91.9 | 95.6 | 97.4 | 99.2 |100.0

BIEEIRE DLW AR ENTABRAT A BT A A, BRG] & EERGH O A ORBRIKIZ BT 5
BB OREIELHE LR, AR L ARRERAIF% Th 5 LHE S,




(3) YR F S ER
SaXRARAY—)LODEESOmg T F—"7] 19

%38 RIS DAL FIEMFRBR T A R 74 v ) CER% 24 4 2 H 29 B IRAHFA T 0229 4
10 8) CLF. HA RIA NNV AT 7=,

<BIEFEH>
= ER & : pH1.2, pH4.0, pH6E.8, 7K

pH1.2, pH4.0, pH6.8(1.0%7R!) Y JLR—F80% M)

[E] & 8 : 50rpm. 100rpm
HERRAl . OXHJ—)LODEES0mgl h—"7 |

120 pH1.2, 50rpm, /3K /L%
100
~ 80
2
L —o— HEH
K40 ;
—o— {RERH|
20
4.
0 W
0 20 40 60 80 100 120
BRENEERE (5)
BRR(5) 0 5) 15 [ 30 | 120
SREREA 0 17 | 36 | 63 |126
BERE 0 03 | 05 | 04 |07
TRERA| 0 25 | 55 | 85 |130
RERE 0 04 |03 |03 |02
120
pH6.8, 50rpm, /SR L%
100
~ 80
=
# 60
H —O— HBREA
& 40
—o— IRHERF|
20
\
0
0 60 120 180 240 300 360
TRERBFRE (53)
BfR(5) 0 5 15 | 30 | 120 | 360
ERERIUA 0 25 | 52 | 78 [122 (134
BERE 0 06 |08 |05 [02 |03
RERH| 0 33 | 63 | 97 [129 [143
BERE 0 04 | 06 |09 [04 |06
120 .
pH1.2(1.0%R YV ILR—F80FM)
100 50rpm, /SRILL
~ 80 —O— BRI
W 60 —e— iR
H
& 40
20
0
0 20 40 60 80 100 120
FREREERE (5)
BRR(5) 0 5 15 | 30 | 60 | 120
EREREA 0 64 | 143 | 225 | 324 [426
BERE 0 03 |04 |03 [05 |04
RERH| 0 99 | 194 | 276 373 (478
RERE 0 10 |13 |12 | 26 | 14

BA&AH =12

HOBRE  /SFLE
1ZHERIK| . ODEE. 50mg

120 pH4.0, 50rpm, /<KL 3k
100
g 80
# 60 .
H —O— HERRFI
K40
—o— {RERF
20
L
0
0 60 120 180 240 300 360
BREEFR (5)
BERA(43) 0 5 15 [ 30 | 120 | 360
BERIH| 0 15 |44 [ 72 |126 | 141
BERE 0 02 | 06 |07 [04 |02
RERH| 0 28 | 57 |85 [133 [149
RERE 0 04 |06 |04 [06 |12
1201 K, 50mm, /SR ILE
100
~ 80
=
# 60 .
H —O— HBRWA
K40
—o— 1RAEH|
20
—@
0
0 60 120 180 240 300 360
FRERBFFE (53)
BERA(43) 0 5 15 [ 30 | 120 | 360
BERIH| 0 26 | 54 | 84 [132 (147
BERE 0 03 | 04 |03 [02 |02
RERH| 0 31 | 63 | 94 [137 (147
BERE 0 06 | 05 |05 [03 |04
120 pH4.0(1.0%7K YV JLR—F80FEM),
100 50rpm, /SFJLE .
pm, /SK L2 —o— EHEBREH
~ 80
& —O— IRENF
Ls
H
o

0 60 120 180 240 300 360
FREREERE (53)
BRA(43) 0 5 15 [ 30 | 60 | 120 | 360
SEREA| 0 70 | 156 | 234 [326 [42.3 |550
BERE 0 04 |05 |06 |04 [09 [03
WA 0 94 |179 | 270 [37.2 472 |576
RERE 0 10 [ 13 [09 |06 | 18 | 08
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20 [ pHB.8(1.0%4Y LR —k80EM), 1201 DH4.0(1.09%K 1V ILR—F80FEM),
1:3 50rpm, /$K L3k I 100 1 100mm, /<KL& —o— HERH
S ] g —o— {RENH|
60 120 180 240 300 360 0 60 120 180 240 300 360
FREREERE (5) FREREFFE (5)
B (43) 0 5 15 | 30 | 60 | 120 | 360 B (%) 0 5 15 | 30 | 60 | 120 | 360
ERERIA| 0 73 | 153 [23.1 [323 (419 [558 HERIH| 0 |113 |21.1 | 307 [40.1 [496 [582
RERE 0 09 |08 [06 [04 [05 |04 RERE 0 07 |06 |06 |11 |10 |04
RERH| 0 |[10.1 189 | 268 |37.3 |46.7 | 565 RERA 0 |116 |226 |319 [419 [518 [596
RERE 0 09 |08 [18 [17 [20 |22 RERE 0 16 [ 1.1 | 14 |15 |16 [ 19
ABREA R VIRERFIOFBHEDLE (N RILE)
N eSS LA R (%) NS
= — | me |
U | g | PRIOSRE | RRER | gmre | WEHER D &
(cpm) | "V () wpl | sy | 0=
15 3.6 5.5 -1.9 i
pH1.2 1
120 12.6 13.0 -0.4
30 7.2 8.5 -1.3 .
pH4.0 1
360 14.1 14.9 -0.8
15 5.2 6.3 11 | BRIERFEI O
pH6.8 WHERDO+9% |
360 13.4 14.3 -0.9 LN
15 5.4 6.3 -0.9
50 K 1
360 14.7 14.7 0.0
pH1.2 30 22.5 27.6 -5.1 %
+1.0%PS* 120 42.6 47.8 -5.2
pH4.0 30 23.4 27.0 -3.6 o
% L]
+1.0%PS 360 55.0 57.6 -2.6
pH6.8 30 231 | 2658 37 | ERERAIOE
+1.0%PS* A EO£12% |
0% 360 55.8 | 56.5 0.7 | P
100 pH4.0 30 30.7 31.9 -1.2 -
% L]
+1.0%PS 360 58.2 59.6 -1.4
%R Y Y L~_— |k 80 (n=12)

EREOFER LY

ABRIANT, SREBRRHC BV THIESEEICES Le, LavL, &2 ToORER

RIFITIBNT, BUET 2 BRI LA AR VERGA OIS RS 85%IZ 1 L 722 o 1o e th | %
HERLA & BB A DR H 2B ORI SOV THIE TE Ao 7o,

B, b MR LEMFERNRIEEBROMR, v r 24V —/1 OD §E 50mg [ h—U | (34
WA & DAY ERRFEPHER STV D,

18



SARARY—)LODEE 100mg T k—"7] 20
(%38 RIS DAL FIEMTRBR T A R T4 v ) CER% 24 4 2 H 29 B IRAHFA T 0229 4

10 5) CLF. HA BRI A UNTHEVIRH

<BEFEH>

2B R pH1.2, pH4.0, pH6.8. 7K
pH1.2, pH4.0, pH6.8(1.0%7R") ) JLA—807N)
| & # 50rpm. 100rpm
FERELH L ARAY—)LODEE100mgl b—"7 |
120 pH1.2, 50rpm, 7{K L3k
100
~ 80
£
oo —o— FBHH
Kol
® w0 —o— i
20
o go—0—0 —9
0 20 40 60 80 100 120
BRERERRE (5)
BER(43) 0 5 15 | 30 | 120
SERA 0 17 [ 33 |49 | 73
Z#E= [ o [03 [05 |06 |04
REERA| 0 27 | 48 |62 |74
BERE 0 02 | o1 |01 [o02
120
pH6.8, 50rpm, /KL &
100
~ 80
£
# 60
H —O— HERHA
K40
—o— IRHERF|
20
o Re——@ ®
0 60 120 180 240 300 360
FREREFRA (5)
BFRA(43) 0 5 15 | 30 | 120 | 360
SEREA 0 25 | 46 [ 58 [79 |80
2#E= [ o [07 [o08 [05 |08 |06
RAERA| 0 27 |50 [61 [70 | 74
BERE 0 02 |02 (01 [o1 |03
120 .
pH1.2(1.0%7R 1)V LR —F807FM),
100 50rpm, /SFLE
~ 80
o —o— HEBAH
60 i
H =
@ 2 —o— RAEWHF
o ‘W;' '
0
0 20 40 60 80 100 120
FREREFR (5)
BRA(43) 0 5 15 | 30 | 60 | 120
SERA 0 65 | 118 [17.3 [230 [273
2#E= [ o [o04 [03 |04 |02 |01
RAERA| 0 78 |155 214 [261 [29.0
BEREE | 0 21 |20 [19 [15 |16

A %)

TR (%)

BHE®

RER AT T2,

=N~ n=12
S ISFILE
REESF OD#E. 100mg
120 S 1 &
pH4.0, 50rpm, /SFJL %
100
80
60 )
—O— HERBHI
40 -
—O— 1ZEHF|
20
0 ﬁ
0 60 120 180 240 300 360
FREREFRE (5)
B (5) 0 5 15 | 30 | 120 | 360
EREA 0 17 [ 31 |50 | 7.1 | 90
= [ 0o [o5 [o6 |08 [05 | 11
BAEA| 0 25 | 46 [ 59 [ 70 | 74
BEERE 0 02 |02 |01 |01 |02
120 K, 50rpm, 78K ILik
100
80
60 -
—O0— HERWHFI
40
—o— RAERF
20
0 g
0 60 120 180 240 300 360
FREREFRE (5)
B (5) 0 5 15 | 30 | 120 | 360
ERAA 0 19 [ 39 | 56 | 7.3 | 80
= [ o [o06 [05 [ 04 [02 |01
RAEA| 0 31 | 52 [65 |75 | 84
BERE 0 02 |02 |02 [01 |07
120 pH4.0(1.0% VLR —80EMD),
100 50rpm, /SFJLiR
—O— HERBHAI
—O— RERF
—9
0 60 120 180 240 300 360
BREREFRS (5)
BERA(53) 0 5 15 | 30 [ 60 | 120 [ 360
ERAA 0 45 | 110 | 167 | 224 [ 268 (300
= | 0 [03 [o5 [05 [02 |02 |03
0o |83 [163 |224 |277 306 | 321
BERE 0 10 |08 |09 |12 | 14 |12
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120 pHE.8(1.0%6Y JL —F80IEHN), 120 PHA.0(1.09%7 1Y LR —H80F M),

100 50rpm, /SFILE 100 100mm, /SFILiE
& —O0— BUERRFI S —O— HERIAI
a —e— iz R a —o— imans
K 5
L J ®
0 60 120 180 240 300 360 0 60 120 180 240 300 360
FRELER (52) FREREFRE (5)
B5RA(43) 0 5 15 | 30 | 60 | 120 | 360 B (%) 0 5 15 [ 30 | 60 | 120 | 360
SERMA| 0 59 |113 [164 [21.7 | 264 |300 HERMA| 0 91 |164 [222 [267 | 300 | 318
BERE 0 08 |02 [02 |03 [02 |03 HERE 0 03 |02 |02 |05 05 |03
WA 0 77 | 165 224 276 [306 |30.1 RAERH| 0 |117 |199 | 254 [294 [315 [319
Z#fFE | 0 [07 [04 |03 |04 |05 |04 Z#fFEE | 0 |05 [03 [03 |03 |05 |05

AREREFI R CRERK DO FHBEHED LI (N FILEK)

BRI TIMER) | gk
= — I e |
UK | e | RN | RtER | g | WERECL O nape ) HIE
(cpm) | " (49) wg | dg | O
pH1.2 120 7.3 7.4 -0.1 3]
pH4.0 360 9.0 7.4 1.6 3]
pH6.8 360 8.0 7.4 0.6 3]
7K 360 8.0 8.4 -0.4 1
pH1.2 15 11.8 15.5 -3.7 -
50 +1.0%PS* 120 27.3 29.0 -1.7 B HESRLA oD LY
W 3 0 + 9%
pH4.0 15 11.0 16.3 5.3 | LIy -
+1.0%PS* 360 30.0 32.1 -2.1
pH6.8 15 11.3 16.5 -5.2 -
+1.0%PS* 360 30.0 30.1 -0.1
pH4.0 15 16.4 19.9 -3.5 i
100 \ i
+1.0%PS 360 31.8 31.9 -0.1
kRY YV L_— | 80 (n=12)

FREORER KV RBREANT, BRI W THERSEICESG Lz, Lo, &2 ToORER
FAFIZFBNT, BUE T 2 BRI ] LA AR HERGR O SR RN 85%I 25 L g o 121o )| A5
HERL & AUBREA DR B OFUMEIC SWTHIE TE 2o T,

B, b MIBT HAEMERREMRBRORR, Y n A4y —/L 0D §E 100mg [ F—V | &
FRAERL) & DAY R RIFEEA R STV D,

. EYFHEREBRE
L




10.

11.

12.

13.

14.

. HAIROEMS OHERRERE

oaR%A Y —)LEE 50mg/100mg T b—"7 |
AR e 22y —uEE] OEREBRIZK D
A R4 —)L 0D & 50mg/100mgl k—"7]
WEsa~ 777 44—

HEPOEMHDTDEE:
A RAY—)L&E 50mg/100mg [ k—" |
AR Tvexz >y —gg) OERECLD
XA YJ—)L 0D & 50mg/100mgl k—7]
Wikra~ 7o 74—

palli
R L7

BAT 2 ARAED 55 IS5
LR L

ERMNREGRS - MENFRLCERICET S 1EH
A% L0

Z Dt
A% L0

21



3

V. JAEICEEY 4I1EH

. hEE - MR
TEVEBIRPAZSIEZ 25D TS, R M OV S O R L PEREREIR O 2
JRRESE  COFE MM IERRAE 2 BR <) FEIER O FFFEHIH

| [ihde - ZR(EEES HEALEDTE]
| M 550 B A L 36 IE OB R S LT L7,

. Bi%& - BH=E
WEL. ORI, Y RAEZ Y — L LT 1E100mgEx 1 H 2BEFEO#FEGT 5, 728, Fi - iE
PRI X B ERET 5,

. ERERAAE

(1) BRERT— 58 r—
R L

2) ERERE
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2. FEIBER

(1) YEFAERLL - 1ERR
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MEED, M/MRT cAMP 235 E7-97% & i/ MREEE DS BIH] S v, R IAE F#75 TO cAMP
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LR L
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VI. EMBEICET SEHE

1. MPBEOHS - MEE
(1) AR LA M RE
BB L

(2) &R B R
(3) BEIRFABR CHERS S 7z M PR EE DI A 2

Q) BERRFHBECHEIN-MPEE
£ EE R
aRARY—)LEES0mg T k—7] 2D

TR ALY —UEE50mg [ h—U | LEEERIFIE . Ja A — AR ERER LG R
AL )& LT 50mg) e A B - (n=2 DI & BLIERE 1 5 L C il 3 P R 2 LI %
HIEL, B3 mEhiie < Z7 2 —%(AUC, Cmax)iZ 2V T 90%(& HEHX VA TRttt 2
1T o 7245 R. 10g(0.80)~1og(1.25) D#EIFHNTH 0 | Al DAY AR ZME DR S 7z,

(ng/mL)
700 1

| - (z#l. 50me)

w 32
> g (=3
=] =4 =]

MRS —\ N O BESE

100 1
00~

DEREEA (SEAl.
Mean+S.D., n=21

- YORAYY—)EE50ng Th—17|

50mg)

0246 10 24

#E#OKKEE (h)
=Y OB OB /NS A — A

48

HE/INT A—F BENTA—F
AUCss Cmax Tmax
(ng*hr/mL) (ng/mlL) (hr)
O X ¥/ — )L 8E50ng
[h—1] 5447, 67+1773. 28| 449. 11+139. 82 4.14+1. 98
(§#l. 50ng)
AR A
.30+ . . 32+137. .48+ 1.
@1, 50m2) 5867. 30+ 1786. 85| 488. 32+137. 46 3.48+1.25

IMAE TN T AUC, Cmax 0D/ 3T A — &%, HERFE ORI (KK OLREEEL

DFRBREMNT L » TRARDWREMEN B 5,

(Mean=+S.D., n=21)
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25



SORAZY—)LEE 100mg T b—" ) 22

Ta ALY —VEE 100mg [ h—U | CAEWERFIEZ . e A —"—iEIC L) ERER 1 SR
0 AH Y =)L LT 100mg) R A B - (n=23) 12 f & B [EFE A% 5- U C g tpoR 28 LA g
ZREL, BFoNTHEYEEE T A —%(AUC, Cmax)lZ2 T 90%(E FEX HEIZ THEHIEHT
AT T4 R. 10g(0.80)~1og(1.25) DFEIFANTH 1 | WAl DLW RS M RS STz,

(ng/mL)
1000
—o— Y ORFYV—)VE100ng [h—177]

%0 1 @A, 100mg)

i 800 | i —o—  FREERIA| (Al 100mg)
T Mean+S.D., n=23

L3
o 700 |
5 600 | |

0246 10 24 48
R 5% OB (ho)

HEINT A—F BENTRA—F
AUCss Cmax Tmax
(ng-hr/mL) (ng/mL) (hr)
O & —)L§E100ng

k=11 8381, 38+2387. 89| 656. 51+208.54| 4.17+1.61
(%271, 100mg)

A
@5, 100ng) 8999. 89+2525. 17| 706. 20+£175.45| 3.65=£1.43

(Mean=+S.D., n=23)
MAERE R QT AUC. Cmax Z500/35 A — & 1%, R ORI ik OELEEI L - HER s
DRI L > TRR D RN H D,




2ORXRAY—)LOD&ES0mg I —"7] 29

r %Y —/L 0D §E50mg [ F—VU | LARHERFIZ 7oA —_"—EII LY EhEh 1 8
(vmr A%y — & LT 50mgERER A I a0 350Kk 72 L CTIRF (h=24) X OVK T
AR (n=24)) L Tl RZEARREZNE L, o -3EpEigE 7 2 — 4% (AUC, Cmax)
22N T 90% 5 HE X ENEIZ THEGHIENT 21T - 72 K5 F. 10g(0.80)~1og(1.25) DFEFHNTH V) |

WA D AW Y[R S PE AN HERS S LT,
1) K7z L THRA

(ng/mL)
700 -
- —o— : Y OX¥Y—)LOD§50ng [h—17]
600 1 .| @A, 50ng)
—o—  fEIERIAT ($¢Al 50me)
500 - Mean+S.D.,n=24

400 { |
300 |

200 1 |

WS —\ N O BEE

12 24 36 48
5% OER (hr)

EWMWEE NS A -4

HEINT A—F BENTA—F
AUCss Cmax Tmax Tz
(ng-hr/mL) (ng/mL) (hr) (hr)

B2 —)IOD#
50mg Th—"7] 62261985 | 472.08+139.28 | 3.46£1.10 | 14.67£7.69
(A1, 50mg)

(ﬁggfﬂgﬂg) 7014+2276 | 489.97+186.60 | 3.46+1.32 | 13.14+6.60

(Mean£S.D.,n=24)

W HFIDHIE/NT A — 2 DR BREREDTFIHEDER U 90%IEEXH

INT A—K AUCus Cmax
SEEIE D 7 log(0.8856) 1og(0.9987)

R D ZED 90%(EFEX R | 10g(0.8278)~ 10g(0.9474) | 10g(0.9172)~ 1og(1.0874)

IMAEFIREEN NS AUC, Cmax %D/ 3T A —F %, HRFE ORI (KK OBREUEL - R 5%

DFRBREMNT L > TR D WREMENR D 5,
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2) KXTHRA

(ng/mL)
700 -
—o— 1 3 m X/ —)LOD$50mg [ ~—17]
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—e—  fEHERIA] (GAl. 50mg)
500 1 Mean+S.D.,n=24
400 -

300 | 74

200 117

WS — N O BEE

100 -

HEINT A—F BENTA—F
AUCs Cmax Tmax Tz
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U X & J—)LOD§E
50mg Th—17] 4824.3+1592.5 | 329.04+130.10 | 4.04+1.20 | 14.51 +8.68
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ErERA
+ + + +
&EH. 50ng) 5217.7+1807.0 | 349.33+145.71 | 4.21+1.22 |11.02+4.39

(Mean=S.D.,n=24)

W HFIDHIE/NT A — 2 DR BREREDTFIHEDER U 90%IEEXH

INT A—K AUCus Cmax
EHIED 7= log(0.9318) 1log(0.9546)

EEIED7ED 90%(EFE XM | 10g(0.8577)~ 1log(1.0123) | 1og(0.8779)~ 1og(1.0380)

MEA A ONC AUC, Cmax %0737 A—4 1%, e ORI, (RO BRIEK - FER%
DREBRGEAEIT L - TR A EEEMENH 5,




OXAY—)LODE100mg [ k—"] 23
vr 2%y —/L 0D §E 100mg [ h—7 ) CEEHEREKIZ . 7 e 24— =B ZnEi 1
fE(zm 2 & — Ll LT 100mg)fERERA S T IZH A B EIRE 0 5.0k 72 L TR (Mm=24) K Y
KTHRAGO=24) L TR RECERBEZRE L, SO YERE X7 2 —% (AUC,

Cmax)lZ 2T 90% 5 #H X A THEFHIFNT 21T o 7245 . 10g(0.80)~1og(1.25) D#iFHIN T
B Y WAIO A FR R EVE R Sz,

1) K7z L THRA

(ng/mL)
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600 | -||

M —\ N OV BEHE

500 | @ |
400 1
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—o— 1 ¥OAFY—)LODE100mg [h—17]

0 T T T T
12 24 36 48
B E#%OKE (hr)
=Y OB R NT A — 4
HEINT A—F BENTA—F
AUCss Cmax Tmax T
(ng-hr/mL) (ng/mL) (hn) (hp)
¥ OR&YJ—)LOD§E
100mg T~ —17] 7970+2938 | 507.33+174.69 | 3.38+1.13 | 19.8+17.3
($7]. 100mg)
(ﬁ%]iﬁ%oﬁo?ng) 8626+3104 | 542.27+187.04 | 3.50£1.50 | 18.6+14.0

(Mean*S.D.,n=24)
% =22

W HFIDHIE/NT A — 2 DR BREREDTFIHEDER U 90%IEEXH

INT A—K AUCus Cmax
SEEIE D 7 1log(0.9238) 1og(0.9350)

SR D ZED 90%(EFEX R | 10g(0.8579)~ 10g(0.9946)

1og(0.8528)~ 1og(1.0251)
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(%A, 100mg)
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(Mean+S.D.,n=24)

* =22
A EFIDHFE/NT A —F ORAREIRBEDFHEDZE RV 90%EEXMH
INT A—K AUCus Cmax
EHIED 7= log(1.0004) 1og(0.9472)

SEHEDFED 90%(E X L]

1og(0.9264)~ 1o0g(1.0804) | 1og(0.8770)~ log(1.0230)
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C BEELEARMIELZTOEARUVLE S
< AR%A Y —)LEE 50mg/100mg [ k—"7 ]
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SRR (CYP2C19) % AN DI AR 5 352 11| 2B DFAS CYP2C19
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9T &,
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11.

12.
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14.

15.
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INREFEADEE
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R ERRICRIZFTEE
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ERELEOIE
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