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(2) IR B 2ErE [RTFSRM : 26+2°C. 75+5%RH., #B 7 2 Bk [/hRodh
WET LI ETHHLED]]
HIEHEH FRREAE BH AR 1% H 2 5 A 35 A
O GIN=RERAES
PR WREAGOFESE | WRAGOFREEE Bl L X3P BE (FmicE
HLOoOXHD)
HREEE LI Siikay A A A
- IN 0)\‘7"\’ B
w12 g;ﬁ/ pﬁt“ff e e e e
[‘:—(ijﬁ 95.0~105.0 98.1~102.3 101.9~105.0 | 103.5~104.9 | 102.9~103.9
ol P SR BB ke A A A
e SEME 32~37 20~25 23~29 20~27
(N) FEIE 34 22 25 24
(2% (%) ] [0.0] [—35.3] [—26.5] [—29.4]
(8) JtloxtT AL EM URIESAE : 26+2°C. 60+5%RH. #ME 120 5 Ix+ hr. v —L+
Z w7 (B3]
HIEEH RS BHAAEF 60 57 1x * hr 120 5 Ix * hr
PR AR DFEEE AR D FEEE EAv72 L ik L
AALENE 2 53 LA ey ik WA
. 15 oy O =
VA J;Si/o S iy iy A
’E(ifg 95.0~105.0 98.1~102.3 101.7~102.4 103.0~103.6
ol P SR BB ke ke A
% ~ ~ ~
L Bl 32~37 30~37 24~32
(N) FEIE 34 33 28
(2% (%) ] [0.0] [—2.9] [—17.6]




2) A~ F U OD §E 10mg 73 7 7 |

OhnEEEER
(1) RAFSttE - 40+2°C, 75+5%RH. PTP fid]

HEED | SRR A 19 A 3 7 A 6 7/
P A Db e e e e
S IR A 1% N . N N

R A f“&g@; ks o o e e

1] |
pot | 15.0%T o - - e
[ 2 AN N N N N
" SO H R .
Vi J;S ff*‘ e e e e
/E(fiii 95.0~105.0 98.9~100.3 95.4~100.7 98.2~101.6 98.0~103.4

e S BE( N N N N

B A ER B 149.98~ 148.84~ 149.98~ 149.79~
(mg) - 150.58 150.39 150.39 150.19
(@) [HRAFEAT - 40£2°C, T56£5%RH, /N7 11%]

HEED | SRR T 19 A Py 6 1/
. Y (e Db e e e e
S IR A 1% N . N N

R A f“&g@; ks o o e e

1] |
pot | 15.0%T o - - e
[ 2 AN N N N N
sotor A TE D H =R . . . .
Vi JQS Lff*‘ e e e e
/E(fiii 95.0~105.0 98.9~100.3 98.6~100.8 98.9~101.4 100.2~104.0

e S BE( N N N N

B &R B 149.98~ 149.70~ 149.96~ 149.94~
(mg) - 150.58 150.02 150.28 150.56




QEMPRAFABR

(1) [MRfFESME : 25+2°C, 60+5%RH, PTP £l%]
HEIE B TR AR 1k BH AL 6 % H 1258 | 18 %A | 245 A | 36 4 A
PR WA B DHEEE WA ik ik WA ik ik
Ay AR 1% . .
pematiy | MBS B - - - - o
HE
1] |
i 15.0% L F WO - = = WO
AR Iy LA A ik ik WA & ik
- RO R . . . .
W 5% | A ke ke A & ke
ERE 98.9~ | 98.0~ | 99.3~ | 98.1~ | 100.0~ | 100.3~
(%) 95.0~105.0 100.3 100.7 102.3 101.0 100.9 101.6
LT SR BB A ke ke A ke ke
B &R B 149.98~ | 150.01~ | 149.95~ | 149.86~ | 149.85~ | 150.22~
(mg) - 150.58 | 150.26 | 150.23 | 150.44 | 150.44 | 150.78
(2) [RAFSME - 25+2°C, 60+5%RH., /T @]
HEIE B TR AR 1k BH AL 6 % H 125H | 18 %A | 2457 | 36 4 A
PR W OB DHEEE WA ik ik WA & ik
Ay AR 1% . .
fematiy | MBS B - - - o
HE
1] | .
Bt 15.0%51 F Hh - - WH
AREEME 2 5y LA A ke ke A & ke
. 15 M O = . . . . . .
R 5911 |- Sy iy A A ke ke
E Rk 98.9~ | 989~ | 991~ | 991~ | 99.8~ | 99.5~
(%) 95.0~105.0 100.3 101.4 101.1 101.4 101.5 102.3
ol Sk B BB A ke ke A ke ke
BB B 149.98~ | 149.74~ | 149.85~ | 149.84~ | 150.05~ | 150.18~
(mg) - 150.58 | 150.30 | 150.30 | 150.31 | 150.53 | 150.76
O 2 72 TE M AR
D) BT LT URIESME - 4012°C., B0 7 A (FR) ]
HEIE B JRASAE BR AR EE 15 H 25 H 3% A
PR WEABOREE | BEAGOREE Biv7e L ZBiv7e L ikl L
FRBEE: LI Siikay WA WA SNy
N SO o A N N N
/ﬁﬂjl‘i 85%D\J: @m J@m ﬁl:l ﬁl:l
[‘:‘(fﬁﬁ 95.0~105.0 102.0~102.5 | 101.5~103.6 | 101.9~103.0 | 101.4~102.9
(6]
ol Sk B BB ke A A A
SEE 60~74 62~175 57~176 60~175
il
(N) FEIE 68 69 68 68
[(ZbE (%) ] [0.0] [1.5] [0.0] [0.0]




Q) MR Dzt RfESM: : 25+2°C,
W7 VI ETHHLED]]

75+5%RH, Bt 7 A (B [/hRoOH

HIEHEH FRREAE BH AR 1% H 2 5 A 35 A
PR WHEAGBOFREE | MEAGDOEE EAv7e L EAv7e L EAv7e L
RREEME 2 7PN A WA A A
" 15 S o H = . . . .
v | 12 g’;ﬁ/ Q{’f‘*‘ T e e e
’E(ffg 95.0~105.0 102.0~102.5 | 102.6~104.4 | 103.0~104.3 | 101.5~102.5
Pl SR BB ke WA WA A
I SEE 60~174 31~39 31~35 27~34
(N) TEfE 68 35 33 31
(bR (%) ] [0.0] [—48.5] [—51.5] [—54.4]

(8) Skt 2% EM URGFESM - 25622°C, 60=5%RH, ¥FREE 120 5 Ix - hr, ¥ — L+
77 ()]

HEHEH FRS A B A i 60 57 1x * hr 120 F Ix * hr
PR R A DR I D FEEE Eiv7p L Bl L
RREEME 2 3 LA A ik WA
. 15 sy Oy =R N N o AL
{ﬁ‘l_lujl‘% 85%BLJ: Jﬁn Jﬁn ]EEI
’E(fi’% 95.0~105.0 102.0~102.5 101.1~103.1 98.3~103.2
LR ER R BB ik ik WA
BEAH ~ ~ ~
T EiE 60~174 56~74 57~68
(N) FHfE 68 64 62
(&= (%) ] [0.0] [—5.9] [—8.8]
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3) A~ F UMM OD #E 15mg 72 7 7 |

DI
(1) [R1FEf: - 40+2°C. 75+5%RH. PTP Al ]

HIEmEH TR A/ 5RO 1 B AR HY 15 A 33 H 64 H
M| B~ pE A o R e e e o
D IR A 1% . . . N

R A f“&%ﬁgyb’ e o e o

1] |
i 15.0%80 F o - - o
[ 2 /LI o N N o
" 4y R DVA \
Vi gﬁ@ﬁ?4 e e e e
ﬂ:_(fiii 95.0~105.0 99.8~103.4 97.8~103.7 99.0~101.9 99.2~101.6

e S BE(E o N N o

B A ER BN 209.96~ 209.34~ 209.56~ 210.34~
(mg) i 210.36 210.31 210.26 210.79
(2) [RAFESAE - 40£2°C, 75+5%RH. /N7 A1k

WEER | SRR A 19 A Py 6 7 A
M| B~ RE A o R e e e o

. ARANY AR 1% . . . .
R A f“&gigyb’ e o e o

1] I
i 15.0%80 F e - - e
[ 2 5 LN N N N e

43T DV H K \ \ \

Vi gﬁ@ﬁ?4 e e e e
%%;ﬁ 95.0~105.0 99.8~103.4 98.4~103.2 98.2~102.5 98.9~102.2

1 SR P— e N e e

B &R B 209.96~ 209.27~ 209.72~ 210.26~
(mg) i 210.36 210.05 210.19 210.79
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QOE MR

(1) [fRAEEAE - 25+2°C. 60=5%RH. PTP %]
. S
M EH H gfgfjgﬁﬁ BRLGERE (3w A |6 4 H |9 » H (12 » A|18 » H |24 » H[30 » A|36 » H
. E’Egi‘ie wo | me | Ee | Ee | Ee | me | me | @s | Ehs
e IR A . N . . . . . . .
TR fﬁf;’;ﬁi% e | Ee | we | me | we | wa | e | Ee | @
] \ \ ‘
wot | 0w @A | - | - | = | - | = | = | - |ua
Mt | 20NN | Ee | Ee | Ee | me | me | me | we | we | Ee
. SO . . . . . .
Vi b JQS pjf“‘* e | Ee | He | e | e | He | e | Ee | #Ee
EEE 95.0~105.0 99.8~1(100.1~98.4~196.3~ | 98.5~[100.3~] 98.8~ [100.1~(100.0~
(%) : : 103.4 | 103.1 | 102.4 | 101.7 | 100.8 | 102.2 | 101.3 | 101.5 | 101.2
SuEAER | BEE | e | e | Ee | Ee | Ee | Ee | Ee | Ee | Ee
B EtE 209.96(209.541209.66|209.81209.55|209.66|209.60|209.74|209.69
mg 210.36(210.221210.211210.10({210.20({210.35{210.47{210.51(210.39
(2) [HRAFEAME - 256+2°C. 60+=5%RH, /N a1dE]
J P— Vi é‘/
AT fgj‘% BEAARE |3 5 1 |6 A |9 A [12 % F18 » A|24 » 130 # 7|36 % A
Sy
‘ o EE | \ \ \ \ \ \ \ ‘
pi | TESEET | we | we | we | e | e | we | ws | es | es
VAN |] X‘/\O N N N N . N ~ . -
R AR f’:ﬂgﬁ@z e | Ee | me | we | we | ma | we | Ee | @e
I \ \ ‘
i,?jpf 150%0T |wa | — | — | — | - | — | — | - |ma
[ SO | Ee | me | ae | Ee | we | we | e | Ee | Ee
N YR 2R
Vi L g;ﬁ/ﬂ’fﬁ* e | me | Ee | e | Ee | me | Ee | Ee | He
TEE=E 95.0~105.0 99.8~199.1~197.2~199.4~ [100.3~[100.7~[100.5~[ 99.5~ [100.0~
(%) ‘ ' 103.4 | 101.3 | 100.7 | 101.9 | 102.3 | 102.0 | 102.8 | 101.6 | 102.5
SERER | BEE | e | Ee | Ee | Ee | Ee | Ee | Ee | Ee | Ee
Bk 209.96(209.33(1209.65[209.66(209.49(209.85[210.04(210.16(210.27
- = n W 5%1@ ~~ ~~ ~~ ~~ ~~ ~~ ~~ ~~ ~~
(mg) 210.36(210.211209.96|1210.26|1210.201210.43|210.76|1210.64|210.71
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@M AL 22 MR BR
(D) IEFE 1Tk 222N RAESAME - 40£2°C, B0 T 2 (k)]
HIEEH FRREAE BH AR 1% H 2 5 A 35 A
PR a@~§§a@@ aeoxs | Bkl Il Ik L
AR 4y VAN e e ik Sk
LN VR L 532
Vi Jé’;%’f‘ﬂ“ e e e e
E(ifi 95.0~105.0 100.4~103.0 | 101.8~103.3 | 100.3~101.8 | 99.1~101.1
ol B B BR S &M ik Sk Sk ik
I SEHE 50~61 48~57 49~55 46~55
(N) FEIfiE 55 53 52 51
(bR (%) ] [0.0] [—3.6] [—5.5] [—17.3]
Q) IR B zeEtt RfEStE : 25+2°C. 75+5%RH. Bt 7 2 (Bikk) INRodH
WETAIETOLLEH]]
HIEEH FRREAE BH AR 1% H 2 5 A 35 A
” H O FEEE H oD FEEE H oD FEEE
~ D . . .
pep | PE ‘;ﬁf;% AeoxE | GECSS | EEESS | (REICSS
™ DEHY) DEHY) DEHV)
AR Ao wWE wWE wwE wwE
" 5y DR H =R . . .
Vi g;ﬁ/ Lﬁt“ff e e e e
’E(ifg 95.0~105.0 100.4~103.0 | 98.4~104.0 | 100.2~103.3 | 99.1~101.5
Wl EE SR SEH e WA WA WA
e SEME 50~61 22~26 21~23 24~26
(N) P e 55 24 22 25
(2% (%) ] [0.0] [—56.4] [—60.0] [—54.5]
(8) JtloxtT AL EM URAESME : 26+2°C. 60+5%RH. #ME 120 5 Ix+ hr, v —L+
77 ()]
HEHEH FRS A B A i 60 7 1x * hr 120 F Ix * hr
py | HETHERGD BB eflrz L eflrz L
AR 4y LA ik & e
o AR DOER H % . .
Vi g;ﬁ/ Djf'”“ e T e
’E(ifg 95.0~105.0 100.4~103.0 98.2~101.0 98.7~102.8
Wl EE SR SEH ik ik WA
i SEfE 50~61 36~44 40~49
(N) SERE 55 40 43
(bR (%) ] [0.0] [—27.3] [—21.8]
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4) A~ F UHRRYE OD 88 20mg (7 2 7 7 |
OhnE R
(1) [RAFESME - 40£2°C, T5+5%RH, PTP f)4k]

HIEmEH TR A/ 5RO 1 B AR HY 15 A 33 H 64 H
- A~ 1 0 \4 N N N
PR HHA D Db HE a a a
I I:] '/\D
T B o o o o
HEE
1] |
Bt 15.0%81F HH - - HH
et A e e e e
AN PN
Vi b gﬁgﬁ?4 e e e T
ﬂ:_(fgii 95.0~105.0 98.0~100.7 96.9~101.7 | 101.5~103.3 | 98.3~103.6
(o)
i B BE( e e e e
B &R B 279.10~ 279.10~ 279.87~ 279.85~
(mg) - 280.49 280.27 280.22 280.36
(2) RAFESAME - 40+2°C, 7T5+5%RH, NTa1dk
HEE A HURS A5 07 1% BH 4B 1A 34 A 6 4 H
- A o~ F . — — .
I IR A 17 . N N .
Rt T“ﬂgig7“’ T e e i
1] |
i 15.0%81 F o = = o
[ Sy BAP N e e S
AN PN
Vi b gﬁgﬁ?4 e e e T
(0]
ﬂi(fii 95.0~105.0 98.0~100.7 98.5~100.9 98.9~103.6 98.4~103.0
(0]
Sl SR BE( e e e e
B EARER B2l 279.10~ 279.15~ 279.95~ 280.16~
(mg) > 280.49 280.07 280.72 280.85
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QOE MR

(1) [MRfFESME : 25+2°C, 60+5%RH., PTP £l%]
HIEEH IR 51 | BAtGH: | 34 H | 6 H |12 8 |18 % A |24 % A |36 % A
. ~ D | . . .
pp | GETPIEY | we | we | we | we | we | owe | e
TRAMNRIL A7 K .
6&;1&‘ uﬁ%ﬁ ﬁ?ﬁ\y”fﬁ/ii JE/EI\ - - - - - iﬁ/ﬁ\
A . .
i 15.0%8F | @ | — = = = ~ | wma
R 2 3 LI WA WA WA ik ik ik A
" RO H R . . . . .
Vst g;ﬁ/ pﬁ””” we | we | we | we | we | me | b
ERE 95.0~105.0 98.0~ | 99.4~ | 99.1~ | 98.5~ | 98.5~ | 97.4~ | 99.2~
(%) ' ’ 100.7 | 102.4 | 102.2 | 100.0 | 102.4 | 102.5 | 101.6
LT SR BB A A A ke ke ke A
ER e - 279.10~|279.48~|279.69~|279.87~|279.63~|279.86~|280.60~
(mg) ~ 280.49 | 280.57 | 280.38 | 280.48 | 280.87 | 280.96 | 281.49
Q) [MRfFESEME - 25+2°C, 60+5%RH, /37 A)4kE]
HIEEH IR 71 | BAtGH: | 34 H | 6 H |12 8 |18 % A |24 % A |36 % A
. Hfa~sEEao | . . . . . .
PR s A” 0 DF b A A A ke ke ke ke
IR A7 | . .
A . .
j‘f@ 15.0%8F | @ | — = = = ~ | wma
AR LA WA WA WA ik ik ik A
" RO H R . . . . .
Vi g;ﬁ/ Lﬁt“ff we | owe | Ee | we | we | we | Eb
E Rk 95.0~105.0 98.0~ | 97.5~ | 99.6~ | 98.7~ | 99.4~ | 99.9~ | 99.2~
(%) ' ' 100.7 | 103.3 | 102.0 | 101.5 | 102.0 | 102.4 | 100.5
ol R aR R BB WA WA WA ik ik ik ke
BB B 279.10~|279.01~|279.49~|279.63~|279.67~|279.63~|280.32~
(mg) 280.49 | 280.11 | 280.28 | 280.50 | 280.58 | 280.88 | 280.99
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QI @22 E MR
(D) IREISRT 2L EM RIS - 40+2°C, Btk 7 2 ()]
HIEEH FRREAE BH AR 1% H 2 5 A 35 A
. Ha~EEao | Ba0EEAY
PR B Y IRk D ik L Bib7a L 27 L
FRBEE: LA Siikay WA WA WA
N SO
VA H J;;; v u’j’: SRaY SEReY EReY EREY
=ik
%) 95.0~105.0 98.0~100.8 99.7~100.8 | 101.1~102.0 | 102.2~103.5
ol Sk B SEMH ke A A A
i BB 54~64 60~177 59~170 64~171
(N) TEfE 60 70 63 68
[ZeE (%) ] [0.0] [16.7] [5.0] [13.3]
Q) IR B zeEtt RfEStE : 25+2°C. 75+5%RH. Bt 7 2 (Bikk) INRodH
WETAIETOLLEH]]
HIEEH FRREAE BH AR 1% H 2 5 A 35 A
o M~ Ean | Be0EEAY
PR A Y O ZE b DIEkE Zi7e L Zi7e L Zi7e L
FRBEE: LA Siikay WA WA WA
N MO R .
R 5% | ik WA A A
T &
%) 95.0~105.0 98.0~100.8 99.9~102.5 | 99.3~103.3 | 101.2~102.4
ol Sk B SEMH ke A A A
L SEE 54~64 28~32 26~33 25~30
(N) P e 60 29 29 27
[(ZbE (%) ] [0.0] [—51.7] [—51.7] [—55.0]
(8) JtloxtT AL EM URAESME  26+2°C. 60+5%RH. #ME 120 5 Ix+ hr, ¥ v —L+
7 w7 ()]
HIEHEH HRS A B AR 60 57 1x * hr 120 5 Ix * hr
- Ha~EEao | Qa0 EBAY 0%
et | P T ;? % ki L Bbh L
iR 2 3 LI k= k= WA
N MO R
R 85921 I ik Siikay A
T 'k
(i) 95.0~105.0 98.0~100.8 103.6~104.0 99.3~102.2
ol R aR R SEAH ik ik WA
L SEE 54~64 43~53 52~65
(N) P e 60 48 58
(2% (%) ] [0.0] [—20.0] [—3.3]
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9.

REER VR REOREMS
BN A

&l & DEEZELL WEIEFEMNEL)
LR

pidaelc

1) A~ F R OD §E bmg (737 7 |

A~ F U OD 88 bmg [ 7 7| AEVERIF (A~ F MR OD §& 20mg [
17 7)) OWHEBOREELHREFTT 5720, [EED 2R 58 0 E A O 87 i F S
RETA KT A 2 1TV RS2 50 L7z,

(715) e HEERiE - S RViE

BRI - 50rpm  pH1.2. pH5.0. pH6.8, /K

¥pH5.0 DRBRIEIZI T 5 50rpm DU HIERER T 30 45 LA I HEHERLE

AR

& I 85%LL EIsHH L7726, 100rpm OFRBRITEWE L7z,
MR SHAFIE iz 12Xy L

) E FEUE

BHERAIA H N7 —

IR

REHERLA 731553 LANIZ -8
85%LL BT 255

ARBR AN 23 1553 LRI P15 85 % LU BT 57y, X
(3155312 1T 2 AR BT O -2 R A E HE B o
PR ER £ 10% OFEMHIZH D,

() 2 TORBREICE W CHEREZ - L, BB & ZEUERLK O ¥R H 248 D[R ME D
RN,
pH1.2 (50rpm) (Z351) 5 VA H dhfR pH5.0 (50rpm) (Z351) 5 ¥aHdhifR
120 120
100 100
B e i — s e et
H H
:3,—; 60 Ji 60
% 40 —— AT UF UIEEEIDSESNE (72D 7] % a0 —— AT UF UIERIEODESME (72T 7 )
2 --O-- BAHF| (ODFE. 20mg) 20 | --O=- {BAELF (ODGE. 20mg)
0 . : 0 . g
0 5 10 15 0 5 10 15
IRERH] (49) R (59)
pH6.8 (50rpm) (Z351) 5 ¥aHdhigR K (50rpm) (ZI1F DI H R
120 120
100 100
e o [T——
;:—l 60 i—_ 60
% 40 —— AT UFUIERIEDESE (72T 7] %40t —— AT MBS (72T 7]
2 --O-- fZHEHF (ODFE. 20mg) 20 | --O-- fZAEHH| (ODFE. 20mg)
0 . 0 : :
0 5 10 15 0 5 10 15
R (49) IRERR] (59)
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2) A~ T UHEEEE OD #€ 10mg 72 7 7 )
A~ F R OD §E 10mg [ X7 7 ) SHEHERGE] (X~ F e OD §E 20mg [/
L7 7)) OWHEBORSEEEZ BT 5720, [E & 872 588 0 E A O A8 71 R %%
R T A KT A 2 ) 1TV HRER % 06 L 7=,
(Fik) wHEERYE © S KLk
B - 50rpm  pH1.2. pH5.0. pH6.8, /K
¥ pH5.0 DFRBRIKICF 1T 5 50rpm OVEHIFKERT 30 23 AP EEHERLE], 354
Fl & HITE 85% LA BIAH L7272, 100rpm DORBRITEWE L7,
Mg KF L blz 12Xy &0
I TE FEE
PEERRIR N 7 — ) L
L A8 1 R S D 1 S | PR 23 15 5 LRI T2 85 % L BVAHIT 270, X
B IR | k15317 1517 2 BRI A9
SR 10% OFPHICH 5,
(i) £ TORBRIKICR W CHIEREEA 72 U, RBRRA] & A= $E R % H 288 o [7] 444 78

s S iz,
pH1.2 (50rpm) (Z351) 5 VA H dhfR pH5.0 (50rpm) (Z351) 5 ¥aHdhfR

120 120

100 | 100 |
?:# 80 AR LA A ?g 80 V‘“".‘..".“"""”““"’:‘::‘:"_ -
H Hi
w60t %60t
&w ¢ —— AT LT UEBEDGEI0ng [7 2T 7 ) % 40 t o AT OO (5 S 57

--==- RERF| (0DFE. 20mg)

""" FZHERHF] (ODEE. 20mg) 20

20
0 ! 0
0 5 10 15 0 5 10 15
el (53) e (43)
pH6.8 (50rpm) (Z331) DI HIHE#R 7K (50rpm) (2B BIEH Hh#R
120 120
100 100
e 80 vie 80
th 60 t 60
% 4 —o— A% UF UIEEIEDGI0ng [7 277 ) & w0 —8— AT LF UIEHIEDGRI0ng (7377

----- SREMA| (ODFE. 20mg) 20 | ---—- {EENE| (ODFE. 20mg)

0 5 10 15 0 5 10 15
Ref (43) ef] (43)
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3) A~ F UMM OD #E 15mg 73 7 7 |
A= F UM OD §E 16mg 17X 7 7| CIEHERIA] (X~ o F R OD §& 20mg [/
2T 7)) ORHEBORIEMEZBRGTT 5720, [GEN R D80 E R RA| 0 LA R 240

AERT A BT A ) (Wi B & i L7z,
(71E) WHRERIE - S Rk

PR : 50rpm  pH1.2, pH5.0, pH6.8, /K

¥ pH5.0 DFRBRIKIZ I 1T D 50rpm DIEHFER T 30 43 LANICAZHERLE]

B & B2 85% LI EIAH L7272, 100rpm OFRERITA M L 7=,

iR - FHAE HIZ 12Xy L
) TEFLHE

FHERAIA 2 — I HHE

FEHERIA 2N 155 LANIZ 1)
85% LA EInHT 554

PR BIA 23 15 53 LANIT I 85 %o LA E¥A T 50y, X
1E 155312 31 B ik BR LA D S ¥ H 38 03 R HE LK D
SEEIR R 10% OFIPHICH D,

(FEH) 2 TORBRIRIZINTHEREL G- U, SRBREA & AEAERIE O H 258 0 [ SR 53

RS,
pH1.2 (50rpm) (21T D iEH Hh#z pH5.0 (50rpm) (Z331) B iEH Hh#z
120 120
100 r 100
B T e e -
H H
B 60 = 60
% a0t —— AT IERIE0DESME T2 T 7 % 40 —e— ATLF UIEEIEDSE5ng (7S T 7 )
20 | --O-- {ZBAHWH| (D5, 20mg) 2 --O-- Y| (D52, 20mg)
0 L 0 o
5 10 15 0 5 10 15
REf (49) e (49)
pH6.8 (50rpm) (Z331) DI HIHE#R 7K (50rpm) (2B BIEH Hh#R
120 120
100 100
T s [———
H H
g,—ﬁ 60 %__) 60
" o
%40 —e— AT UF USG5 (73T 7] % 40 —e— AT LT UIEEE0DSE g (S T 7]
20 | --O-- K| (D52, 20mg) 2 --O-- | (D52, 20mg)
0 L 0 L
5 10 15 0 5 10 15
IREFH] (59) g (49)
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4) A~ T UHEEEE OD $€ 20mg 72 7 7 )
A~ F R OD $E 20mg [ X 7 7 ) LAEHERLH] (A~ Y —OD $E 20mg) O HZH)
ORI Z BT 2720, [BBEELOEYFOREERBRT A K74 ) 1280 TR
& FhE LT,
(Fik) BB : /S Rk
BT : 50rpm pH1.2. pH5.0. pH6.8, /K
¥ pH5.0 DFRBRIKICF 1T 5 50rpm OVAHIFKERT 30 23 LIPS EEHERLE], 354
Fl & HITEY) 85% LA LA L7729, 100rpm DORBRITEWE L7z,
BiR% KA L blz 12Xy &0
I TE FEE
PEAERLRI R S — ) E HEE
L A8 1 R S D 1 S | PR 23 15 5 LRI T2 85 % L BVAHIT 270, X
B IR | k15317 1517 2 BRI A9
SR 10% OFPHICH 5,
(5 5) ETORBRIKICI W CHELHEAT - L, SRR & YA v 258 O Sa B )

|

RS,
pH1.2 (50rpm) (21T D iEH Hh#z pH5.0 (50rpm) (Z331) B iEH Hh#z
120 120
100 100
ﬁ go [T e e I s @ %0 K ¥ A rSbugia
i H
$ 60 %_—1 60
% 40 —o— AL F L HERHE0DE20mE T3 T 7 | % 40 —— AL FUIEEE0DE20mE T4 3 T 7
2 --O-- fZHEHH| (ODFE, 20mg) 2 --O-- Y| (D52, 20mg)
0 ) 0
0 5 10 15 0 5 10 15
IREFH] (499) e (49)
pH6.8 (50rpm) (Z331) DI HIHE#R 7K (50rpm) (2B BIEH Hh#R
120 120
100 — 100
s g ST e e
H H
sz 60 % 60
% 40 —— AL F LIRS0 20mE T5 2 T 7 | % a0 f —— AT UIERIE0DSNE T4 T7 )
2 --O-- fZHEHH| (ODFE, 20mg) 20 | --O-- {ZHEHMH| (0D5E. 20mg)
0 ) 0
0 5 10 15 0 5 10 15
REfH] (49) e (49)
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10. &g - a%
(1) FELILELARSR - B, NEIEFKRLEERSE - QEICET H1FER
BARSAA
(2) B%
(ARUFUBRIEOD &ESmg 7207 1)
56 £ [14 §2 (PTP) X4, HZEHIAD ]
10058 [F7 AF > 7R bv, NT | BEFIAD ]
(ARUFUIBFIEOD 88 10mg 7227 1)
56 & [14 §& (PTP) X4, #lRAIAYD ]
10088 [T AF v 7R bv, RNT HEFIAD]
(AU FAEREIE D gE 15mg T2 7))
56 & [14 88 (PTP) X4, #fAIAD ]
10088 [T AF v 7R b, RNT | WEFIAD]
(AU FBFRIE 0D £ 20mg 277 )
56 8 [14 882 (PTP) X4, HMEAIAD ]
112 8¢ [14 88 (PTP) X8, HilpHIAY ]
10088 [FT AF v 7R hb, RT | HHRAIAD]
Q) FHREE
AR
(4) BFEOME
PTP At - RY Fu b L7 4 VA, TILI =7 A
NIEE RV =F LU, RV =FLody v

1. BLERESI N ZEHME
BN A

12. Z0fth
A L0
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3.

4.

5.

AEICEY 4I1EH

MEER LR

hEERUBET LY /N T — BB 81+ 2 RAIFERE TR0 AT
MEER LR ICEET 2

5. MEEXITHEICEET B3R

5.

5.

1 TN ~—RIEHE &L ZW SN BEICORMEHT 5 Z &,
2 RENRT WY oA <~ —RIERHIEDIRIEZ O b O OMEAT 2T 5 & ) il ids ST
v,
5.3 TV A = —TUEBHE LIS D FRFE M BIZ B W TAFIO [ I IMERE S AL Tuh7Zeuy,
5.4 fhOFIEMERB & OERIBZMICHET L2 &,

RZERUVAE
() RZERUVRAEDMHEHR

6. FRIERUVAE
WH. RACIEA~ S FUEREE LT 1 B 108 5mg 5B L. 1 HMIC bmg D&
L., HMeFFEE LT1H 1A 20mg 2R 0&53 5,

(2 RERUAEORERM - R
DR L

RERUVAECEEY HFE

1. BERUAEICHET SEE

7.1 1 H 18] 5mg 25 OWEEE 513, BWEHOREZMZ 2B TH LD T, HFFEE CTHE
T5HZ &,

1.2 BEOBHKERSE (/L 7F=227 U7 72 AH : 30mL/min i) OH2EEHEICIEL, B
FORREABE LN OEEICES L, MEFFREIX 1 B 1 10mg 9252 &, [9.2.1,
16.6.1 & #]

1.3 FEENEEE ., FIESEOEMO T TRETLHZ L,

o

B R A fE

(1) BBERT—R/\ysr—
BARRNA

(2) BERZEEIRGAER
HMER L

() AERIIERALR
HMER L

(4) WREEAEIER

1) BWHERIIRER

17.1 BSMERUVREHICET 558

17.1.1 ERE D5
HEEFEN G BT VY g < —RIERmE RS (MMSE 2 =7 @ 5 mbll 14 SLIF,
FAST 27— : 6a Lk Ta LLF) 315 At BRIC A~ o F s 10mg (5mg/H % 1
W E5#%. 10mg/H % 23 HREEE : 3+ 24 BREEE) XX 20mg (bmg/H. 10mg/H &
N 15mg/H ZZ N2 HUIEIC 1 #EE#5%, 20mg/H % 21 #FE#& G- 5 24 BREEE), b
LIE7 7R % 24 B GT2 EHEMht (H&%E) Rz L-? 9,
RERERE Z 3Tl % SIB-J IZBW T, T7- AT Tl S 24 BHO 2 2 7 2B b &
THERISHERRD DL, o, BIRIINCEN Lo OfER, 778 R BEE A~
FUMEEAYE 20mg/ HEEDORICA B ZANRO b vz (T A5 : 260 %1, p=0.0029,
Wilcoxon HiE), HEAEEEMEZFMET 2 ADCS ADL-J 28\ Tk, E7- A48T T
Bl 24 BB O A a7 B & CHERGEFRO ST, /2, RIRIICER LT
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X OFER, 77 v AL A~ T VR 20mg/ H BEO RIZA BTG O b dy
o7 (fRbrxt4e - 260 5. p=0.8975, Wilcoxon &),
BIVEF BB 1T A ~ > F R 10mg/ HEET 29.9% (32/107 fl) . A~ F 4k
i 20mg/ HEET 31.0% (31/100 f3l) ToH V., EREWEMIL, A~ F U HEEEE 10mg/
AREECIREMD 3.7% (4/107 Bl), A~ F R 20mg/ H AL CEM, TR, #
D FEV, LR 3.0% (3/100#1) TH-T=,

17.1.2 EREMEER
HEEFE D BT LY g ~—HERFERE (MMSE 227 @5 sl b 14 SBLF,
FAST 27— : 6a Lk 7a LI'T) 432 B3I A~ o F U 20mg (Amg/H |
10mg/H & O 16mg/ A = ZHAIC 1 HE&G#%. 20mg/H % 21 #E&KE : 51 24 #
M#E) L LIET 78R %E 248 ME G2 —EERLERBRZEmE L9 7,
POHIRERE A2 R % SIB-J DA a7 2L EEZFKIZART, SIB-J B\ T, E-HETT
HHEG 24 BHETMDO T T B REEE A~ F VRN 20mg/ HEFDO A a2 7 L&D 7%
X 453 STHY ., MEERICHEENRBO LN (TR : 368 #i, p=0.0001,
Wilcoxon ##7E), &R sz T H MR ICA B ENRO bt (x4
424 5, p<0.0001, Wilcoxon /&),
72, SIB-J DR a7 ELBEORIFIHER TH A~ T iR 20mg/ H AL 24 M

(Zblzo CT T vREE%E Rl 7,
B 5 24 1% @ SIB-J DA =27 22 k&
et n W5 DAL &Y EALBDZETD
A~ T R 20mg/ B EE | 193 -0.65+9.74 4.53
7T REE 175 -5.18+11.66 —

H1) [24 B#%OME] - [0HOfE] (mean+SD)
2 [ A~ F W 20mg/ BRED 03875 DAL EDONYHE] - [ 77RO 0 #2501k
O]
AR RIE R 2 51435 Modified CIBIC plus-J OF#¢5. 24 H% M O E 2 F12
R, A~ TF U 20mg/ A REIZ T T B AREEA BRI 7228, WO 7% 0.11 TH
D, ARETRED NIRRT (ﬁ%ﬁxﬁ%& 367 ffl. p=0.3189, Mantel /i /E).

T, BEFHEICBWTHAEEITRD Lo T (FEHT*IE: : 425 6, p=0.1083,
Mantel 7€) .
¥ 5. 24 #H1% © Modified CIBIC plus-J
e GRE n 24 % (mean=SD) SEEE D FETD)
A~ T R 20mg/ B RE | 190 4.47+1.07 -0.11
75 AR 177 4.58+1.01 —

1 3) [ A~ F RN 20mg/ B#ED 24 WL OFHE] - [ 77 B ARRED 24 @& O 1 fE]

BIVE BB (X A ~ T VHRRERE T 28.5% (63/221 ) TH V., ERENERIX
L 3.2% (7/221 %) . IfE EFH- 2.3% (5/221 #1) . BT 1.8% (4/221 1)), 142
LT FURARIT T —BEIN, TV oA~ —REREER 1.4% (8/221 f5) Th -7z,
17.1.3 #B5YEMHEER
KENZBWT, FRAUUEREOREZ 6 n AU EZI T DT EENS JET VY
NA ~—HEREERE (MMSE 227 @5 8Lk E 14 SLLTF) 403 fla kR A~ T
YRR 20mg (Bmg/H. 10mg/H &Y 15mg/ H ZZNEHUIEIC 1 BEE#E 5%, 20mg/
H% 21 &G : 5F 24 BE#ESE) b LE7 78R % 24 @& G595 “HERLE
B A a7 Y Y,
SHHIBEBE A 2T 5 SIB D EAEEHMFE S D 2 2 7 BB O /N FSEE & R IR T,
T RREEE A~ T U 20mg/ HEEOZEIL 3.4 HTHY | MEERICAEEN RO
iz (FEHTX5: 394 151, p<0.001. 2 JTHECEAFHAIHT) o
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B AR S oD SIB O & 21 7 28 &

58 n WS OB EEY AT
A~ o F VR 20mg/ B R 198 0.9£0.67 3.4
AN 2 196 -2.51+0.69

1 4) KRS o] - [0 O] (Fe/h —F FHME+SE)
HE5) [ A~ F W 20mg/ BRED 03875 DAL EDO R/ T VHE] - [7F7 BREED 0@
O DEALED I/ ZFe ]
BRI ARIE R 2 395 CIBIC-plus D& a2 R IR, 78R
BEL A~ T RN 20mg/ BRED 1T 0.25 TH Y, WHICHFEENR D LT
(fEERT RIS 394 1], p=0.03. Cochran-Mantel Haenszel f2iE) .,

&AM R 52> CIBIC-plus

) Elfilé\, H‘ Alxj_i B e
1 5. n SR AFAF A DO
(mean=*SE)
A~ T MEREYE 20mg/ HEE | 198 4.41+0.074 -0.25
75 YRR 196 4.66+0.075

1 6) [ A~ F Ml 20mg/ A BED AL SO FIIE] — [ 7T B REED B A 5 00 P4 ]
H & AIEENMEZ T 5 ADCS-ADLiy O &G HAMiRE LD A 2 7 AL & D /N 3 V-1
11%»%% R, T EREEE A~ F U 20mg/ AREDEIT 1.4 S THY . WEERH
ICHBAENRD bz (TS 395 i, p=0.03. 2 JoldE 5B,
A& EHIEE 50> ADCS-ADLi1g O 2 =1 7 28 {h &

& 5-1f n 0 M D DE LEE AL BEDZEES
A~ T A 20mg/ HRE | 198 -2.0+0.50 1.4
7T AR 197 -3.4+0.51 —

ET) RIS oME] - [0 O] (/b —# FHE L SE)

E8) [ A~ F et 20mg/ BRED 03875 DAL EDO /N T VHE] - [7 T BREED 08
b OEALEDF/N F ) E]
BWERRBMEE XA ~ o F BT 33.7% (68/202 f5]) TH V. ERRWERIZ
FEWED F U 5.9% (12/202 #) . 58 4.5% (9/202 B). Wk, $5EL4% 4.0% (8/202
) . ERfE], T, IR, JRRZEK 2.5% (5/202 f) . ¥EI7. HEIE. EHES 2.0%

(4/202 ) . RIEVEEAIE, @i, TR KREEN, AIRE, B 1.5% (3/202

) THoT,

2) REMHB
DR L

6) BE - HEAHER
DR L

6) A

) ERRMEE (—REARMEE. HEEAREREE. EARELERE) . RERA®T—
8 N—RHE. RERFRBFHBRONE

17.2 BERFTERAETSE

17.2.1 ERFENVHERER
R R A VR 2 AR TP O PR EE N B T LY A~ —RERAE RS (MMSE % =
71 ALLE 14 SELT) 546 Bl &2 xRIC A ~ T U 20mg (Amg/H ., 10mg/H &Y
15mg/H ZZ 2 UEIC 1 BEE# 5%, 20mg/H %2 21 #EES- : 5F 24 AR#FS) HL<
X7 T vR % 24 B 59 5 VR4 SRR TRER iR B & i L= 101,
RINKERE Z Ml % SIB-J O R a7 b BEOR B4 FITRT, SIB-J 2B\ T, £725
fEHT T & B BRI s D A < o F MR 20mg/ H OFHBEDO A 2 7 2L &3 7 7 &R
PEABEZ ER o720, MEERICAEBEZIZRD b ho Tz (TR 5 0 527 f,
p=0.2437, 0 D SIB-J A2 7 KON KR NUEREO 1 AR+ AR L L2350
5.
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B AR s> SIB-d O 2 a7 2k

08N> 5 DAL EEY LA RO FEE
B HEE n o/ FREEIE o/ ZFREEIE
[95% 15 fH X il ] [95% 15 #H X i ]
A~ o F R 20mg/ A 261 -1.34 0.81
OF B [-2.33, —0.35] [-0.56, 2.19]
b e -2.15
7 7 ERORE 266 [-3.13, -1.18]

E9) [ RHmRE R OME] — [0 B OfE]
E10) [A~rF U EME 20mg/HOFHRED 0 B 6 0Bk ED K/ "R FEHIME] - (77 vR0FH
BED 030D DB B D e/ FHME]
KE DO OMENT & L TIT 272 Wilcoxon JENMFIHEIZEBWTH, MHEMICABEZITRO S
N7adoT- (p=0.0563).

2) EREHE LTERFEONERGERLLEHBE - RROBE
R L

(7 Z 0t
R L
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VI. E3hFEB(CEET HIEH
1. EBEZPHMCEEHHILEMXRITILEYEE
RV T o2 I U REALKSERRE, VAR F I I
2. EIB(ER
(1) EREML - EFR#F

18.1

EFRER

T I NA = —BERHE TIE 7 V& I VMR R OBRER T NG LTy, 7y Iy
M BIKDY 7 % A4 7T NMDA (N-AF)L-D-7 AT X UE) ZBIEF v XDl
Rl TEHAENRR DO—2EFZ 2 b TS, A~ TF ik NMDA ZHEET v A FENE
Rzl v, ZoiER s 2 mEl+25 12,

(2) EEEAMTHHARMIE

18.2
18. 2.

18. 2.

18. 2.

18. 3.

18. 3.

NMDA 2B F v R ILIZK 3 HEEFAR V44

1 7 v bR E RGBS 7y > NMDA SRR T v Fuizxt LT, SR CIKBLR
OB ER LTI (in vitro),

2 7 v MMRIEEEE RISV T, NMDA ZH KT v 2L OiEMHEIc L > TED
BT U CIREEMR O EERZ R L, £ OEMR ORI KR OERITESLHTH
>7-Y (in vitro),

3 7y MEEATAZAD LT I AnEORHIHEM Gl - FH OEARET V) ORIk
L CREERIE 72 IEIER 277328, NMDA ZHIETF v 2L EER O ICs0 AT T
IZIEE A B L 20> 72 (in vitro),

3 FEREMHER
18.3.1 v MEE~DT I v A FBrao MOA RT B (NMDA ZAABIFEENEE) DiEAICKY

At ST AR AR A5 K OVZE RIGR AR B A i L7, — 5. IE% 7 > F OZERER
AR TR L e o 72 19,

2 7 v MEFEN~D NMDA O HIZL Y EE Iz, ARG EIC KSRV
[ 3R s 2 i) L7 17,

3 IEH T v MoEHE (EFEN 10mgkg) &5 L7256, ZENERREEE 2 EE L &
DWENH D 1P,

(3) fERFII - FAREERT
TR L

26




VIIL.
1.

EYENREICEET 518HE
e R DB
(1) AR EAML mobRE
LR L
(2) BREREAEA CHER S hi-Mehi i

16.1.1
(M

16.1 MARE

HEEs

A UF UEERIE T

R AN BIEIC, A~ F R 5. 10 KON 20mg A ZEE R OG- Lz & X
e MR (Cmax) & AT RE-REM MR FmfE (AUC) 13&5-EITIFIFHpFI L
TN U7z, T (te) 13X 55.3~71.3 Bl TH V. HEEICLHE/MITA BN
ot 19,

A= T ORI RRIRE O R G R OB RN T A — X

16.1.2

16.1.3

(1

b Cmax Tmax AUC tie
- n (ng/mL) (hr) (ng * hr/mL) (hr)
5mg 6 6.86+0.66 5.3t2.1 489.4+51.0 55.3t6.4
10mg 6 12.18+1.66 5.3t1.6 1,091.7+172.7 63.1+11.8
20mg 6 28.98+3.65 6.0£3.8 2,497.61482.8 71.3+12.6
(mean+SD)
(2) A 2F IERIE 0D &E

RN A~ T MR OD 88 20mg (K7¢ U CARM SUIAKRTIRA) I A~ >
VIGERYEEE 20mg OKCHRA) %27 v 24— —ik CEERFHEERO&KS Lzt &, W
FTIOLE il A O A R EHER K S EhE T A — X XRETH o1z, A~
F UHEERHE OD $€ 20mg 13K 72 L TR SUIK TIRA L= Eaoning, A~rF
HERatESE 20mg UK THRA) EAEMFMICRZETH D Z ERER Iz 2,

RE®RE

T YA ~—RIERAERFE (10mg/H : 11 ], 20mg/H : 12 ) (2, A~ F ik
W1H1E (F&%) dmg2bEtA L, 1HEME I &2 5mg 3O L 10mg X% 20mg
ZHEFAELS LT 24 HERERAOREG Lz &, METRREITRE 4 B% CIEE
FIRRBICEL TR Y, ZORFOIMEPEAEIL 10mg/HAE T 64.8~69.8ng/mL, 20mg/H
T 112.9~127.8ng/mL TH 7= 2V,

EMFEREIE R

A~ F U OD 6 20mg 177X 77 £ A~VU—0D # 20mg %, 7 12 AF—N
—ElckvEnEN 188 (A~ FUHRE L LT 20mg) FEFERR A S 712k f HaRk
A5 OKk7Z2 L CARA KR OUKTARA) LTI R (WA EZHE L, 5 b=y
e T A —% (AUC. Cmax) 22V T 90%[EHE X MBI THFHEIT 217 > T2 55 5.
log (0.80) ~log (1.25) O#FANTH V. WAIOEY L FESEN MR Sz 2,

K% L CHRA

HENRT A—H BEINT A —H
AUCo-240 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
A= T UHEERNE OD 6 2345.499 29.151 5.7 64.08
20mg 77 7| +476.011 +6.478 +1.6 +11.33
- 2288.865 27.797 5.7 63.76
#~ U —0D §E 20mg +468.650 +5.123 +9.4 +871

(mean=SD, n=18)
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(ng/mL}

s 7 (meanzsSD, n=18)
—O— AT T EREODEE20mel T 37 7 )
an r
-0 -- A7) — OD2E20mg
M 25

EET A TR
o

10
5
0
0 24 48 72 240(hr)
¥
(2) KTHrRF
HE/NT A—H BEINT A—H
AUCo-240 Cmax Tmax tue
(ng * hr/mL) (ng/mL) (hr) (hr)
A= T U AEEEYE OD §E 2201.763 26.795 6.4 60.51
20mg 77 7] +293.159 +4.056 +2.0 +7.84
vz 2165.192 26.290 5.9 61.82
1 — ¥
#~ Y —0D § 20mg +990.650 +4.954 +1.9 +8.13
(mean=SD, n=19)
(ng/mL}
35 r (mean=+50, n=19)
—— AT ERBEODSE20me[ 27 7 ]
30 r
O A7) — OD#E20mg
m
g
e
s
it
&
i
3

0 24 48 72
IR

240(hr)

MAEFPREIWNT AUC, Cmax FD/3T7 XA —H %, #BRHE ORI, (KK OLRIY
MBI - B ORBRRIFIZ L > TRRDATREMDN H D,

(3) i
LR L
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@) BF - HREOBE
) BEOHE

s R L
2 HAEORE

16.7 EWHEEAER
BERERRA 20 BIlC 2 = > F LR A WL (A~ F iR Bmg % 3 AR FE0T
10mg % 4 H#EE%, 20mg % 14 HIE) 12k 0 10 1 ERAKE Lk, A~ Tl
Wedi 20mg L& FrZmrF 7Y R (25mg) - YT AT L (50mg) BLaHAlZ 7 HIH
FHL7ZEE, EFrZerF 7Y RO Cmax KON AUC (M 5K D) 80%IZIK T L
72 EATFT—), [10.2 ]

2. EYMRERII/ANT A—4

(1) fEWFAE
HMER L

(2) RILEEEE
HMER L

(3) HEEETEH
HMER L

4 29IVF7IUR
B -y A

5) HMEE
BRI L

(6) ZDith
BRI L

3. B&EH (REaL—ay) @

(1) fR#rAE
AR L

(2) INSA—ZETEER
AR L

4. IRUR
BRI L

5. 9%

(1) 1K — B B FY @@
BN -y AP

(2) ImiKk—PAEEEIPT @B
BN -y AP

3) Ft~DFITH
VII-6. K€ DI =2 AT HEEICET 1R (6) &%3LiF OHEBM

4) HErRA~DFITHE

16.3. 1 INEREAE~DBITH
TN NA = —BIBAYERF A~ F U 1 B 1B GIR%) smg LA L,
1 MM Z &1 5mg 7O L 10mg XiE 20mg #HEFFHE & L C 24 B ERR D5
L7z & & AT REI I EE O A i IS %9 % beid 10mg/ HEET 0.63, 20mg/HIET
0.72 ThH-71- 2,
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6.

1.

8.

9.

(5) ZDihnHEA~DIHITIE

16.3.2 RBE~DBITH
fERERR A BYEIC A~ o F R 2 ZE R AR e G L2356 IR ~OBITH
RNy AW R

16.3.3 v FRUDHYFIZHEIT51TH
7 v MC UCHEFRAZ AR 0 E Lz & &, iERIEE L L CTHILERNEY. A,
B, JRIE. FFEE. M. B, RAR. N— IR, MR K OIS A LT 2,
T MIA U F U AR G- Lz &, N A~ T oo AUC (i 2 <
»F oD AUC D 18 5L Lo 72 2,
FTo, EIRF O T FIC UCHEMAZ HRIFFIRNE G LT & & ETsRIIR I IT L
72 P, FHWOT v M UCHEFRAEZHERR D& L Lz & & BB RITILHICBIT L
7220, [9.5, 9.6 ]

6 MEEEHAE
DR L
e
(1) FRBED R U SRR

16.4.1 S BIEIC A~ F VR 20mg ZHEIRRORE Lz & &, &5% 72 FEELINICER
BAGIRDY 34.1%., R Thb s 77 ) =AMV 7 v VEEDFES LT-RAERN 2.2%/K
Iz HEIE S 7e 2,

(2) REIZE5T 28R OP%) OHFE. B5%

16.4.2 A~ F Ui, B hF F27 a—2A P450 (CYP) oy FFEZ R L=z A=
BT, B ho P450 TREFSNIC W ERRENTE 2, b MFMRICE W T
CYP1A2, 2C9, 2E1, 3A4 KU 3A5 ##FE Lo 7z 0 BRI EIZB T 2 MR
AT (Tumol/L) T, B MFIZ v Y —AIZBIF 5% P450 i&ME, =R %2 Nk
gl (EH) 1§, 77 8 EH0E /A% 57 —8 (FMO) 15, 7V v Ui
BlgE (UGT) 7EM: M OWilstis&EEsE (SULT) &2 HELe-72° (in vitro),

(3) DEBBHROERRUTOHE
LR L
() REVOFHOERR B, FELE
LR L
it
(1) Rt B U488

16.5 HEtt
R A B, A~ F R bmeg 2 1 B 3 [ERR DG L, EHINEBICEIE L 13
H H OY)E#GRHC MCHEFRIR bmg #RRO#E Lz & 2 A, RESHEED IR ~0 R FEHE
RIS 20 H £ TIZ 83.2+111.7% ThH 0, EH~ORFEPRMRIL 7 HZ £ TIZ 0.54
+0.41% CTH -7 GREAT—4),
F7o, REBKEFT NV TLAZFHL. R pH 27 00 VIERIRREIZ L2561, A~ v T
Y OEE 7 VT T A (CLF) [ZHEMBEER LR TREETLEZEOHRERH D
GrEAT—4), [9.1.2, 10.2 ]

(2) Bt
MVI-7. Hiite (1) PEHERAL K OERE | DIAS
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A= T UHBEITB YRR OIRA TH Y | BERENK T T 2REICNE T, AT

HRBRHE D ts DIER & AUC O RNBBD 5N TS Y, [7.2, 9.2 ]

EfEEBH K OB IEH# COFYEE 7

A F U 10mg BRI O & 5RF O B RE R

A—H
BRERE (Cor) EwHE e R AR E RS | R E R
(Cer>80) (50=Ccr=80) (30=Ccr<50) | (5=Ccr<30)
n 6 6 6 7
F49 Cor (IETE(R) 91.1 62.7 40.9 19.1
(mL/min)
Cmax (ng/mL) 12.66+2.14 | 17.25+-3.94 15.76£3.70 15.83+0.62
AUC (ng - he/mL) | 1,046+82 1,640+ 180 2,071+531 2,437+ 451
tys (hr) 61.2+17.5 83.0+17.0 100.1+16.3 124.3+21.0
CL/F (mL/min) 133.0+9.6 85388 704+17.0 58.6+11.3
CLr (mL/min) 82.2+19.8 62.1+-10.9 42.1+9.0 285 +12.2
(mean=*+SD)
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