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. e = 0 15 30 5 60
FEHESRI () BRI
50 [a]ifiz[pH6.8] 50 [Elifiz k]
120 ¢ 120 ¢
00 f 00 F
m | e 1
A = e
s T v
0t 0t
=5 R 3 00EE8me [7 A -5 R 3 00EE8me [7 2]
o L 5 = —LOD§R0me 20 e L5 = —)L00§30ns
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& R4y B4




. I EENIC 1T 2 BIVE GRIBR BRG] B R HERAN 00 P47 = 0D ELi)

Rk SR | E FLE SV R (%)
. Y i B
i %ﬁ? KBl Vst PR | A | atEum
pH1.2 85%LA I 1547 94.9 97.6 e
/%\ pH4.0 85%LL | 15 %y 89.4 92.4 A
50
1%
§,§ pH6.8 85%LA |- 154y 88.6 88.3 A
7K 85%LA_E 15 %y 90.7 95.7 A

HZ %I 0D g 12mg [T A)v

[ 58 R 3K 5 D B AR EVERRIR T A R T A L HEO—FEIEIZ OV T RO & A 5%
72 % 1% 1 [ TERLEN O A A R S MERRBR T A T A ) (CFRk 24 4F 2 A 29 B SEAF
I 0229 55 10 5) ITHEESE AT %2 X2 0D & 12mg [7 A /v ) GREREA) KO Z
¥4 22 0D §E 8mg [77 A /v ) (FEHERIA) O¥s 288 o R S4E 2 7Fl L 72,

WETIE | AASERS BRI BB /< L
R ES s AR R © 900 mL, YR : 37+0.5C
A SRR HoE
i D SRBBIAIS 15 45 LA T4 85% L LT 5.
i .
Wl 50 s 15 5312351 7 BRBRIUAN 00 T H1 S LA 00 75 1
L +10%DHPAIH %,
X BRIRIAIAS 15 4 LPIIC T2 85% L1 LW 5,

TREDIEH AR K OGBS R L 0 WA OFEHZEENIFRZETH 5 EHE ST,
. R (n=12 ; mean=*S.D.)

50 [B]iiz[pH1.2]

50 [E]iiz[pH5.0]

120

100

80 r

60 r

(== ) 4% EE of

40 r
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0

—o-HZ R 3006 2me T7 AL

—-F5 R 200880 [7 )]

15 30
BHEE(D)

(= WY EEof

120 ¢
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80 r

B0

40

20 -

0

——F SR = e 2ng TP AL

#3543 008k8me T7 ALl

15 30 45
BRI

60




50 [A]fiZ[pH6.8] 50 [AlfiA[ 7K ]

120 120
0o F 00 F
3 g | |
g o L
S =
s 60 5 B0
o @ ot
- HS5 R = Rl mg T A L) - HS R = g g [T AL
SO 55283 00k (7 AL 20 —-H524 3 sEsne (7 AL
0 ‘ ‘ . ‘ 9 . ‘
0 15 0 £ 60 0 15 0
B BRI 5) JAHERRISY)

K 1 IEHZEEN BT 2 [R5 GREBR R K OMEHERR O P PR H =R 0 L)

RS | E FL e SERITR R (%)
HIER
e %flff KBl e PR | R | stsAl
pH1.2 85%LA 15 4y 97.6 94.9 SRy
’h " pH5.0 85%LI |- 15 4 89.3 85.5 FiEaS
4 pH6.8 85%FF 3T 154y 88.3 84.3 e
K 85%LA 1= 15 4y 95.7 93.6 A
£ 2. B ORI MEHE (H 2 O HER)
FR BRI
ORI s | WL | meo |2 I Wi
(%) (%)
95.8 0.9
96.0 1.1
97.2 2.3
86.6 -8.3
o2 |0k ousHEs
50 pH1.2 | 154y 94.9 04.6 0.3 £15%EBZHH0 1 HUT W
o e RS T
95.8 0.9
92.2 2.7
98.3 3.4
95.1 0.2




84.8 -0.7
84.0 -1.5
87.1 1.6
91.7 6.2
gg %g {2 DV 7S
50 pH5.0 | 15% 85.5 e 79'8 F15%% 82550 1 1T e
. ) oo : _
6.9 86 +25%EBAHHD 1 0 1
90.7 5.2
86.0 0.5
89.3 3.8
86.3 0.8
84.9 0.6
91.1 6.8
74.7 -9.6
80.5 -3.8
gg gg {1 2 DY A
50 pH6.8 | 154 84.3 88'4 i1 T15%E@BAHH0 1 HEUT Bk
. . 4+ 0, > .
6.6 | T%ERALLO 0
73.6 -10.7
93.5 9.2
83.3 -1.0
87.4 3.1
91.0 -2.6
92.5 -1.1
94.8 1.2
95.5 1.9
gj'é ?g il 2 D =R
50 7K 15 4y 93.6 95'0 11 +15%%B2HH0 1 EUT ke
. . N : _
99.5 11 +5%EBAHHD 1 0 1
94.3 0.7
86.0 -7.6
96.1 2.5
96.1 2.5

(2) BRI
A AR S5 )7 — e BR R TA AR BR 1 /R RVIEIC K S & 3 Br 2 320 L UL T O H A& I i
AL TV ERHERENTWS,

HRE4 Forg | [ BRI BUERFH | VAR

HT7H# I 0DE4mg (7 AV | 4mg |75 rpm | HASRGIAEHGRER 20 | 157 | 80%LL E

HT7220D8E8mg [7 A/ | 8mg |75 rpm | AAMF FIRHHERE 2 | 1574 | 80%LL I

HT72I 0D EE12mg [7 AV | 12 mg | 75 rpm | H AR HFIAEHERE 2 | 157 | 80%LL E




10.5%85 - a

)

(1) FEPSDELGRE - AR SNELVBRGESR - AX(CHT S EH
A LR

(2) A%

(HS2HZ 22 O0DfE4mg T7 AL
56 HiE[ 14 #E (PTP) X 4]
140 $E[14 #& (PTP) X 10]
100 &R, 237 ]

(AZ2=220DgE8mMg 7 AL
56 #E[ 14 #E (PTP) X 4]
140 #£[14 & (PTP) X 10]
100 $E[h, X7 ]

(HS2HZ 22 O0DfE12mg 7 AL
56 #iE[14 §E (PTP) X 4]
140 $E[14 #E (PTP) X 10]
100 §E[Jh, X7 ]

() PREE
A LR

(4) BHRDME
PTP A - B 7B Ly 7 4 L A+T I =T LB TS = AN
NI RV ZFLUR(RY e L Xy v )

PTP YA X : HZ7 43I 0DEdmg [7 A/L]  31xX113(mm)

HZ72%0D#ES8mg 7 A/ 31X113(mm)
W74 0DEE12mg [7 A1) 35%X120(mm)

AR EE S S EME
A L7

12. 2Dt
TR L



V. amkIcBY HIEB

1. SEEIIHR
BERUVREEDTILY/INA T —RIBIE(CE 1+ 5 RBANEEE R O ETHIH]

2. MEEXFHRICEET HTE

5. MEXITHRICEHET HEE
5.1 T A <~ —TIZRHIE L 2l SN BB ICOBRMEHT 5 Z &,
5.2 KRBT WY oA <~ —RERHEDIFREL D b DO OWEAT 240 9% &\ 9 i iTFF b

TU7eW,
5.3 T oA ~ —FUFRENE LIS DO FBEENER BIZ B W T AR O MEIIER S Tn
AN

5.4 fhOFBEEMLE L DERIZWICHE ST 2 Z &,

3. BERURAE

(1) AZERUVHAEDHES
W RAIEIT T # I L T1HS8Smg (1El4dmg & 1 H 2R)MHEMAL, 48
%21 H 16mg (1M 8mg % 1 H 2 [E)ITHEL BROEET L, B JERIZG T T 1
H24mg (1A 12mg % 1 H2[0) EFTHETZ IR HEET HHSIIEEMOMAET
4 AL B S LR I ET D,

(2) BHERUREORERM - REL
R L

4. RERUVHAEICEEY IR

1. AERUVAZICEET SR

7.1 1 H 8mg &£ 51T AZHETIE e < HLERREIER O3 BLZ Mz % B 720 < JFH|
ELTCA4EMEZBATHER LN &

1.2 "R o P E B (Child-Pugh 733 % IFHSRE D FRIZE & L 7= 25 (B) O T E &
F)THE, 4mg & 1 B 1ENGEB LA LS 1THERSG L%, 1 H 8mg (4mg %
1H2E)Z 4 EMUERE L EES S, 72720, 1 H 16 mg 2272\ 2 &, [9.3,
16.6.1 &f]

1.3 BWERZBIRT 5720 BB T ENEE LU,

1.4 BEREEFEE FEREOEHOL ETRETHZ L,




5. BRERRHE

(D BT —5 /80—
AR L

(2) SRR
KPR L

(3) AR RGRRAR
AR L

(4) HREERYEHER

1) BRI ER

NINCDS-ADRDA Y D2l L #E(Z KV probable AD & 2 &4, MMSE 2 2 =
T A 10 ~ 22 J8, ADAS-J cog F VA FFA T A 18 LD K NS D T L
VoA~ —RIERFNIE B &kt G & LT BN B R R EGERER (JPN-3 35k (398 f41)
J OV JPN-5 7Bk (580 #) ) IZBWC AT 4% 2 16 mg/H (8 mg/H % 4 HfH—16
mg/ H % 18 XX 20 #[#H). 24 mg/H (8 mg/H % 4 H[H—16 mg/H % 4 #H[H—24
mg/H % 14 X% 16 B X377 &R (22 Xk 24 M) 2 &% G L7 59, &
SEEANTE B 1%, R EE 2 S 5 ADAS-J cog M V%GR RN T & % CIBIC
plus—J#4 & L7z,

£ 1) National Institute of Neurological and Communicative Disorders and Stroke -
Alzheimer's Disease and Related Disorders Association

£ 2) Mini-Mental State Examination

£ 3) Alzheimer's Disease Assessment Scale Japan-cognitive subscale

£ 4) Clinician's Interview—Based Impression of Change-plus caregiver input Japan

R L NS E D T VY A~ —FUER ST [ & S RICENE L 7= BN T 7 & R %t
LB O GAL-JPN-3 #B. GAL-JPN-5 Bk & (8 GAL-JPN-3 iR 0 #5i
FraXG L LR GREORZ M Z G LTe GAL-JPN-4 BRIC k1T 5 22t
A SAE S 744 B 431 1] (57.9%) (ZRIVEM (BRARMRAE R 23 Te) 23588 bl
7zo B2 b OUX B & AR, ML BAEGER R CTh o 72,



<ERNFE DEERKRGER >
ADAS-J cog IZBWT, 16 mg/HREEIX T 7 AR L ORICHBEEITRD Lo
7o, 24 mg/ BRI T B AREE L g L CHEICENL TV 9,

FA&FHMIRE D ADAS-J cog

. 07D DI & /N I D 7 )
b TIEESD. () | (95%IFIEH] p I
77 &R 1.46+5.72 (118) - -
16 mg/ H 0.37+5.25 (107) (o 4_51350 54] p=0.1388
924 mg/ i ~0.49+4.80 (88) - o " p=0.0123

~ A T AMERSE T R, 1) o E AT

CIBIC plus- J iZBW T, 16 mg/HELIZ Y 7 BAREE L R L CHEICENL TV
23, 24 mg/ HERIX T 7 BARREE ORI

Bt o CIBIC plus—J

BATRD NIRRT,

o | KiEZe | LR | BT o [ERO | BT o | BREE | KiEz | §HE | ..
RO “we | ous | wE [stil| B |oB| B | e |00 P
_ 5 20 24 43 18 6 B
7R (0.00%) | (4.3%) | 171%) | 20.5%) | (36.8%) | (15.4%) | 5%y | L | 118
0 12 24 27 34 12 0 ~
16 me/H | (00) | (11.0%) | (22.0%) | (24.8%) | (31.2%) | (11.0%) | (0%) | © | 109 |p=0.0076
0 4 20 18 39 7 0 ~
24mel B 00y | (a.5%) | (22.7%) | (205%) | (44.3%) | (8.0%) | (0%) | © | 88 [p=0-1193
) Wilcoxon DJENFifeE &
<BERNE MK >
ADAS- J cog IZBW T, 16 mg/HEEL N 24 mg/HEEE HIZT 7 BRREE g LT
BIENL TV Y,
etk Gt O ADAS-J cog
\ 0l DE(E | R mREBEDE .
BaE THELSD. (n) 95% = 1] p fi”
7T R 0.90+5.89 (191) - -
-1.49 ~
16 mg/H -0.58+5.87 (191) [-9.64 ~—0.34] p=0.0113
-2.59
24 mg/H -1.66+5.37 (192) [-3.74 ~—1.44] p<0.0001

~ A T AR SEE AR T 1) AT




CIBIC plus- J IZBW T, 16 mg/ HEEL DN 24 mg/ HEEE b2 7 T AREEE ORI
HEZEITRO bR o Tz,

EH&FHIRE o CIBIC plus—dJ

mate |G Dl | | mins | Eie | ol | b | o | 2% |
77ER (£@ @;m mﬁw<£§w«£@>u£w «&) 0 191 a

16mel 1| oo | (orame) | 20 | 3100 | 3350 | (8.ao6) | cony | O | 191 [p=0828T
24 mg/H «x;%) (2:9@ (153%) (3;3%) (33%%) (uig%) «lé%) 0 | 192 1p=0.8757

1E) Wilcoxon DJERIFIk: &
2) &M ER
BT L
(5) BF - JRRERIGER
Bk L
(6) AERER
1) ERARERE (—RERARERAE . BEERARERE . FARBLERAE) . B ERET

#T— 8 A—RHE . WERFRERRRONE
B L7

2) RBEME LTREFPEDABRITER L 1-RE - HBROME
A LR

(7) Z DAt
AR L



VI. ZE3hEB(CB Y 5IBH

1. ZEEZHNICEAESH HILEYRITILEYRE
RRERONL U NRRF T I v

EE  BEEOH LM ORI RF T IRFTOBFIRLEZSZMS 5 2 L,

2. EBER

(1) YEFERML - YERER
TN A = —BIEREE TIX NN = U CHERE O T 23380 b it B E O JRIA & & 2
LILTWD HT I 0L, 78Fva) o A7 7 —8 (AChE) 25t &I ET 5
Z L TN ACh BE % FR S ho=aF o7 v F L= ) 25K (nAChR) (2%t
T 5 APLAEAIC X VN = U U RSRE A B9 S 5, IS AR RSHIAR PREEME T 1T L 0 A
AL OBEEEAS T &2 I35 v,

(2) BN EENM T HREEAME
FIEERA
1) AChE [HE1EH
AChE Z @B O i G HE L RAKEIZEY 7y MR T EF L=y
v (ACh) R % bR &7 07,

2)nAChR (29 57 RART Y v U IEEER
nAChR @ ACh f & HBAL L 1T R 5L (T v 27 U » 7 EFBAL0) IZHEA L. ACh @
nAChR I T 2EH AR S E 7= (T e 27 U » 7 #5fEH : APLEH) 89,

3) fiE R REE R
TR A RBIAC & B RAMIAREE 2k L C IR &% L7 10,

4) REEENEER
AF AR I ME T /BN T RO E I L FEEEE IO T 2 8ER B D
ﬂf: 11, 12)O

(3) fEFFIRBER - FAESRT
R L



VI EMEBEICET SEE

1. MAREDHRS

(1) aRLEAW M PRE

REER R L

(2) FRERFRBR THR SN M FRE
1) BRANEERSHER

(&%)

fERERAIC 4 mg KON 8 mg 82 HERR O # 5 (22figi) L7z & & i RS LA
BRI P 5A%E0 T B L 5% 1.0 ~ 1.5 BRI Cmax (23 L, 8.0 ~ 9.4 Y
DT, TIKTF L7,

RS AIC 4 mg KO 8 mg $EA BB 0% G L & & oIt RE(KDO W ThiE T A — 4
B +S.D., N=12]

e Cmax Tmax AUC,, Ty, CLy
(ng/mL) (hr) (ng * hr/mL) (hr) (L/hr)
4 mg 23.0£5.1 1.5 (0.5-3.0) 205+27.6 8.0+£3.3 2.99+1.55
8 mg 47.3+8.3 1.0 (0.5-2.0) 431+74.4 9.4+17.0 3.231+2.24
1) H fE (D)

fEFERAIZ 4mg, Smg KW 12mg & 1 H 2], 7 A Z & OMEIEIC TRERD
Wb L7z & PR (IEEEIINVTHOAEICBW TG4 BRE T
(T RRBICE L7, ERRIBICH 1 2 Tmax (/IS K 2E 0 E72 <, Cmin,ss,
Cmax,ss X NAUC < ,ss ITHEIZEHI L THEINL 72, ol 5 (12 mg) O T, & HL
[ 50D T ) [ KX 2R H T e Do 72 1319

TR ALZ 4 mg, 8mg KT 12mg % 1 H 20, 7 B Z & OWiEIc TREROEG LI &0
FHEOTEHEREGES 7 H BB 2 MR RZE(MROIEWEIRE N T A — & [EAEES.D., N=8]

1A 2 H 33 H
Sy Ehfe
INT A—H 17 4 mg 17 8 mg 1A 12 mg
10 2E&EYS 10 2E#HEYS 10 2E#HEY
Tmax ™ (hr) 1.3 (0.5-4.0) 2.0 (1.5-4.0) 2.0 (1.0-3.0)
Cmin,ss (ng/mL) 8.20+1.57 16.4+4.3 25.04.7
Cmax,ss (ng/mL) 33.8+9.0 54.0+11.1 81.9+13.0
AUC z ,ss (ng * hr/mL) 197+38.9 380+63.6 589+88.9
T]/g (hr) - - 107i72
V) T AR (R
—  FHAREE



(OD #&)

fERE A AT 8 mgOD #& (K72 L CHRA) . 8 mgOD #& UK THRH) X% 8 mg #& (kT
ARA) 2 BRI 0 5% G- (Z2EIE) L7z & & | IR AR 2 LIRIR B 13 5% E 0N B 5
L. %5 1.0 Bl Cmax 2 L, 6.7~ 6.9 KD T, TIK T L7z, OD $Eidk
72 L CHRASUIAKR TR L7 a0 nd vy (5 OKTIRH) & A FricFR%E Th

o721

fEFERL AT 8 mgOD #E k72 L CIRA) . 8 mgOD #E UK TR 3% 8 mg #E UK TIRM) 2 Hilal#¢
A#5 (221ERF) Lz & & o Mg RE LDy EE T A — & [FFEE+S.D., N=21]

e As | gl | e | ey | o9
?7?2081%?&%) 47.8+8.38 1.0 (0.5-2.0) 399+82.3 6.8+1.2
?ﬁ%@éﬁf 50.6+8.93 | 1.0 (0.5-2.0) 396£91.7 6.9+1.2
?ﬁ%}%ﬁ) 48.0+9.98 | 1.0 (0.5-3.0) 393+80.7 6.7+1.2

) o il (A PH)
2) AW E R F AR

HF 230D S8mg [7 A
W74 0D E 8mg [ 7 AV | OEKLELERFABREELITOICHTD T
40D HE8mg [7 A/ XiF L I =—/L OD $& Smg (FEAERIA) 2 fEHE AL A
B 24 6 (18 12 #)) 12K 722 L X3k S 0 THERE O &5 L mAEH o R 2 LIRE
FE 2 E LT 3R EhRE )~ & [ LA D A=~ 1 [R] S MR & RRRIE L 72 19,

(1% 98 S S D AW LRV EEMERRBR T A R T A D —ERUIEIZ DWW T CERK
2442 H 29 H SERAR 0229 4 10 B) JICHEL SR TICBIT S 2/
BBRFY A | 2807 0 A F—_"—iEZ W, 0100 2713 BO AR 258 T L,

2 HOABESMZHE T & Lz,
RBVETHEE T MO OWRIERIRIL S ARILLEE LT,

WeBRF TR L C 10 FERML B Tz W T, 1R T &I e L
.20 T8mgEHTHHT 4 I 0D §E8mg [7 AN 1EXIL I =—/

OD #E 8mg 1 HE% /K7 L CHERR & LI H R D # 5 £721% 150 mL K &
L HICHERR O S LTz,

I H TR O TH L bIERIMIEIRRIEOER G, #5415 73, 3043, 1.
AT 1.5, 2. 3. 4, 6, 12, 24 KUt 30 BEfEI#L 0 12 BES & Lz,

tl\

> AT LC/MS/MS i£




YR NT A —H >

HIENRT A—H BENRTA—H
AUC(O >30) Cmax Tmax Tl/z
(ng * hr/mL) (ng/mL) (hr) (hr)

N7 23 0D §E
K7L 8mg [ 7 A/

447.27+76.87 | 55.9511.20 | 1.63*+0.85 | 7.31+0.89

L' =—/L OD % 8Smg

451.563+75.53 | 55.33£8.98 | 1.35*£0.65 | 7.38+0.86

7722 0D §E
Kb 8mg 7 A/

441.65+65.83 | 52.91+8.39 | 1.08*£0.32 | 7.25+1.04

L2 =—/L 0D % 8mg

436.321+63.35 | 49.55£8.64 1.38+1.06 | 7.22%£1.02

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

B on-EyEiE YT 2 —%(AUC, Cmax) \Z2V T 90%(E #8 X VE I TR EHENT
AT o ToAE R, 10g(0.80)~ log(1.25) DFEFHIN T &H V) | Al D LW A1 [R1 ZME A3 R

=i,
AUC (530 Cmax
. 2 WK O el B A i o> 72 log(0.99) log(1.01)
K73
90%15 18 X e 1log(0.97)~ log(1.01) 1log(0.96)~ log(1.06)
Kb 2 T W O el B AL HafiE o> 7= log(1.01) log(1.07)
Vi
90% ({5 X [ log(0.99)~ log(1.04) log(1.03)~ log(1.12)
<JK7gL> <KPHbv >
(ng/mL) (ng/mL)
70 - 70 -
—e— %5 % I »OD$8mg[ 7 A )V | —e— 'S ¥ I YOD$8mgl 7 AV ]
60 --o--- L 3 =—)LOD§8mg i Or -~ LI == )LOD$i8mg
it Mean+S. D, n=24 34 Mean=S. D, n=24
e 50 + s 50
$4o % 40
' %
% 30 f 1t 30
1t 1
7}’2 20 a 20 4
T 10 B 10
0 s : : (| EEE— ' :
0246 12 24 30 (IE 1) 0246 12 24 30 (1))
P51 G- e
M AEH PRI N AUC, Cmax 25D /3T A — X (3 5RO 2R KK O£ B A]
5 e B ORBRSGLMIC K o TR D R[REM R H 5,
(3) h&EE
LR L



4) B=E - HtAEODZE

BEOXE
fERERL AT 4mg FE2 ZEMERF ST BB ICHEBRR A& G Lo & & ZEERER G- & g LT
BHBBETIL Tmax (ZHOTDREBENNA LT, Cmax LTNAUC IZEITFRD B
otz 17,

HHREDEE

NaOxtFUHtAROLPRE
NuxeF O (20 mg/ H KERO#EG)ICL Y T 4% 216 mg/H O 24 mg/
HEGREOMAEF T Z 4 I 2D Cmax,ss [FE1LZE4 31% K O 37%H N, AUC t ,ss
XTI 45% K N 48% M L 7= 19,

VI 7 FHEAEH ) 2 IR

2. EYMEERANS A =4

(1) BB 753
TR L

(2) BATEE B4
R L

(3) HEEETEL ©
7% 0DEE8mg [7 AN UkHV) 0.0973+0.0126(hr ")
(k72 L) 0.0962+0.0116(hr ")

WIUTTUR
AR L

(5) A
LR L

(6) Z DAt
R L

3. BEEGRE A L—a V)@

(1) R 3
LR L

() RF A EHER
AR R L



4. IRIR
MU ER L
5 9%

(1) itk — RiBEPI B
DR L

(2) itk — B AERIPTEB I
MR L

(3

~

it ~DFITH

P - L 2

<BE . Ty k>
HAR~DOBATHRRD BTN 5,

(4) BERA~DBITHE
Mg R L

(5) T DDA DT
R L

(6) MIFERBEE
b MIEEAMER VT ¥ 2 17.8% (in vitro  FHiZHT% 100 ng/mL) 9

6. fX#

(1) RBHEBRLR BT
DR L

(2) REHI-E5T 2BE(CY P OHTE.EEE
REEESR (T b7 17— A P450) D4y 1FE : CYP2D6 K UF CYP3A420.2V

(3) NEEEHEOERRUEOHE
AR L

(4) RBMODEN OB TR UTEILLL R E
MR L



7. Bt
(ERERR AT 4 mg RO 8 mg §E & BIFR 4 5 L7 & & BG4 24 B CIOR P PRE &
NI REARITE G EOK) 18 ~ 16% ThH o 7o, B BRI S H- T F7 > % I 4 mg &
P E U CHIHR N5 L7 & & B b 7 H £ CICB G HORAED 93.4%78 R 11T, 3.8%
PNEEAE R Stz 182 SRE AT — %),

8. F5LRK—S—ISHT BIEHE
AR L

9. BZIZLHRBRER
MU ER L

10.5ENDEREFITHEE
(1) S#E TORIE
fRER S 1 4 mg BE A HRIRE O 5 (Z2giF) L7z & & AP R W IRIR B 1T i 5- 1%
RNIZ EH L FEE5% 10T Cmax IZE L, 87THM O T, TIRF L, 228,
Cmax (34.4+7.8 ng/mL) X X AUC.. (296+50.5 ng * hr/mL) i, fEEER A & Hiit LT
EETH o722,

(2) ¥ REEEIC L S8
&5 EE D ST RERR E R (T 4 mg B8 & BRI N5 L7c & & IR AT RERIRE K OV
FERTRERERR R & L LT CL/F OAXF (]9 23%) XU T, DIER (K 30%) 235588 5
iz, 70ds  RESE ISR B RRARAT Ok R TR TE O & % B T O BT 0 w2V DS Rk
Shiz 202 (BEANT =),

TE TR RERER A S OV 2 OFRFE O ITHRREIR T BRI 4mg $E 2 HIMIRE O 4 5 L7z & & o fEhoRzE
{BARDIRYTRE T A —Z [FH)E+S.D.]

P p gD Cmax Tmax =2 AUC., T, CL/F
: (ng/mL) (hr) (ng * hr/mL) (hr) (mL/%y)
£ + + + +
(N=8) 22.3+6.8 1.2 20847 8.1%x1.5 334166
X [ =
fﬁigﬁ’ 19.0+5.0 1.7 205+40 8.2+1.0 336+63
A AR g
?ijng)—lgﬁéi 22.8£17.6 1.4 2777479 10.5+1.5%3 2586513
[ =2
%%if?m 20.9 1.0 358 12.0 186

£ 1) Child-Pugh 738 2 AFHERE DFEEE & L 728 (A) P55 (B) UV (C) DFFHERERR H 4R

T 2) HRAE

75 3) IR TS RE MR B L Hels L 7= & & D p fi : AUC,, : p=0.051, T,, : p=0.003, CL/F : p=0.061



Q) BHMEEEZICL OEE
A RE K OVER RS O PR RERE IR 1 Z 8 mg SE A HEIRE A4 5 L7c & & VBEHEREDIR T IS
PR IEH BHSREMBR S & Heift L C AUC. O8I, Ty, DIEE., CLy D& T & OVR FFHE
RO DFEO BTz, 728, Tmax & U Cmax (2T b - 72 20 (AMENT —

o

TR R RE AR S UV 2 OFRBE O AR AERR T BB 1 8mg §iE & IR M G- L7z & & O oRA
LR DD BERE T A — & [SFfE+S.D.]

B A D Cmax Tmax 2 AUC., Ty CLy
FPEHE (ng/mL) (hr) (ng - hr/mL) (hr) (mL/%y)
IE + + + +
(N=8) 38.7+8.1 2.4 419+94 7.7+1.7 71.8+21.5
= s e
?;i‘gﬁﬁ% 42.0+8.5 1.5 5774212 10.5+4.1 | 39.7+£18.0%%
%\ng% 43.0+11.6 2.6 69824759 | 11.9+2.6%% | 19.9+5514

EDIZLVLTF=o 7 )75 A BEREDORRIE L U7z IE# B RE SR # (70 mL/43/1.73 m2 LA L] 3
N FEEEE[30 ~ 60 mL/55/1.73 m2] L OVEE[5 ~ 29 mL/43/1.73 m2] O B REREFE E9E R A

% 2) HRfE

1 3) I B HRERIR S & A EH Y (p<0.01)
1 4) IEF B HERERIR S L A EED Y (p<0.001)
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BE

B ER W DR K OV B DML L 0 SRS LT 2 FIRetEN B 5, [10.2 &
]
9.1.4 TERIRFAZEDH D EE XITEMFMERDEE
JERDSEAL T D TREMED N &
9.1.5 TANAFDEERRERINoDBREENHLEE

AR INEZHIET DATRRIED & D, £ 72, T A~ —BIERAVE I AR A
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9.1.6 [REXmMERIFFAEMMEXEDREENDHSEE

SRUE SO A OMUE B OV SRR 3 D TCHEIZ K 0 SER DS AL D ATREME D & 5,
9.1.7 S#ANBREE(N—F VYR N—F VY VERBF)OHLHEE

BRERIRD =) R iRk 2 TS 5 2 LT L0 JERZFHH SUIIEET D e B 5,
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AFREIEE B E
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AR OIMPPREN ERT 28203 H 5, 7.2, 16.6.1 &H7]

9.3.1 EEDOIEEESE (Child-Pugh 7 AFHEEDIERE L L-EE (C) DIFEETESE)
P GRRBR AN T2 < VBRAEMEDFEST. L TR =D 5 Bt 25 LI S D 3
BERE ERERET S L,

HIEREEE T HF
RE S LTV

bt

9.5 1EiF
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<FvoLEY CAY

. B—H5 - A%E
SEREHMA 0 U =— VEE dmg, $E 8mg, #E 12mg, OD £ 4mg, OD #& 8mg, OD #&
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CIEE S S A SONRIS: 3
. EFRREEAE
2000 4 3 1




12mg [7 AV

8. HERGEAZIEABRVARES EMELENSEFER B . RFEHBREAR
= R IR FE AR — SR FEE BB A
W 7e 44 A A KR 1 A A A
ﬁiiyiVODﬁ 2020452 7§ 17 H | 80200AMX00400 | 2020 4£ 6 J 19 H | 2020 4 6 J 19 H
dmg 77 AV |
ﬁﬁﬁ&iVODﬁ 92020452 7 17 B | 30200AMX00401 | 2020456 A 19 H | 2020 456 A 19 H
8meg [7 AL
AT2F 22 ODSE | 900049 717 0 | 30200AMX00402 | 2020456 A 19 B | 2020 4 6 A 19 H
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%2 L 720
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12. I R AARHRICE T 5 1FR

10 BEEHRR BHRRLAREABRVEORE

ARFNZ BN BT D HIRITED STV,

13.%fa1—F
o JEAE SR SR | B EE S = — R N | BT NEENLER

A7 x5 OD & 1190019F4060 1190019F4060 128079101 622807901
4mg 7 AV
N7»% 3 ODg 1190019F5015 1190019F5066 128080701 622808001
8mg [7 AL
#7253 OD & 1190019F6062 1190019F6062 128081401 622808101
12mg [7 A/

14 KRB HFLDEE

AFNIRIRZIFE EOBRRIEKL TH D,



X 1.XHk

1. BIRAER
DHIZrEIvoal)raxs 7 —EREEH (LI =—/L8E/0D §&/WHK : 2011 1 A
21 H&GR, B EEHMEEE 2.6.2.2.1.1) (D-002918)
2) thNE R} ¢ ZeE MRS (hnisEER)
3) FENE R} ¢ 2 MR (Ea%E)
4) FENERE AW IR S R (A 2 Bl b)
5) 7 & I v OENEEREEEBRO (L 2 =—/LEE/0D §E/N AW : 20114 1 A 21
HKGR, HiEEEMEEE 2.5.4, 2.7.6.1, 2.7.6.2, 2.7.6.8) (D-002916)
6) 7 # I OENEERIERRO (L I =—/LEE/OD §E/WHHK : 2020 49 A 23
HAE ., A ) (D-002917)
NHTEIrDT7y MERTEF LY REICKHT H1EH (L I =—/L§E/0D §E/NH
W0 2011 4F 1 H 21 HAGR, HEE & EHMEZE 2.6.2.2.2.1) (D-002918)
QHT U EIvD=aF T vFal RIS D EEER (L 2 =—/LEE/OD
FE/NMIE © 2011 4F 1 A 21 H KGR, HEFE M 2.6.2.2.1.3) (D-002918)
9) Samochocki, M. et al. : J. Pharmacol. Exp. Ther. 2003 ; 305 : 1024-1036 (PMID :
12649296) (D-002919)
10) 7 % 2 v OMRHIIRRH#EIER (L 2 =—/L88/0D 88/ ik : 2011 4 1 A 21 HK
R HFEEEMTE 2.6.2.2.1.4) (D-002920)
1D AT I OAFF A I ZEREGEFE RIS T 5% (L I =—/L6E/0D §E/NH
0 2011 4F 1 H 21 AZGR. HEEEEHMEZE 2.6.2.2.2.6) (D-002918)
12) W7 5 IO AT 3 X I REENY[EIEE T E BRI T 5 205 (L X =— L EE/0D $E/NH
% 0 2011 4F 1 H 21 AZ&GR, FEEE ML 2.6.2.2.2.7) (D-002918)
13)Zhao, Q. et al. : J. Clin. Pharmacol. 2002 ; 42 : 1002-1010 (PMID : 12211216)
(D-002910)
14) 45 v % I v oEYEREOME (L I =—/LEE/OD 8/WHIE - 2011 4F 1 A 21 H &R,
H RS & EMEEL 2.7.6.18, 2.7.2.2) (D-002911)
15) 7 > % X 2 OD §E & BERI DL iR S ERER (L X =—/LEE/OD SE/MATHE : 2011 4 1
A 21 AR, FREEEHEE 2.7.6.16) (D-002912)
16) tENEEL - AR 2R [OD #& 8mg]
1) 7 % X OFEYBNREI kT 5 B O AR (L I =—/LEE/0D $&/WAHK : 2011 4 1
H 21 &R, HEEEEHIEEL 2.7.6.11) (D-002912)
18) W7 2 vkt F U OMAMEHOR (L I =—/L88/0D §&/WHHK : 2011 41 A
21 HARE, HEEEEHIEEL 2.7.6.31) (D-001675)
19 H T X I OEAEESROBREN(L I =— LEE/0D §8/WN AR : 20114 1 H 21 HK
o EEEEMIEE 2.7.2.2) (D-002913)
20) 7 4 2 ORBORGET (L I =—/LE8/0D SE/NAT : 2011 45 1 H 21 H&AR, H5h
BRI 2.7.2.2) (D-002913)



21) H T v # X OIS ORE (L =—/LEE/OD S8/ IR - 2011 4F 1 A 21 H&R.,
HEEEEMEEL 2.7.2.2) (D-002913)

22) 777 o Z v ORI ARG & ORI ORF (L I =—/L$£/0D S/ : 201141 A 21
H &GS, FFHE M 2.7.6.19) (D-002914)

23) FHEIZISIT D H T 2 % L L OFMBREORF (L I =— 1 48/0D FE/FHK - 2011 4 1 A
21 AR, HEEEEHIEEL 2.7.6.22) (D-002914)

24)Zhao, Q. et al. : J Clin Pharmacol. 2002 ; 42 : 428-436 (PMID : 11936568)
(D-001677)

25) P RERE =2 X 2 2 (L 2 =—)LEg/OD S8/ AR - 2011 4F 1 A 21 AR, W&k
W2 2.7.2.2) (D-002915)

26) BHSREIE EWBRE ICBIT AN T & I L OEYEREOKREF (L I =—/LEE/OD &/ 1
% 0 2011 4F 1 H 21 AZ&GR, HEEEEMIEZE 2.7.6.25, 2.7.2.2) (D-001678)

QN HT v H I An~A v OMALERORKE (L I =—/LE/0D §&/N IR - 2011 4
1 A 21 HAGE, REF & EHMsEE 2.7.6.30) (D-001676)
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XII. &

CFRF - BREXIEICK L TERIKHIBIZ1T 5 (2H = > TOSEER

AEQERICEAT SR KEICEARZZTTOWEVREICEAT 2EHRMNAEEN LA
BAZEMEILILTLVEVABTELEFENTHEY  HCETHLRB SN TWIRBRAETSHE
ONHEREZERL LTRRLTVWA  ERREENBRREAZRITT 5 L TOSERR
THY MIFQAEZTRT LD TG,

(1) 8%

HFy# 3> 0D & dmg [7 AV

IR BB A ZEMEIL R E (256°CT5%RH, 90 H) . (120 5 1x « hr) D& KM

WZBWT WPFHOREBRIE B IZB W THEMEOEIANTH - 7,

WBE (256+2°C., 75x5%RH. Y - AU Eua4yal)

AR H FEHI D HREAE B Air 30 HH 60 H H 90 A A
PR (CeRNPES T EEOmAE X (A X (A Ei7e L
T RER 95.0 ~ 105.0% 98.5 98.1 98.3 98.6
1.3 [F Ol (%)
6 (256+£2°C. 60+£5%RH, 120 /i Ix - hr*l AR U & 1 434))
AR H FEF OB AE B Akr 60 i 1x * hr 120 77 Ix * hr
LC /N Rt D F B B DOMR EAvia L Eieia L
JE R 95.0 ~ 105.0% 98.5 98.0 97.5

$%1.1000 1x, 50 HH
3%2. 3 [l (%)




HZ7 20D &E8mg [T A/

ByIR R IC B 1T B 2 E eI IR (25°CT5%RH, 90 H) (120 5 1x « hr) DT
IZBW T WTHORBRIE BB W T HHREORIHIN TH - 7=,

B (25+2C, 75+5%RHEN - AU o 4a)

BRI H BEF DB AE B AR 30 HH 60 H H 90 A H
LC /N IRt D F B WAREDOH AR ZEieie L X (AP b7 L
TE R 95.0 ~ 105.0% 98.3 98.0 98.2 98.1
1.3 [F O FHIfE (%)
t(25+2°C. 60+5%RH, 120 77 Ix + hr*! K Y & 2 534)
B H FER OB AE B AR 60 /i 1x * hr 120 /5 1x « hr
LENE /N AR D F b AR DR A7 L EAb7z L
E LR 95.0 ~ 105.0% 98.3 97.7 97.6

$%1.1000 1x. 50 H[#
3%2. 3 [l (%)

HF7 20D & 12mg (7 AV
IR BT B ZEMEIT R (256°CT5%RH, 90 H) . (120 7 1x « hr) D& LA
WZBW T WTHORBRIA B IZRB W T H HEOHRHIPFHANTH - 7=,

1AL (25£2°C, 75E5%RH N - AV o dya)

AR H BEA DL AE EEL LG 30 HA 60 H H 90 A H
CR VN ERENDES SEENPY5FN Ak L k7 L b7z L
TERER 95.0 ~ 105.0% 97.9 97.1 97.7 97.7
1.3 [\ D FHIE (%)
ok (252°C. 60+5%RH, 120 Jj Ix - hr*! AR Y £ 1 /3H)
AR FEF O HFEE BR AR 60 7 1x - hr 120 J7 Ix - hr
CI VN SNBSS H DA b7z L ZAk7x L
TE L 95.0 ~ 105.0% 97.9 98.6 97.6

$%1.1000 1x, 50 Hf#
32, 3 [ DO FEIE (%)
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BB FILTRE RGN R 7 7 55 2 U (U & H el 7 (B FHEMAE
et o 2 —UEHER) (W CIE S . 2006) BB LTz,

EHZRE
THNEVY T TT v A7 Y — (20 mL) (7 /EH)
2= T INT 4 —FT 4T F 2—7(8Fr., 120cm) (AAT v —1v v Fil)
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VY UUHICERIEFOEFE1IFEANTER R EZRE L.V U 22 55°COE: 20 mL
ZWONELD EE L. 5 KON 10 45%ICv ) P B TF T 90 JE 15 [HE AR L. AR

BWORM A BIET D,
BONT-BRBIRERERER D T —T VOEANRE Y 2 ~ 3 mL/sec ODEEF?“C“?EEJ\
LoaidatE 2845, Fa—7 13y R EoBRELIEEL, ﬁilj‘ﬁﬁ)\;ﬂm) 4D 2
Z KA U At (3 A G) 2 80 ecm D& S ?/%ﬁéﬁﬂﬁ %@*%EAL
TFa—THNEWD & & Fa—TRITEFEWHH LRI Ei kI ER L &
T 5,

A

T8I 0D EE4mg [7 A0 ] KHIB5C). 557, 8Fr.F = —7 Z il L7z,
730D E8mg [7 A/N] 1 AKHKIBSC), 547, 8Fr.Fa—7 ZiEil L7,
750D §E 12mg [7 A KEIBEC), 557, 8Fr.Fa—7 @il L7,
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