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4. FHRERIIZNR
TILYINA I —BERHERU L E—IVFBERREICH 1T 552
FNREREIR DAETTHIH

5. SHREXIIZHRICEHEY BiER
(RhgELLE)
5.1 FFIAT VY NA < —BUFRANE K OF L & — /MARLEZRRIE D

TR DE DDETEIMEIT 2 L VI BB STV,

5.2 7IVYINA < —BIZRAIE R O' L ¥ — /IMEBLZRAIE BAS DR
FEMREBIZBWTARFDBENMEITHER I N TR,

5.3 MDBEEMESR L DEFIZWICEETSZ L,

(7 IVYINA % —BUERHE(C H [ DERFAEREIRDMEITHIHI)

5.4 KENZ., 7Y NA < —BIZRAE L B I W BEIZDA
FRHTRZ L,

(L E—IMFBISBHNEIC 17 2 ERHIMEREIR DTN D

5.5 AFZ. REVERERIEREL., (17, ERERE] OEOR
BIZDWCHDICEE L ZEMXIEZDHREDTT, LE—
IMABIZRSIGE DES RS W EL ¥ IC B D X | BY LEREER
EFIZXY) VY —/IMRBRIZRANE & W X h, AFIOFERNE
T ¥ X n-BEIIOMERTEZ L,

5.6 MBHER - TEIESE. 2RERERIIN T D EFOEE
IR INTWARY, [17.1.3, 17, 1.4, 17.2. 158]
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(FIVYINA 7 —BISBEMEIC B 1T DERHNGERERDEFTHED
BE., RAIIERAROIVERSIE L UTIH1E3ngN SBEE L.
1~2:BRIZmgIcEE L, BOKRET S, BEDT LY INA
< —BUSRAE S IZIE, SmgTAERMILL EIRBEES, 10nglliEE
T3, BB, ERIZEXVEEHBET S,
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13.2 W&
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14. BRLOZFE

14.1 ZFEEIRFEFDOFR

14.1.1 PTPAEDEK|IZPTPY — I\?J‘bES(‘)H:’.b’CEﬁﬁTécto
fE§52 L, PTPY— MORERIZ LY | FEOSAIIRERE
BEARIAL, BIZEELE28 I L THRBIASSOEE LS
EEHETEZENH B,

14.2 FEHIRABKDER

14.2.1 AFNFEDO LIZDE TERZBEI L LHET S -
B, K2 UTIREATETH S, £/, KTRATZZ2LET
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14.2.2 KHNIE- £ FORETI
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15.1 ERERERICE D <15k
AENZB T, NINDS-AIRENZZMrELHE 12 &3 U /= BN I & MR
ECRESIZERRER) 2RI h-BEE2NE (7Y
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AR HREE A EERABRIABRNER I Wz, BFDOHER
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BEADLEERTRII RARIINIERE Gng X 10ng) B
1.7% 75 v REEL I$TH - =0, FEHENLREERE TR ) -
7z

15.2 FEERARERICE D <15k
BMER (1 X) T, FE3IV - RY MNIVE R —)VFREEX
uNybAwt&—wﬁMTLb$° VIVIERRIE R %5 L /-
BE. WRIRIEINH S DN TIZE - - & DRENH B,

16. ZEEhiE

16.1 MAjERREE

16.1.1 HEOgs
BEMABTFENZIC, EFLMAETRERERORS L/ XOESM
FEREE (Cn) ROMSEFEE -BREGRTERE (AC) 3RE580
EINREL TE < o 7z, Sng XUk 0ng B EHR ERFIZ B 1) 2 EEfe
NI A—=RERITRUEY,

BRI FI25mg XL 10ng BEEE OB 5 U 2 BROEYEIREN 5 A — &
()

wEE Crax Tpax AUC tie CL/F
(ng/mL) (hr) (ng-hr/mL) (hr) (L/hr/kg)
5ng 9.97 3.00 591.72 89.3 0.141
+2.08 +1.10 +155.87 +36.0 +0. 040
10ng 28.09 2.42 1098. 40 75.7 0.153
+9.81 +1.24 +304.63 *+17.3 +(. 043
CL/F: ¥V 7SV A (Mean=£S.D., n=6)

16.1.2 RE®RS
BERAEF 2SI, SEX5ngXidsng™® % 1H1E14HEREROR
5 U7k, RIEZREHOMBEFREE IIRSEHOGEM CTERRBIEL.
EEMD D VITEHERICE IRV EZSNEY,

16.1.3 EMERRZFMEAR

(RRARIUIVIEESIE0DE3Ng [E%T1)
R ROIVIEREEDSENG THET) 7Y &7 MDEEdng%, /O A4 —
N=HEIZE Y ZhERIEE (RARIVERBEY UTng) BERASE
FICHABREBEEROKRS (KTRAKRUKZ LU TIRA) b’C[m*;%DP*
ZLFEELZEEL. BON-EYEHRNS A—4% (AUC, Cmax) |
W TI0NETE X Ik I THREHARMT 21T - /=45 8. 10g (0. 80) ~1og (1. 25)
DEFEHNTH Y. T DEYZOREMEIFERINEY,

(1) ODfiE3mg. KTRRAE

HIENT A4 BENSA—L
AUCo-144 Cmax Tmax Tz
(ng - hr/mL) | (ng/mL) (hr) (hr)
KA RO )IVIGREEE
0D&E3ng [ H %) 237.18+43.31(5.28£0.74| 3.0x1.6 |63.0%=14.5
7 Ut 7 bDEE3mg [234.82+48.49(5.06%0.71| 3.0£0.8 |63.7+18.1

(Mean=£S.D., n=22)

KR UTREIERVWI L,

(ng/mL)
7 -
6 L
—— R AU B OD FE3mg [ H 1)
5 —-O=T Ut 7 D§E3mg
g;%;— 4 s Mean=S.D., n=22
=8}

0 24 48 72 96 120 144
¢ (hr)
(2) oDgE3mg. KA L THRA
HIEINT A— A SENT AL
AUCo-144 Cmax Tmax Tiz
(ng - hr/mL) (ng/mL) (hr) (hr)
R A _RO)IVIERSE
ODg3mg [ H %) 233.23+46.95(5.04%1.01| 3.0%£0.9 |69.3%+14.1
7 V& 7 MDEE3Ng [242.35%47.25(5.23+1.01| 3.0£1.0 |68.6*16.4

(Mean=£S.D., n=24)
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o
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AR REEN CNZAUC, CmaxZED/NT A — &, HERE DBEIR, KIED
BRENEE - KRZEDORBRMEICL > TERSARENDH S,

(RRARIIVIEEEIE0DERSmg THETL)
R AR )VIEREEDSESE [HE) &7V & 7 MDighng%, 70 A4 —
N=IRIZX Y ZNTNIE (RARIIVIERE Y UTong) BERASR
FICHERERRORS OKTIRAKRUKZUTRA) LTlfEdk
ZFBEELZREL. Boh/EWERE S A —4 (AUC, Cmax) 12D
W T I0%ETER PR I CHEGHARIT % 1T - 72 A5 . 10g (0. 80) ~1og (1. 25)
DEHBENTH V. FTEF DOEYZARSEIHER I NEY,

(1) ODgE5mg. K THRA

HENT A=K BENFTA—X
AUCo-144 Cmax Tmax T1/2
(ng - hr/mL) (ng/mL) (hr) (hr)

A RYIVIERSIE

ODgE5me [ H %) 456.06+94.63|12.31%+2.92(2.1£0.6(63.9%+12.8

7Y% 7 MDfebng |448.35+93.40|11.91%2.30(2.4+0.6 |63. 7£10.7

(Mean=£S.D., n=22)

(ng/mL)
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—0—7 U7 FDEES Mg

Jﬂjﬁl 10 Mean=+S.D., n=22
i
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(2) O0DgE5mg. K% U CHRA

HIENT A4 SENTA—4

AUCo-144 Cmax Tmax T

(ng - hr/mL) | (ng/mL) (hr) (hr)
R A RO IVIERSIE
0D§E5mg [ E ) 395.02+86.56(9.89+2.40| 2.7+1.0 |65.3*=14.1

7Y & 7 hDEE5mg |402.84+72.24(9.43%1.87| 2.9%=1.1 |63.0%9.4

(Mean=S.D., n=23)

(ng/mL)
16
14
12 H —— [ R ODSESmg [ H
-7V 7 NDEESM
Jg%lo [l \’IL\ani’S.D.jkn:ZZ
T8
JE 6
4
2
O 1 1 1 1 1 J
0 24 48 72 96 120 144

A (hr)

MEEFRERE Y ONIZAUC, CnaxZEm/8S5 X — &1k, HEREDER, (KD
RENEE - RS DRBREMEIZE > TERSAREENH S,

(RRRIIVIGEEIRE0DEE10mg TEHT1)
RARYIVIEREHEODSEIOmg [H#r) & 7Vt 7 FDEElOmg%:., 7O AA4—
N—=FEIZX ) ZNZNIE (RARVIVIEREE L UTl0ng) BERAS
FICHERERRORS OKTIRAKRUKZUTRA) LTlfEhs
ZRBEEZHIEL. Bon/-EyERE/NZ X —4& (AUC, Cmax) 12D
WTY0GETE X BRI THREGHRRMT % 17 - 745 8. 10g (0. 80) ~1og (1. 25)
DEBENTH V. FEF O EYZARSEIHER I NEY,

(1) ODg10mg. K CHRA

HIEINT A—& SENTA—L

AUCo-144 Cmax Tmax T

(ng - hr/mL) (ng/mL) (hr) (hr)
K3 RO )VIEREE
D&% 10mg [ H ) 978.88+223.08/31.06%£6.76| 2. 1£0.5 |56.7%9.8

7Y% 7 hDFE10mg [929. 15+206.01|29. 12+4.91| 2.4+0.6 |55.1+8.7

(Mean=S.D., n=28)
(ng/mL)
40
35
30 o A L OD L OmeT 157
—O—7 U7 FDEE1Omg

Mean=*S.D., n=28

WREE-T e
)
(=]

0 24 48 72 96 120 144
IREfH] (hr)
(2) 0DgE10mg. K%L THRA

HENT A—& BENTA—X

AUCo-144 Cmax Tmax T

(ng * hr/nL) (ng/mL) (hr) (hr)
KA RO )VIEREE
D% 10mg [ H %t 917.54+220.42{27.15%£6.38| 2.3%£0.7 |59.1£9.7

7Y% 7 hDFE10mg [896.40+177.76/27. 11+5.70{ 2.5%0. 8 |57.9%10. 8

(Mean=£S.D., n=27)

(ng/mL)
40
35
30 - N AU AEHEODEE10mg [ A )
—O0—7 V7 hDEEIOmg
g};’_ 25 Mean=S.D., n=27

AgfH] (hr)

AR REEN CNZAUC, CmaxZED/NT A — &, HERE DBEIR, KIED
BFENEEY - REEOHBREMITL > TRRSTWRENDH B,

16.2 DRUX

16.2.1 BED%
BERASDFENGITRIUCKIETBEOEE S fE2ng™ THRETL -
R, EARESOMBEFREIERERLIZFARLERERL, &
HIZIBFEIZD SN oY,

16.3 9%
In vitroiRBRIZHEWT, b MIFEEAREARIESS.9%THY . in vivo
TOMBEEAKERIFI2. 6%TH oD Y,

16.4 X35
ERBEREEIIN-FLT7 NV FIMERIETH Y. ZHITRNTO-Fii A F L1k
RIBEFNIRS TNV u VBAERIETH D LEZ SN,
N-Bii 7 VAL IGIZIEE & U TCYP3AAAY, F720-Bi A FIMERIGIZ
13E & UTCYP2D6A RS L TWB Z AR NAY, [10. 58]

16.5 HEft
BERAB T EgIc Mg 2 BEROKS Lz %, #5%THE
FTICRBUICHEE X N RERIZBRESEDI. 4THY , REWEE
HZL29.6%5ThH-o/z, /-, 10mgDEEROKS%., IHEZTIZHE
it X Nz REAARIZRFTL0. 6%, EFTLIHTH > 2. REMEKRT
R % &5 U 2R HEERIX35. (% TH V) . Eh Pt RIXS. 4% Tdh -

. 10)

16.6 FEDEREFITHESE

16.6.1 BkeEEEEE
BHEEERE 2T RICiing 2 BEROKE L 2 & X DRy EEN
S A—=RIZIE, BERADZTNEEBZIZDOSNEN -2 (SE
ATF—=2%),

16.6.2 FFHsEREESE
T A= VEFEEERE 2 RIS 2 BERORES L 2L XD
MBI T A — ZIIBERERA & HE U TR EEE DCud’ 455 <
BEENZED SNED, MDRS A —RIZEBREIFED SN /=Y

HEAF—%),

16.6.3 =EE
EEE R MR I SEmg® 2 EEROKRES Uk XOEYERENS X —
SUSBERERA L B U T IHEERBHEIN L EERICER U2, Cun
L RCAUCICE R AR ZEIZRD SN b - 727,

¥) ARAERCHEEIR, TWYNA I —BZRAETIE DREE. JA
I RAARDIVIERE Y UCIHIE3ng» SBAR L. 1~ 2B/ IZ5ng
ITHEL, BOKET S, BEOTIVYNA Y —RIFRAESE I,
Smg THEM A LA, 1nglcEET 2, b, ERICIVERRE
T5.1. VE—/MREIZERETIE DEFE, RAIZIE AT IVIERIE
L UCIEIEBmgN B L, 1~2BHZICgICEE L. ROKET
%, SmgTLEML EiZiEM%, 10ngicEE& Y5, &b, ERIZEYSng
FTHETX%.] TH5,

17. BRERAGE

17.1 BWERCRLEICET SER

(BERUHREFEEDTIVYINA 7 —BIERME)

17.1.1 EREMEER
BERCHREEDT IVY NA 3 —BIRAEBE2686] & WEIT B AR
VIVIERIESESng (3mg/H = LEMKZ 5%, Smg/H = 23BMKE) Xk
7T e R e 24BMERE T 5 _EEREEGBRE EBL /2,
R EMEERERTMIC S\ Tomg# i 77 v R LB LU THERIC
BT\, [HE] U EOEIEIIong# T8, 77 LRI, REE
b1 AT DEI&IE5mgBELTh, 77 RBAMTH o /=,

A& S ARER RAERETAT

v |0 | @G| | | HH A,
o~ | 5 o | ™% e | B e e | B

Bl ] 1 19 | 40 | 36 | 15 4 0 1
Smg | % | (1) | (16) | (34) | 1) [ (13) | (3) | (0) | (1) | 116
X% (17) (34) | B1) (a7
Bk ] 1 13 | 10 | 40 | 21 | 21 5 1

%o LD 1 C12) | (9) | €36) | C19) | (19) | (4) | (1) | 112
X% (13) (9) | (36) (43)

FRHERE & B9 5 ADAS-JcogB R DR AL & RITRT (R
£ 1 20500), BE5FIIRIEE DBREDFH TR, BEI2EK LY Sng
BNT 7 RBE LB L THRARENRD SNz, BRHEIFO5gRE L
T RBORERBROEMEBNERL URTHo 1,

ADAS-Jcog DFEREZAL

7R

Al wop | VEPSOZRET | EEEOHREILE

P A SEHfE£S.E. (n) g

128 5ng —3.03=0.47 (106) -
7R | —0.84£0.50 (101) 2.19

. 5ng —3.0720.50 (%)

28 o m T 20.1120.56 (36) 2.9

- 5mg —2.70%0.48 (107) -

el FS5EAR | —0.26+0.52 (98) 2. 44

(XA F A EIZHEERT,)



HEETIIRETH 25 (ROBHEMERIRY (BRI E - 228
B, BE5FEEE L DBREDFIE TR, BEIER LY Sng#N TS
TARBEL B L CEEREESRD SN/ 19,

RAIHERE & B S DMUSEB R OBRMEDENEBD T 7w RBEL DX,
3mgBE, SmgEE, 10mgBEZNThI. 85, 4.1, 2.8 THY. 2TDE
TS RBELHBEL TERLZBENBD SN -,

AL DMMSE

(REEHEDERE(L
A s | VEPSOZLET E LR DRI
il = FHELS.E. (n) g
- 5ng —0.12+0.08 (113) -
FS5ER 0.23%+0.10 (109) 0.35
o4 5mg —0.14%0.13 (104) -
= 7SR 0.72%+0.17 (95) 0.86
e 5ng —0.10=0.12 (116) -
B F5t%A | 0.75%0.15 (112) 0.85
(%4 F AEIHEERT,)

X1 [REHEREEADME] — [0BEDE]

X2 [Fo v RBEDGEN S DELEDFE] — [SngBED0EN S DE
{LEDTHE]

X3 BAREFIIRAI . UC2LER DM & U225, ik - BiEFIc D> WT
I3, 128U EDREND 2BEDRET — X T ONE L LT,

R 0E» S DEALE™ ZALEDOEEFHE
FHfE£S.D. (n) g
10mg 2.3%3.2 (30) 2.8
5mg 3.5%3.2 (30) 4.1
3mg 1.2+3.8 (30) 1.8
A —0.6*2.7 (28) -
(77 A BIZWEERT,)

BHER - TEREED S bR, RS & 3§ 2NPI-28 8D
BREBOEAED TS REEL DL, IngBE, SmgBt, 10mgBEZ hZ
N—2.48, —3.68. —5.2=THVY., SmgBt. 10mgETT S AREL
B U TERREENRD SN,

HALEE DNPI-2

(BEDTIVYINA 7 —RIZRHEE)

17.1.2 EREIHEHR

BEDTIVYNA 3 —BIZRHIE B 30261 & M2 IZ N A RYIVIERMIE
$E10mg (3mg/H % 2 AR 544, 5ng/H %2 4EMKS.. R\ Tlong/H%
18EMHE), 5ng (3mg/H % 2AMB %, Sng/H & 228MEE) XX
TS5 RELERRET 5 _EEREBRBRE ERL 7,

CIBIC plus (£MEHIEEFREREHME) ICBWTI0mgBEL T S RBEL 1
BLUTHRIEBN TV (BKMRTNE 1 287410,

BABEDCIBIC plus

i | B0 2 2 0 | HE |,
= w | O e | ™8 e | B m | e [T
10ng HiE 0 7 35 20 19 9 0 0 90

w10 T @ TGy e Tey Tao T 0
Sme HE|l 0 4 27 26 30 9 0 0 96

W T T @ Te Tes ey T 70T o
—mE[ 0 | 6 [ 18 30 [ 34111
IR T T e ey T e Tan T T

e 0E» S DELE ZALEDREMH LB
FEELS.D. (n) FigEe
10mg —5.1+4.6 (31) —5.2
5mg —3.4%3.9 (30) —3.6
3mg —2.2+6.1 (30) —2.4
A 0.2+4.0 (28) -

(A F AEFHREERT.)
ARBRIIFRNFERTHY . FEMMEEE ILBRE Y, FHMEEEE -
FAEBEOREDZEMEHIEHL THARWD 1[5, 62R]

17.1. 4 EINEMEER

LB —/IMABIZRAE SRS (MSES A : 10AEAE26 s BAT) 1424 % x5
12 RARDVIEREESEOng (3mg/ B & 2AME 5%, 5Sng/H % 4EE#
5, RWTl0ng/H #6EMZE). 5ng (3mg/H & 2B Z 5%, 5ng/
Hz10EM%E) XE7 7 R210EM#%ET 2 —E5RHEHARE
EREL 7z,
REIHERE & B S D MUSEB ROBRMBEDE{EBD T 7w RBE L DX,
SmgHE, 10mgBEZNZN0.85%, 1.6 THY., 1ngHTT S REEL I
BRUTHERARENRD 6N,

AL DMMSE

FRAIMERE & BTl 9 B S IR R ORI OLIE & RITRY (RKAEIT
£ 129060, HBERAIARE L D/REDFIITIE, SngBE, 10ngBETh T

B ER 0N S DEALE™ Z AL B ORI LB
FHfE£S.E. (n) g
10mg 2.2%0.4 (49) 1.6
5mg 1.4%0.5 (43) 0.8
EA 0.6+0.5 (44) -
(75 AEIZWREERT,)

R - TEIRED S5 b AR, BAKAERE = FHi § 5NPI-2F R D
RAEDOEILETIE, SnghE, 10ngBE L &IZT T v RBF L ORMICHERZE

M. 6.7 9.0HTHY ., T RBLUBL TERREENADS
nz__ls),mo
BAEEE DSIB
o BN S DELE™ ZALEDEEFLE
FHELS.E. () g
10mg 4.7£1.1 (92) 9.0
5mg 2.5%1.0 (96) 6.7
7R —4.2%1.0 (102) -

(75 AfEIZREERT,)
K1 BARERHIRAIE UC2LEREOFM & U225, ik - BiEFIzDOWT

I3, BT — R ERFONZ L U,
X2 [ERRoE] — [0EDE]

FBDSNgino 7z,
HALEE DNPI-2

X3 [EHREBHOGES, S NELEDFEHME] — [77 2 RBEOENS
DEALEDFII(E]

(L E—IMEBISRHIGE)

17.1.3 EREOIERR
U E—/MABIZRAIGE B (MMSE/S A : 10 E26 5 BATF) 14041 % 1t
12 RARY)IVIERSIESE Ong (3mg/ H % 2;8[# 54, 5Sng/H % LEMHEH
&, R Tlong/H %68/ #%5). 5mg (3mg/H % 2EMBE%. Sng/
H#I10ERKE), 3ngXid 7ot Rz 128M% 5T 5 —EERILER
BREEML /-,
LARESFRAEIR % $4Hi ¢ B CIBIC plusiZHB T, 3mgRE, 5Smghe. 10mght
FOThE TS RBL B L TERIENT O,

BAEEDCIBIC plus

% | 20 g B e L

K58 w | 5 g | TF | m | B | mp | BF

10mg IR 1 3 13 8 1 0 0 9%
W T Ten T W o o

5ng LIk 5 5 10 4 2 2 0 2
s [ T e T T o o T

Ing LIk 1 5 14 6 1 0 1 9
Wl TenTen T w @ T

o, | BB 0 1 8 5 10 3 0

ST T w Tey Tay Tan Tan T Y

R 0ED» 5 DE(LE® Z AL ORI LR
FHE+S.E. (n) FHE
10mg —2.8%0.5 (49 =0.7
5mg —1.8+0.6 (45) 0.4
77 R —2.1%0.6 (44) -
(%A F AEFBEEERT,)

K1 BRARERRHIRAIE UTI2EROFMM & UzAS, Fik - BEFIcOWT
I3, BT — R EEFONZE U,

X2 [ERRoE] — [0EDE]

X3 [BBEEDGENSDELEDTEHSE] — [ 77 REDGENS
DEALEDFHfE]

RABRTIE, RAEEREE. BER - TEBREOMERIINT S R
R VEBED M T 5 & RIZHE L TENTOS &5 REE
REUIMEE X TRV, [5. 658]

17.2 BIERFGRALTSE

17.2.1 LE—IMFRISEMERE Z RN R E U ERRERFTRERRAR
L —/MABIZRAESE (MSEFS A ¢ 10 E26 M BLATF) &X48Iz,
R 3R )ViERIESE10mg (3ng/ B % 2BRE#H% 544, Sng/ H % LEMK S
RNT10mg/ B XTI ERSng/H 2 6AR%RE) XId7 7w R% 128/
BE5T 3B (CEERTSEANR) L. BEHEET UER
FHIZ RARYIVIERES10ng GEEE KX RYIVIERMIER TIX10mg/
HX I ERSng/ B, BB 7S5 v RBEETI3ng/H 2 2B MR 5%,
5mg/H % 4BEEE S, ZDkIX10ng/HXIXEERSng/H) %488/
552 58 GEERIENRR) 26745 BLERFTHEERAR L E
HEU 7=, JRREEACIZI6061IC R A RYIVIERIERIZ 75 v KR E X h,
FEFMIEE TdH 2 BEHIC B 1) 2 RIQ TR O £ ALETFREIR (CIBIC
plus ¥EFE) OHFBIZH VT, 7T REEL RARVIVIERRIER &
DEIZERZIZRD SR>z (p=0.408, 28ZARWilcoxon ME. &
FEFRAF DA BKEEIXFER 0. 046),



B ERAMREDCIBIC plus

i | B wE || BE ET1
- e | e | ™ | | B e | BT
RARII| Bk 1 10 22 17 19 5 0 74
w4 | 00606y e [ T
. N Ll 0 6 18 32 14 5 1
TR T T Tew Tan Tag T T ™

BB, BEEBRMOLOROEE TOBRERIZE T 5 BKEMEDL
MEERFRAELR (CIBIC plus MREFHME) DAMIIUTDOEEYN TH- 7=,

RIEEPAEiRFDOCIBIC plus (LIRDHER)

e e |BE =TI

e | | B2 | 2FF e | Bt

R 3 _RI)IV| HilE 1 10 14 9 11 3 0 48
wm| mEE | % |Gy TOD TG A a6 o
HY _ B0 3 14 19 10 4 1

IR T T Tan TenTen T T !

REARIIV| B | 0 0 8 8 8 2 0 2%
R RO O NN ENION0
U _ | BIEC] 0 3 4 13 4 1 0

7R I T T e T T 1w 2

143BIAEEEIZE T L. 2D 5 b 139fI» ik 5H1ICBAT L. 105
Bl 5812 5T T Uz, BIRGHEEE CTH 6 R (B
KU SH) ICBITIMSEDR—2F 1 o DEEBDHBIL
TRIDEBY TH- ),

s STE G
7 AR VIR )

——— RS RE

O3l 63 123 243 363 483 603
e 544
i

i/ N T+ EHERSE (LS Mean Change SE)

752 REZIZEN S K2RV IVIERSESE3ng/H. 148 S5mg/H.
18EM» 5 10ng/ B 5 2 BAss (Smg/ BEADRER), BE5H, KA, #
ERLBEORHEEREZETF LU, MSEDR—25 1 VERVTAZ ) —
VM OEEELEE L UAMRM (Mixed Model for Repeated
Measures), o EUEE IFEEEL U/,

BT (AR ORI 5 8) ICB I BMMSEDR—2F 1 VU h
5DELEDHR

AR TIZ, 2REEFERIZNT 2 RARYNVEBEOFHEN TS
LRICHEL TEN TV LW REEREISMRIE X TRy, [5.6
2]

18. E3hEE

18.1 {EFKLR
TNWYNA X —BIREER OV ¥ —/IMRBIERANE Tlk. BV U1k
MR ROBEEREENRD SN TS, AKiE, 7EFNLaY ¥

(ACh) DRI IBEETHZ 7 FINIAY VT AT 55— (AChE) %

AR ET S Z L IC L D RMAAChE 2 0 X &, I ) VEEhE
HRRERIET Y Y,

18.2 AChEFHZE{ER K UAChEIC 9 S:&IRME
In vitroCOAChERE/EA D ICsfEIX6. Tamol/LTH Y. 7FVIay
VIAT T —YHEEADICHEIXT, 400nmol/LTH > 7z, AChEIZX L
RN EERRAERLUEY,

18.3 FXPIAChEREZE/EFR R UAChIEIN{ER
BOKBEIZEY, v MMOACKEZHE L, F/-MAAChZBEMIE
fczz) ,23)0

18.4 FEEENE(EA
B T U VBRI E T E TV (REIFRE OMIEIC & V2
BEENEEINAEZS Y M) ITBVT, BOKEIZ LY EEEEWEE
RERUEY,

19. BXRSICEEYT DBLFEMMR
—fRHIZHR © RARTIVIEREE (Donepezil Hydrochloride)
{b24 : (2RS)-2- [(1-Benzylpiperidin-4-yl)methyl] -5,
6-dimethoxy-2, 3-dihydro-1#-inden-1-one
monohydrochloride
C24HagNOs + HC1
415.95

HFR:
HTE:
R

RUGHRELN

MR HEDREREEDOMETH S, KIZPPBEITIPTL, T8/ —
(99.5) 1TV, KEHE (1-100) i3tttz Ry
R, EREEVRDOSNDS,

20. EWRWEODER
BRI BREBOGEELTRET S Z L,

22. 2%

(RRRIIVIEERIEODEE3g TEIHL)
288% [148€ (PTP) X2, HZKEHIAY]

(RRRIIVIEERIRODEESmg TEIHL)
568 [148E (PTP) x4, EZKEHIAY]
1405 [145% (PTP) x10, Fz2MEHIAY ]

(RRRIIVIZELIEODER 10mg TEIER L)
568 [148E (PTP) x4, ¥ZIEHIAY]

23. EFEXR
1) EERANCEI2EYERE (BEROKZERER) (7Y 7 Me:
1999 10H8H AR, HFERMIEA. 3. (1))
2) BERAICBI 2EMEE (REKORSHER) (TVES M e:
1999 10H8H AR, HFEERMIEA.3. (1))
3) HENER : EYERIES R (0D5E3mg)
4) HRER  EWEHRFERER (0DFE5ng)
5) FLNER © EYERES AR (0D5E10mg)
6) BEOEE (7V X7 ME: 1999F10H8H AR,
~L3.(2))
MEFEAE L DRSS (7Y 7 ME: 1999F1088H &R,
BHBEEA. 2. (2))
8) BERAICEII 2EMEE (BEKER) (7V 7 M 19994
10F8H &R, HFERIEA.3. (1))
9) MFEF S : FEYEHEE, 2000 ; 15 (2) : 101-111
10) BERAICEIT 2EMEE (REKXOHRE) (7Y &7 Mg 1999
FEI0H8HKER. HFERMEA3. (1))
11) Tiseo P.et al. :Br.J.Clin.Pharmacol., 1998 ; 46. (S.1) : 56-60
12) Tiseo P.et al. :Br.J.Clin.Pharmacol., 1998 ; 46. (S.1) : 51-55
13) BEICBIT2EYERE (7YX 7 ME: 1999F1038H&ZR, #H
EERMEEA. 3. (3))
14) Homma A.et al. : Dement.Geriatr.Cogn.Disord.,2000; 11 (6) :

IR R

7

-

#E

299-313

15) ERARSEIIAEERER (7Y & 7 M 19991088 H&R. HFEERH
ER.2.(5)

16) Homma A.et al. : Dement.Geriatr.Cogn.Disord., 2008 ; 25 (5) :
399-407

17) BETIWVYNA X —BIERAEE W & ULBRRE DHERR (7 V&
7 NE/DiE/ ML : 200TEESH23H AR, BEREE)

18) VE—/MEBRIZRAE & MR & U-BRE IHERR (7 &7 MM/
MR/ DEE/ MRV —/ RS ¥aw 7 2014F9B 19H &R, 3
BRI, 7.6.1)

19) Mori E.et al. : Ann.Neurol., 2012 ; 72 (1) : 41-52

20) lkeda M.et al. : Alzheimers Res.Ther.,2015;7 (4) : 1-10

21) WITEEERE S © I L J69K, 1998 5 26 (S) : S1277-S1282

22) ILITEEEHE & @ FEIE L VA, 1998 ; 26 (S) : S1283-S1294

23) /INEES S ¢ I LA, 1998 5 26 (S) : $1303-S1311

24) INETERES ¢ S L IRME, 1998 5 26 (S) & S1313-S1320

24. MEREERFERUHEVEDESE
B GRA et TLEHI
T994-0069 (I EXEMEMR _TH3IZIS
TEL 023-655-2131 FAX 023-655-3419
E-mail : d-info@yg-nissin. co. jp

26. BHERRTERES
26.1 BHEERFEIT
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