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IS8T A —% ($EF]) 16.2.1 BEDRE
gog | O | b AUC te [ CL/F [REERA BT & 0 RIS RIS T BEOKE % 52mg™ T
(ng/mL) | (hr) |(ng-hr/mL)| (hr) | (L/hr/kg) Wrst U7, gﬁﬁ&go)mﬂﬁup?&%]# I o T AR
9.97 3.00 591.72 89.3 0.141 . N oy
Smg £2.08 | *£1.10 | +155.87 | +36.0 | +0.040 REBERL. RECSOBBERD SNLP o
28.00 | 2.4 | 1098.40 | 75.7 | 0.153 16.3 A
0mg |\ ygg1 | 4124 | +304.63 | +17.3 | +0.043 In vitroRBRICB VT, b NIEEEEARIZ88.9%TH Y.
CL/F:87V75> A (Mean=S.D., n=6) n vivoCOIMEEAMEAERIZ2.6%TH -7,
BERABTEMRIC, 7V 7 DiE (DREPIRREESE @ Ll 16.4 X3
TD$E) 5mg (K7 L CHRA). D#Esmg (KTHRA) &5 ERBBEBIIN-BET7 L FIUERIETH D . ZHIZRWTO-
W7V NE (74 VL a—F 4 > 78 DIT$E) Smg i X F LRI E ZRICHEL L7 a VB RIETHh 5 &
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BIEIMOEB Y TH 1. N-fi 7 L FIALRISICIEE E L TCYP3A4DY, £ 72O-Hi A
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10 —O0— . BE omg K7L N 3
y ——e--: D&t Smg K THRA) 16.5 i#,‘ﬂj .
. o B Sng KT R T2 A5 SE2me™ 2 MIEE R G L b &, 1
il 54%7H B ¥ TIRPBIC PRl S N RE LIRS RD9.4%
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(Mean+S.D., n=12) L& QEMBIEINT X — 5 MR L L L CFREEE
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- Conae e AUCom 2 Llﬁ%;iliéﬁéf)Bﬂ&b‘ﬁ 720 (HEAT—%),
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gﬁ;g%ﬁ) i%? ?f 2%25 2%? 5;—7@@%&Atﬁﬁuf SRR SIS AR ICE
(7J<TH|§}EH) +1.49 +0.7 +96.2 +13.91 Ebff_ﬁs Cmax\ tmax&UAUC ﬁaﬁi EtE @6“&7{7)97‘:.0
$E5mg 9.93 2.8 479.7 69.35 )%E%%&U%Ei TILYNA < —BIZBANETIE @
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(Mean=S.D., n=12) e ~ . .
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#E3mg & D#E3mg (124%). $E5mg & DEESmg (1245) &% WET 2, 58, ERICEDEERET 2. ]. L E—/NMkHEI
NENENEHICFEFTH S C ENMBS NI, Foy DiE FAFETIE DB, IS K3 Y LEmEE LTIHLE
10mgi3D#ESmg & EMHEMICAEF L AR S hiz, 3megh SR L. 1~2BE%ICSmeIcEE L, BO#%E57 %,
16.1.2 REZS SmgTABRILL EiEEE. 10mgic @Y 5. 25, FERICE
TEEERLA B T2 MR, $EHI5mg X id8mg™ % 1 H (814 H [ D5SmgE THETE 5.] TH5.
RAEEOHRE Lo BISRT &5 10, RIEZSH O MRS
R S S ER TR RAEIE L. B S 5 L R 17. BRPRAUAS
%%L:E{mi&b‘t%i%ﬂto 17.1 ﬁ‘ﬂ]'lﬁ&lfﬁ%’fi(:ﬁﬁ?éiﬂﬁ
(ng/nL) (BERUHEEDT LY INA I —BISREE)
60 17.1.1 EASE MABEER
it 5o BEROREED T VY NA 7 —BIGRHIE B H 26361 & MR
’%F"? . 7Vt MESmg (3mg,/ H%E AR S%,. Smg,/ H%
;m— i WEMKRE) X375t RE224EMK%ST 5 _EEMRIER
~ % ' Br L.
| % ; B S RE ORI 5\ TSmgBHE 75 £ KB & Hst L
ém ;% ﬁ@ THEBICER TV, [%E] M EOH&IE5mgi17%, 7
5 RRE R FEARB3%. [BEB(L] UTOH&II5mghI7%. 75
%w EARBEAI%TH 5 170
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fEFR B T125mg X138mg™® # 1 H1[E14H MR ER RS
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B AR R RO IR AT

HAE D SIB

w5 20 e R =0 [ HE
=3 NN o O
BE5E | O w7 me | B i | | BT

il

B | 1 19 140 | 36 | 15 | 4 0 1
Smg | % (1) | (16) | (34) | (31) | (13) | (3) | (0) | (1) | 116
X753 % (17) (34) | 31) (17)

Big | 1 | 13 ] 10 | 40 | 21 |21 | 5 | 1
TR % | (1) | (12) | 9) | (36) | (19) | (19) | (4) | (1) | 112
K5%| (13) 9) | (36) (43)

AN RE = 3 97 5 ADAS-JcogB R ORER AL 2 RITRT
(RABITNR © 20501) o R SBAMGES & DB RZEDFITTIE
B 512i8% & 0Smg A 7T L ARBE B L TR G WED
RO oNiz, BKBEOSMgH & 7T RBEORERTEROZL
BOEII2.HUETH 57,

ADAS-JcogDERFZEAL

S ey OE»5DE(E" | BEBOBMHE
FEEE FEHE+S.E. (n) Sy
- Smg | —3.03£0.47 (106) -
ZIER | —0.84+0.50 (101) 2.19
. Smg | —3.07£0.50 (%) -
WSS R T0.1150.56 (86) 2.9
4 5mg —2.70+0.48 (107) —
e FZER | —0.26+0.52 (98) 2.44

(VA F AETHEETRT )
HEREEFHERE TH HCDROBEREL 2 RITRT (BAEAET

KR 2 2280) . SR E DB EZDOFETIE, BE12EE
K 05MgBEN T L ARBEE B L TABAUEI RO 517z,
CDR&FT R ORERZEAL
FTA - 0D S DOE{LE® | BlbEORREHE
FEEHA SEHE+S.E. (n) SR
- Smg | —0.12£0.08 (113) -
Z5EX | 0.23+£0.10 (109) 0.35
. Smg | —0.140.13 (104) -
248 Z5EK | 0.724£0.17 (95) 0.86
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s 75%®R | 0.75£0.15 (112) 0.85
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(77 AEIHEETT )

T3, BT — ¥ E2BITONRE LTz,
%21 [RfRDfE] — [0EDE]
%3 [EREHOGEY 5 OZ(LEOFHEE] — I RBEOGED S
DEALEDTF5(E]
( I./ I::‘_IJ \1$§=m.\§ur>
17.1.3 EINSE D 48545R

L v —/IMERIER
14061 2 0t 542

5mg,/ H#%4BEME%S.

FERE (MMSES& :
7Yt 7 MEIOmg (3mg, H % 2EBH 5%,
W T10mg,/ HZ6EM#S). 5mg
(Bmg/ H%2EMES%. 5mg/H%I10EM%S) .

ik - BEFIC DL

10852 E26552LF)

3mgX

E7 I AR%2 1 AMKRE T 5 —EE BB ER L.
2RERRAER % FHi 9 2 CIBIC plusicBW T, 3mghE. Smg
B I0mgBHIV TS 7T RBEE B L TRERICEN TV e,

& OCIBIC plus

HEEA |, (e [EE [ EW |
5 e | OF | we | ™8 | m | B m | BF
lome P13 138 [ 1 [0 [0 |
% @ G 6| @ o] ©
5m %5 5 5 10 4 2 2 0 23
gy T [ @leo [ ol oo
3m ik 1 5 14 6 1 0 1 23
8% T @ G en | @ o @
_ | B 0 1 8 5 10 3 0
7T T Tw ey [as |Gy Ty o] ¥
SREIKERE % 51Mf o 2 MMSEB S OB E(LRD T T 1 K
BEoZEIL, 3mght. Smghf. 10mgHenZznl. 8. 4.1
H,2.8HTHD . 2TOBTT I L ARBELBE L TAES
WEATD 5Nz,
EACE* OMMSE
N 0ED 5 OELE? | ELBROBMMELE
BSH FHELS.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
75t R —0.6%2.7 (28) -

FEMIEIR - ITHEED S 5HHE,

(75 A MEIZHEETRT )

MAEL S 2T 5

NPI-2/B SO RO E(LBO T T L AR L DI, 3mght,
SmgBt, 10mgBEZ 2N —2.48, —3.65. —5.25TH D,

Smg#f, 10mg#TT I AF LB L TARLRNENIR

5Nz,
AL ONPI-2

" - CEASOELEY | ELRORHELR
E#&EOCIBIC plUS FHELS.D. (n) FApEEE
W TEE ] TR TER ] 10mg ~5.154.6 G =52
R B B = (L | R Smg 3.4%3.9 (30) 3.6
L0m ik 0 7 35 20 19 9 0 0 9% 3mg —2.2%+6.1 (30) —2.4
&% 10 [ ® 6o @)@y [ao |0 [0 FoE R 0.254.0 (28) -
Bi% | 0 | 4 |27 |26 |30 | 9 | 0|0 (74 F AEIEEETRT.)
Iy T T@w e Tan ey T o] ® . . _ . o
— w0 e T3 5 T T ARBIIERORBETH Y. TEIMERLRRE T,
7T 0 ) ey | Goy | G i | W W] EHEE - HREOMEOSEELHBLTLZLO Y, [5.6

RAMEEZ T ASIBESORKBEOEIEEZRICRT
(RAE AT TR @ 288031) o $GFAIARE & DB REDFHTIX
Smgt. 10mgBtznehn, 6.75. 9.08ThH0. FI&K
BEHB L TEBRUENRD 5hizY,

Z ]



17.1.4 B MEEER
LY —/IMARIRAERE (MMSES A : 105 E2655LLF)
14261235127V £ 7 M $El0mg (3mg,/ H % LERIR 5%,
Smg,/ H#z&ARKS ., x\WT1l0mg,/ HZ6EE%S). 5mg
(Bmg,/ H%2AME 5%, Smg/ HzI0EMES) XE75

L ARZI2AMKE T 5 " HEMEERZEM L7z,

ERAIRE RE

i 9 5 MMSER RO RMEFF QL (LR D 7Tt K

BEE DL, Smghf. 10mgBEz N Z210.8:. 1.68TH V.
10mg# ¢ 7Tt RBE L HE L CABRMEIRD 5Nz,

HAL R OMMSE

. 07 & DELE*? Z L8 OB st
FHE£S.E. (n) Sy
10mg 2.2+0.4 (49) 1.6
5mg 1.4£0.5 (43) 0.8
TSR 0.6+0.5 (44) -
(75 AEEHEERT )
BHER - TEREDS 50, RAKELH %51 2
NPI- 28 S ORKEEOE(LE TIL, Smghf. 10mghtl bic”

TEARBEOMICAREIRO NG 5T,

AR ONPI-2

s 0 5 DE(LEX? ZAb 2 OB
FHE+S.E. (n) FrgzEE
10mg —2.8+0.5 (49) —-0.7
5mg —1.8+0.6 (45) 0.4
75t R —2.1%£0.6 (44) -

(T4 F AEEBE LT )
CERAEREIIRAIE U CI2ER OFHE & L7z A, ik - BERIC OV
Tld, BT — Y 2 @BTOXRE LTz,

[(RiEDME] — [0EDIE]

[BEHREHOVGEY 5 OELEOTFEE] — [FI7 L REOED, S

OELBOFE]
RRBECIE, RAKERE, BER - TBREOEERIC
W BAEBOEMES TS RICHE L TERTWE LD
BRI S TRy, [5.6508]

*17.2 SLEARGTRRES

17.2.1 VE—IMFEIRAEBE 2R & LI EBRRERTTHR

BRPRELER
L —/MABIRAMERE (MMSE 185 : 10521 E265 DL F)
ZXRIC, AAIOmg (3mgH%2EE# 5%, Smg/ Hz
AHERB S, W Tl0mg,/ B XIS EERSmg,/ H % 618 B #
5) X377 REI12EMRE T 50K (CEER T It
RafiR) &, WERZ%ET Lo BRE ICKA I0mg (AN
RAFETIE10mg,/ H X ZEERS Mg,/ H, EH7T 7R
BCI33mg/HEZ2EMEG%. Smg/ HEEMES, €0
#%1310mg,/ H X 3B ERSMg,/ H) Z48EREE T 2 ki
W58 (FEEMIERIR) 75 7 2 BIER T B R B % Ehi
L7z 1B TIRLI60FIC AR 7T RS EE S, £
SEEVMIE B T d A ABHNIC B T B BT R O 2 iR B IR
(CIBIC plus ®&#HE) OAHICBNT, T REER
R EOBMICERZ IR o N o7z (p=0.408. 21EAR
Wilcoxon #7E. ST oA BE/KEIZMHE 0.046).

B EH R O CIBIC plus

%1

®2:
#3:

e[ E | | BE| | e T
s s | OF | | ™ m | B | B
1% 1 10 22 17 19 5 0
ALy T a0 @ e | ] 7

_ MR 0 6 18 32 14 5 1
7R oy T TR Ty [asy T Ty e

B BERERIOIEOB R TORERIC BT 5 Hm&T
i D2 MREEFRER (CIBIC plus B&FHE) OO/mIZLIT
DEBYTH->7.

E&FHERE D CIBIC plus (KR OF HEHI)

e PR E | B o B | B
| | T [ [ e o]
P07 e B o [ ] S
| P | o oo o [ @ o] 2
B e S e i e e e @ T o] ®

143G ZT T L. 2055 13962 ke 58 I1c%
TU. 105BI e 5l 252 T Lz, BIREHEIEE T %
BRI Ot O 5 8) 1[CB1F 2 MMSED R —
ATA P ODEBOEBRIITROEBD THh -7,

=
@ O—8 7T LRE (RIS HIIAAILS
& 31 - —— AHBE
§
S
HoO2
= =
e}
w1
=
H 0
r
ol
2 3
iﬁil 0
IITE

A S
Bl

7T RBX12E, 5 AKI3mg, H. 1482 55mg,/H. 18E» 5
10mg/ H#5 %5 (Smg/ HAOBMER). #E58, H, H5H#
EREOREEAEZRTFE L. MMSEOR—=25 1 VERT AT Y
— =V HEOE(LEEZHERE L LIZMMRM (Mixed Model for
Repeated Measures). F£oEfEEIdEEG & L.

BAMERE (e K Ot 5H) 12851 ZMMSED N —
AT A Vip s DELEDOHER

KRBTl RERERICT T 2 AR OBEREN T T R
ICHB L TEN TV S &V D BREERE I REE S T a L,
[5.63H]

18. EERpEIE
18.1 {EFER
TILYNA v —BIZBENER O L ©—/MEARIZBAIE T3, M
) AEEMEERERDOEZE LBENRO SN TS, AEIL,
TtFuayr (ACh) 253 5ERTHATEFILIY
YIAF7Z—+X (AChE) ZFLHRICIHE S 2 &IZ L DMK
AChE##EMSE, WAV U EEiEF Rz RET 5712,
18.2 AChEREE{ERAMUAChEICH T 3 5EIR%E
In vitroTOAChERZE/ERDICsEIX6.7nmol /L TH 1 .
TFUINLAY VI AT T —EHEIEHDICsfEIX7,400nmol
J/LTH -7z, AChEICH LBIRZHEER 2R L72Y%
18.3 BPMIAChEREE{ERN U AChIENI{ER
BOKEIZED, v MMOAChEZFHE L. F7-AACh
NS00,
18.4 FBEEWNE(ER
BN T AR N E T (NEIFRREE ORI
FOEBHENSEESNZT Y b)) ITBWT, BOKREICX
DR EWEER AR LY,



19. BAHSCRET B E(EFHAR

—fx% © RA_U)VIERE (Donepezil Hydrochloride)

{bZ4 @ (2RS)-2-[(1-Benzylpiperidin-4-yl) methyl]
-5,6-dimethoxy-2,3-dihydro-1/7-inden-1-one
monohydrochloride

77F2 : C4HNO:; - HCI

af&E 1 415.95

R FARVIVEBIBERIHEOEREEOM KR TH .
REIFKICPRLBEIF T TH ) —)L (99.5) 133E
FIz< e
REBOIKER (1—100) 3FEeHE2RS %50,

miIEEBIENRO N2,

0]
H3C\0 b
B O BHR RN

Al 50 223.5C (9f#)
SELRE  log P=4.27 (1-F 2% ) —)L,/K)

20. BBV EDER

20.1 BIFI O B, BRSICX VEFIEES AL RS
ZENH B

20.2 D#EI0MgIISEHIEFICHRVHEAS A SN D Z ENH B,
FRABRICEZBDTH 5,

20.3 PTPEEIET L IBHEK, BREEIFITRET L L
(B, HICEVEETHENHH-H. PTPICUVH Y b
TANLZFERLTWS),

20.4 NTEAEITIL IESHEER. AEED ., EBRE BT CRE
TAHZE RICKVEGE, BRICKDIRET S E05H5).

22. @

(7Ut 7 DiE3mg)
1488 [148% (PTP : 8/&AIA D) x1]. 288% [148E (PTP:
EBFIAD) x2], 1008 [7)L 348, NF]. 14088 [148%
(PTP : #2/&AI A D) Xx10]

(7U €7 ~DE5mg)
568F [148%F (PTP : EMRHIA D) X4]. 1008E [7)L 348,
NS, 1408E (1488 (PTP : #/&AIA D) Xx10]

(7 VU&7 +DEE10mg)
S56%E [148F (PTP) x4]. 1008 [7)L 34, NF], 1408E
(1488 (PTP) x10]
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24, WEREERENRUEVEDEE

I - A A&t hheky b5 1>
T112-8088 BHERSCHX/INA]14-6-10
T =AY 0120-419-497

26. ShEERFEEES

26.1 BHEBRSETT
I—H A A5t
REREBXXEX/NA)II4-6-10

[ART-0014]
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