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CL/F:®7IVTIVA

16.1.2 RIE%S
R A B F & MRS, $EAISmg X 138mg™ & 1H [
AHERER DTS Lz, REHRSHOMEFIEE L
BEEFERTEERBIGEL. EEMED 5 0IMEN
BREICE LI R W EEZ 5N,

16.1.3 &E4ZHEFEEER
(RRRYIVIEERIESESME [T 7))
RARYIIEBRESESMmE [7FI7 7] &7 )7 Mg
Smg#. 70 AF —N—EICE D ZRERIEE (KR
DIVIEEEE & L C5mg) BEMARTFICHARRBIREO
#E L CBEPREMFBREZRE L, BonEY
BAE)ST A —% (AUC. Cmax) 12D TIOWIEHEX [
B CREEHERIT 217 > 725 % log (0.80) ~log (1.25)
DOEENTH D THIOENZN RS R S N7,
[16.8 ZHE]

(Mean*S.D., n=6)

HENRT A= BENTA—F
AUCo-168 Chmax tmax t12
(ng - hr/mL) | (ng/mL) (hr) (hr)
FAxRI)
407.231 7.724 3.7 66.6
ERIESESmg
(377 +89.235 +1.192 +£1.3 +14.6
VR AN 406.152 7.685 3.7 70.8
Smg +94.095 +1.305 +1.0 +18.3
(Mean+S.D., n=19)
mgw/omf) (Mean=S.D., n=19)
—e— NRARY)UGEIBIESMe =7 7 |
- --o-- ZULT ~iESMg
81
6
ES i
E L
1t i
® 4r
= N T
E
2 -
L L L L R I}
0 12 24 48 72 168 (hr)

B

MAEFEEN FICAUC, CoaxZFD/8T X —4 13, #iE
FHOER, RKORINEIL - REEORBSEMFICL -
TEZHAHEEND 5.

16.2 ORUN

16.2.1 BEDRE

BERAS T2 RICRIC RIE T REOHXE 2§t
2mg® THEET L7245 BRBES O mERIEE IS
BREIZIIRABAEE 2R, BFICLZ2HEIRD
SNz o729,

16.3 &fa

In vitroiRBRICB W T, b MMEEEAEERIL8.9% T

HO. in vivoTOIMBEEAEARIL2.6%TH > 7",

&

FREEEIN-B 7 L F ARG TH D ZHITIRNT

O-BiXFIUELRIE &EFNICHEL 7V 7 a v Bias ST

HHEEZONT,

N-i 7 )L F AL RIS FEE UL TCYP3A4DS, F7-0O-Hi

X F AR IICIEFEE LTCYP2DOAEEL TWB Z &

PRIEBEND, [10. SHE]

Bttt

AR T 20 RICH2mg™ 2 HERO/KE L & &,

BE#/THE £ TICRFPICHRt S N - RE LRI RS ED

0.4%THVD. R¥#MZEEDHSE20.6%THolz. Tz

10mgD B EFO#HS55%, 11HE E Clofifts hzRE1t

{RIZIRFT10.6%. R TL.7%TH oo REMERD

Rt % &5t L2 IRPPEMRIZZ5.9% TH D R

R|38.4% Tdh - 7-9,

16.6 BENEHRZEIIES

16.6.1 BiEEESEE

B RERERE 2 W RICHS Mg BEREORES L &

ZOEMEEE/ST A —FITIE, BERAOZTNEEE

ZEIZDoNLEP-72) HEAT—%),

Fr&EElEEEE

7L a2 — VIR RFREZ B3 & RH RIS $ESmg & B E A% %

B L2 0EMEREINT X — ¥ I JEFEHAA & HEEL

THEEREEOCal MEEL EEEDVPRD OGN

B AMDIST R —FITHEEEIZBO SN2 ->7219 (4L

BEAT—%),

%Iﬂu%

EinE 2 W RICH2mgY 2 BERO®R S Lz L S DY

BIRE/ VT A — & ISR A & B LT IHAREEEAT.5

{gﬁ%‘fc:ﬁﬁbfibi\ Cmaxs tmax&UsAUCL:ﬁ%@%Li

gHonghroizl,

16.8 Zfit
FARVVIERBIESEmg (737 7] & [EEVELRS
BOBEMEAOEMZNRSFEABR T4 R4 2] ICE
D&, FRRYIVEERRESSMg [ 37 7] 2 iZHERA|
LU E &, BHEGNIEE TS . EYENICH
g pnzasnid, [16.1.3 ]

F) RBRHAEROCHEIX. 7UYNA Y —BIERMETIE [EE. A
IZIE RAROIVIERRIE S L CIHIEBmgA? 5 tA L. 1~ 25ER%IC

SmglciEE L. EOKRET 2. MEOTILYNA v —BERAERE
113, SmgTHRRILL B, 10mglc BT 3., 4B, BRICE
DHEERET 5.]. LVE—/MERIRAETIZ [@%. A RR
NUVEBEE LTIHIEBmg? 5Bt L. 1~ 2@/ 125mgic 18
BL. #O#%59 %, SmgT4HEM D E&FE%. 10mgicEEd 5.
B ERICEDSMgE CHRETE 5.] Thb.

17. ERPRRRAE

17.1 BERUREEICRET BHER

(BERUDPEEDT LY INA T —BIERHEE)

17.1.1 ERSE M485H5R
BEROCFEEDT VYN A < —BIERANEERE 2686 %
HRIC B3 VIERIESS Mg (3mg,/ H% LERES
#%. Smg/ HZJWEHE) X3 7T AR E224E %
595 " EEmHEEBR T EM L.
R MREE REIREHM 12 B VW TomgBtid 7T £ REE &
HBLTERICEN TV, [tE] DL EoEA135mg
BEL7%. 7T AREL3%. [BEEL] LToOHEE
Smg#tl7%. T REAB3% TH -7z,

16.4

16.5

16.6.2

16.6.3

F A % B PR R A
T ET BE|__, |BE T IE D
58 oz | O | g | 5 |y | B myp | R | OFF
lEs 1 19 40 36 15 4 0 1
smg | % | (0 [Ge) G4 B0 @3 o 1] us
Ka%| (7 | 64| 6D 17
e 1 13 10 40 21 21 5 1
Foex % | 020 (G (9[9[ @ T 112
Ka% (13 |9 G @3




A AL FTE 9 5 ADAS-JcogiB DR L & R IC
T~ (BT 1 20501) . R SRAMmE & DT M=

2R B REIR % 1l 9 2 CIBIC plusicB W\ T, 3mght,
Smghf. 10mgBHlanInGg 7T RBFEHE L CAERIC

DOFHTIE. HEI12B% L Domgln o REE L BENTV,
& L Tﬁ%@&%ﬁ‘%ﬂ@ 5Nz, H‘%%ﬁ‘ﬁ@Smgﬁt 7P E!%ZE?ODCIBIC lus
5L RBOR SRR DELROEIL METH >z e e i "
- CERE . . W | L | AE | o | B aFt
ADAS-Jcog DRERZAL 5 B o =t ik
B . 0D 5OELRY | E(CEROBBLE B% | 1 | 3 | 13 ] 8 | 1 ] 00
B | PR TeeEisE o TR 10mg o T @ T (G0 6y @ o o] ®
1238 Smg —3.03+0.47 (106) — 5m 15151 5 5 10 4 2 2 0 8
B [ 754 | —0.84+0.50 (101) 2.19 7% [ [ (9 [ G [ @ [ @ [0 [©
N Smg —3.07£0.50 (96) — ik 1 5 14 6 1 0 1
24 F5tAR | —0.11%0.56_(36) 2.9% g @ e ey e @ o W] %
P Smg —2.70£0.48 (107) — - 15151 0 1 8 5 10 3 0
BT 552 [—0.26%0.52 (99) 2.4 7Ty o @ Tee s e Tan T ] ¥
] A “‘Em%ffﬂ") AL 2 THET 5 MMSER SO REBOEL RO
BEEFIRETH 2 COROBHE(LEZRICRT (& SvARBEE DXL, 3mghi, Smghi, 10mgBEFh2h
FESRATRER - 22801 o 5 S5 BAMREE & DB EZEDFY TIE 1.8, 4.1, 2.88THD, 2COHTT I REL
#5125 & D 5Smgdis 7 7tﬂ‘§¥<‘:ﬂ:$§b’(7€572 s U CAB R MENSRD 5T,
HEE N R oYY (WAt RN = 4 [ D MMSE
B EOEIEIL T
CDREFHR ORI . QA 5OE(LE™ | E(LEROBMELE
FEil qop | GEDSOZILET | Z{LROBMER fsE THELS.D. () T
il FIELS.E. (n) " 10mg 2.3%3.2 (30) 2.8
128 smg | =0.12+0.08 (113) - 5mg 3.5£3.2 (30) 4.1
2458 5Smg —0.14£0.13 (104) SIS R —0.6+2.7 (28) _
7R 0.72+0.17 (95) 0.86 (75 AEESEETT.)
Ry g 00002 L) = R - (FREED > 5505, RARELEEZE
S T e T HNPI-2EHORKBOL(LRBRO ST L RBEE D=
ol el — OEom AT I3, 3mgBE. SmgBf. 10mgRtzNEN—2.48, —3.6
LS mE O o : M, —5.25CH 0. Smght. 10mgBiTS T L ABE
¥2: [T ABOOEY 5 OE(LBOFIIME] — [SmghtO0ED 5 ™ e iy .
DE(LROFIE] e U CEE R SEASED S h.
%3 ¢ BRI U CABROMEE LA, ik - BERERICoLT B ONPI-2
3. 12EL EOREN 5 HBEDRKT — 5 ZBITOMNSE L. SRR | EEOEELER
(EE@?)bW/\{?—¥§§*DE> K5 FHE+S.D. () g
17.1.2 EIPY5E T 4HEASR . 10mg ~5.1%4.6 (1) 5.2
BEDT VYA 7 —BIESHIERE 302 2 X RIC R A Smg —3.4+3.9 (30) -3.6
y}biﬁ@iﬁﬁlomg (3mg/5%2ﬁﬁﬁﬁ&5‘@é\ Smg/E] 3mg —2.2+6.1 (30) —2.4
Z RS N T10mg,H ’218@Faﬁ§’5})\5mg7£3mg Foor 0.2£4.0 (28)
LT 5+ L

/A28 5%, Smg,H %228/ 5)
RE2GEHRE T 2 _EEMILEGE B2 £’ L 7.
CIBIC plus (£M&BIERREREFM) 1281 TI0mgH¥
BT RBERHE L THERICEBN TV (REMET
KR 1 28741) o

BHKEEOCIBIC plus

| E0 BE| | B T ETE D
5 s | O s | TF | mg | B | e | BFF
10m fl% 0 7 35 20 19 9 0 0 %0
v To® 6y @enan] oo
5m 1% 0 4 27 26 30 9 0 0 %
87y @@ e ey o] W
_ | BIEL 0 6 18 30 34 11 1 1
7T T |6 e |G [ e [an | W ] ™!
A RE = 5 9 ASIBR SO RKREBEOE(LE 2 RITR
T (BT 1 2901) . B ERBMhEEE DB EZEDF
¥ CIE, Smggt. 10mgBEZz 2. 6.7, 9.0 TH V.
TS U REEE el U CARRBENRD SN0,
AR DSIB
N Glh 5 OELE" | ELRORRELE
BSH EHELS E. (n) TEe
10mg 4.7€1.1 (92) 9.0
5mg 2.5%1.0 (%) 6.7
75t R —4.2+1.0 (102) -

(77 AfEdHEETRT )
DRI REA & U CQARROFHE & L7z A, Rk - HEGIC OV
T3 BT = 2RITORRE LTz,
[Hi&DME] — [0EODE]
[EREEOGEY 5 OE(LBROFIE] —
OEA(LEDFHE]
(L E—IMABUSRANAE)
17.1.3 ENE D185
LE—/MERIRAERE (MMSES R & 10582 12651
BIR) 14061 %2 3t 1 R A XD VIEREESE10mg (3mg
/HAEJZAME G %, Smg,/ HAHAME S, RWT
10mg, H % 6;8[E#5) .5mg (3mg,/ H % 2B HEH 55
Smg,/ H#IGARES ). 3mgXid 7T &A% 1 2:EH%
59 5 _EEMHEGRBEAEER L.

%1

%2

%3 [ 752 REEDOHE »

(VA FAEIFHEETRT.)

RABRIIBERWRBTH D, FTEMEE ILBIRE T
FfEES - ARBOBMEOZERELHBL LA
WD [5.6 ]

EREE MEEER

L E—/MEBRIZRAERE (MMSEE R © 108 26/
DIR) 1426 % g1z R xRV VIEEEESE10mg (3mg
/B Z2AME 5%, Smg/ HE24EAMEZES, kRW\WT
10mg,/ H % 6;8[E#%5) .5mg (3mg,” H % 2B #5144,
Smg/ HZIGEMIKRES) X375t Rz I12BEKESY

17.1.4

“EEmHBEE T EE L,
FRHNHE RS & 3T 5 MMSEG O RO E(LED S

T AREEE OZEIL, Smght, 10mghfZn210.85. 1.6
HMTHY. I0mgHTT I ABEEE L CEREZHE

A 5N

B OMMSE
) GEHEOREET | BRROBELR
BoH FHELS B, () FHED
10mg 2.2%0.4 (49) 1.6
5mg 1.4£0.5 (43) 0.8
TS5t R 0.6%£0.5 (44)

(77 AEZHEETRT )
FBHER - THRED S 5OHE., RAKELS = i1l

T ANPI2BHORKEEOZE(LETIE, SmgE. 10mg
BEBICT I RBEEOBICERZIRO N D>
720
A ONPI-2
s 0D &5 DE(LEX? Z b2 OB
FHE+S.E. (n) g

10mg —2.8+0.5 (49) —0.7

5mg —1.8+0.6 (45) 0.4

ToE R —2.1%+0.6 (44)

®1:

T Ri&T— 5 2T ORNRE Uiz,

w2
%3

[RAEDfE] — [0EDE]
[BREBHOVGEY 5 OELEDOFHE] — [FF e REOGEY,

5OELEDFIE]

(¥ S AERIHEEZRT )
BRI RRI & U C12iBR O ETf & L7245,

Huk - BEFIICO L



AR T, RAMERE, BHER - TBREEOW
FERICH T B A RUVEBEOGHIEDS 77 2RI
HELTENTWD LW BEERFIIRIES N TV
Wio, [5.6 ]

*17.2 BHEERSoIAESE
17.2.1 LE—IMFRIRAEZBE EXWR & UEARERE®

RREER
L —/MERIERAERE (MMSE 855 108 1265
DIR) #H5Ic. RARVIVERESEIOmg (3mg/H %2
AR 5%, Smg/HELERH S, R\ Tl0mg/HXiZ
R ESmg/ H % 6:A % 5) XLif%tﬁ%lZi@FaﬁTﬁ’—:f
THGEH (CEERT I EARME) & BEHART
U7 #iBRE 1 R RO OVIERRIESEIOmg (AR R
JVIERRIE#E 12 10mg/H T B ERSmg/H. 1R~
T ARETIE3mg/H % LB 5%, Smg/H % 4 %
5. Z0#1310mg/H XX EESmg/H) %4838 R #%
59 2/t 58 GEEMIENR) » 57k 5 8LEiRek
B R B 2 i U 720 1BEHTIR16061IC B4RV IVIE
E’&ﬁlbif?tﬁﬁ?&%éh\ FEFHAIEE T HIAE
HICB 1) 2 miEHiiR O 2R RER (CIBIC plus #
HRHE) OFFICBNT, T UREEE RARVIUER
EHEORICERZIZRO NG o7 (p=0.408, 24Z
AWilcoxon M7E. RAERTOEE/KEIZHH 0.046),

BHEEEOCIBIC plus

HE5R

HI5E | Z

oE

B
oE

B #H

e AZ | | By | B

.I.

b1

ESaPI%
R %

Bl | 1 |10
1) | (14)

2
(30)

17
(23)

191510
(26) (0)

74

AT N

B | 0 6 | 18 |32 | 14 ] 5 1
% (0) | (8) | (24) | (42) | (18) (1)

76

%8B BEHBETOIROFER T OIREHIC
B M RTA B > 2 R R RER (CIBIC plus #a&
DRFEELLTDOEBY TH -7z,

T-{ﬁ)

HA&EHiiRF O CIBIC plus (SIHROF HHI)

HE5R

HI5E | Z

E

6% | |8E =0
| | T | m | B my

%]
i
»
)

141 9 | 11 3 0
(29) | (19) | (23) (0)

NESAAN g !
JVIEEEIE| % | (2)

B | 0 3 1411910 | 4 1
% | (0) (27) | (37) | (20) (2)

TIeR

4]
i
7%
L

ESAANE g I 0 8 8 8 2 0
IVERIE] % | (0) (31) | (31) | (31) (0)

26

B | 0 3 4 131 4 1 0

77N e o T Ge (52 [ Ger | @ | o)

25

Bt

18.

143FAEEZ5E T L 20D B1396IA3 kit 581258
17U 105BI kst Sl 2 52 T L. BIREHIIEE C&
BEFHERE (RN OG5 H) 1281 2MMSED
N=RAFA VIPbDELBOHERII TRID LB TH -7,

o—e SStillEf (i WH'%Him

YRARIISEIRIRS)

RN + ERE (LS Mean Change+SE)

08 1238 2438 368 48 8 60 B

RIS

Bl

T ARBIZI2ED? 5 R ARV INVIEBESE3mg/H, 148» 5
Smg/H. 1887 510mg/ B 5 % Btk (5mg/HADHET).
BEE, R, REREREORAERZETE L. MMSED
R=ATA MERVRAZ Y —= v THBOE BEHERE L
7-MMRM (Mixed Model for Repeated Measures). # 43
A IImEEL L,

BAHMEE GBI R OHERERSH) 1
DR—=AF54 2 6DELEBDOHERE

AHEETIE, 2RERERISNT 2 ARV IVIERE
DEMEN T Z7 2 RITHE L TEN TS &0 D EEE
REIIBIES N TV 720, [5.6 SH]

e

B1FH5MMSE

18.1 {ER#RF

T I INA 7 —BERAIE R O L ¥ —/MERIERARE Cld.
N N RDHEERBENFEO LN TS, K
#HiZ, 7EFILay >y (ACh) 20T rBHETHALTE

FLay I AFT—+ (AChE) ZuiHICiHET 52
LIZX D INNAChE Z S8, RN T ) SR
ZRRIET 5192,

18.2 AChEREEERAMRU'AChEICYI T %EIRE

In vitroT ®AChE & {E A OICsf& 136.7nmol /LT
HO, TFIILAY VI AT T —EHEEHDICsE X
7,400nmol /LT® - 7=. AChEIZH UEIRAY 72 [HE/EH
EZRLEY,

18.3 BPIAChERREER N UAChIEII{ER

BOKRSICED, Ty PMOAChEZEE L. £72MA
AChZ & 72020,

18.4 FBEENEEH

19.

22.

23,

MY > EB MR EETE T L (NAITIEE O
BICKZERESEESNLZT Y M) IZBVWT, £O
BEIC K 2EEESEER 2R LEZY,

BURKSCRAT B E(EEHNAR
— B ¢ R ARUIVIEREE (Donepezil Hydrochloride)
{bZ4  (2RS)-2-[(1-Benzylpiperidin-4-yl) methyl]
-5,6-dimethoxy-2,3-dihydro-1/7-inden-1-
one monohydrochloride
5338 1 CHoNOs + HCI
oF& 1 415.95
PR T RARVIVERIERIHEOKSEDOHRTH %,
AEFIIKICRRLBETFPLT L, T =)L (99.5) 12
BHIT< W,
AREmOKIFR (1—100) 3FEelEz RS 720,
AimlIAERBZBEPRDO SN2,
(LG

R OBEGREE

[
(RERIIIGEIEEEIME [T 7))
148% [148% (PTP) Xx1]
(RRRYIVIGEIRSEOSME [T 7))
56%E [14%E (PTP) x4]
10088 [RUZFL V. NT]
1408 [1488 (PTP) x10]

EEXRK
1) BEREAICB 2E)EE BEERORSHE) (7Y
RN+ 1999&10%857%“ EHERERHBE ~.3. (1))
R AT 2 8B (RIERORSHE) (7
T 7 M E 199910 H 8 H KRR HER EARHIEE ~.3. (1))
HAR 37 7 Rt © EZENEISEICET 2 88
(MR
DR F

BEOXLE (7
BERME 3. (2)

MFEHE EDEES (7Y X7 ME : 1999FE10H8H
AR, HEERMIE ~.2. (2)
RSB 2 EYFRE (BEREEER) (7
$E : 1999 10A8H AR, HEEERMIEE ~.3. (1))
MAETE S - EYEhrE. 2000 ; 15 (2) © 101-111
BEERAICE I 2 ERE (REROHRE) (7)) &7
MEE : 1999F10A8H&RE. HREERHEE ~.3. (1))
Tiseo, P. et al. : Br. J. Clin. Pharmacol., 1998 ;
46. (S.1) 1 56-60
10) Tiseo, P. et al.
46. (S.1) = 51-55
SiREICB I 2EMEE (7Y 7 ME: 1995FE10H
SHARR. HFEERME ~.3. (3))
Homma, A. et al. : Dement.
Disord., 2000 ; 11 (6) : 299-313
RS IAERE (77 Mg -
HEERE .2, (5)
Homma, A. et al. : Dement.
Disord., 2008 ; 25 (5) : 399-407
BETIVINA v —BIERHNEZ MR E L-FERE THH
HEE (7 U7 S E/DEE/ARAL @ 200748 A 23 H A&7
BEEWES)

L —/MARIERANE 2 M5 & U7 BEREE TARRER (7
Ut 7N SE/MRL/DEE/NIREY —/ o4 ay 7
2014E9H 19H KRR, HFERMIE 2.7.6.1)

19994E10 A8 H &8

DR

:Br. J. Clin. Pharmacol., 1998 ;

11)
12)

Geriatr. Cogn.

13) 1999410 A8 H Z%&z2.

14) Geriatr. Cogn.

15)

16)



17) Mori, E. et al. : Ann. Neurol., 2012 ; 72 (1) :

41-52
18) Ikeda, M. et al. : Alzheimers Res. Ther., 2015 ;
7 (4) 1 1-10
19) LPEEERS & « ZEFE L A8, 1998 ;26 (S) : S1277-S1282
20) ILPHERE S @ EIE LR, 1998 ;26 (S) 1 S1283-S1294
21) /NEESES ¢ HEIE LA, 1998 ;26 (S) 1 S1303-S1311
22) /NETEES I IR, 19985 26 (S) : S1313-S1320

24, WEREERENUEVEDEE
BASERTEMA S REHER
T101-0032 FEETRHEKERIT2T H2E3S
TEL 03-5833-5011
FAX 03-5833-5100

26. BHERREESE

26.1 SLERRTETT

BATI77HA S

RRETRHEXEXRE2T B2-3

BARZEmIEGASH
RRHTREREAN2T H2-3

26.2 BR5EIT



