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10mg 28.09 2.42 1098.40 75.7 0.153
+9.81 +1.24 +304.63 +17.3 +0.043
CL/AF I IVT IV A (Mean=£S.D., n=6)

16.1.2 RiEH®RS
BRMASTEZWHRIC, $EHISMgId8meg® £ 1H1[E14
HEREZO®RS Lz, RERSRONFEHRE RS
BREB CEFRIRBIGEL, TRED 5 0IZENERIC
ElbidmnweEEZ 5N,

16.1.3 £EMZHEFIEHER
(RRARY)VIGEEEESmE [NPLD
R ARV IVIERIESESmg [NPL &7V &7 MESmgx .
JURF=N—FEIIL D ETNENIEE (PR IVIERIE
L L C5mg) BEMABTFIEEREREORS (n=19)
LR RELARELZRE L. Boni-EMEE N
F X =% (AUC. Cmax) DWW TO0WBEREXEEICTH
BRI 21T o 7 AER. log (0.80) ~log (1. 25) ) wiiil
WTao» . THIOEDENREEPHER S iz,

HEIST A —% BEINTGA—4

AUCo-168 Cmax tmax ti2

(ng - hr/mL) | (ng/mL) (hr) (hr)

R RV IIERRIESE 407.231 7.724 3.7 66.6
5mg [NPIJ +89.235 +1.192 +1.3 +14.6

" 406.152 7.685 3.7 70.8
TUETHESME | Lo4005 | £1305 | £1.0 | +183

(Mean+S.D., n=19)

(ng/mL)
10~
—e— FA AV )LIERESESMgNPL
---o-- 7Yt 7 MiESmg
8 (Mean=S.D., n=19)
1
i
Ho6 -
ES
1t -
& 4 —
B T
i3
2
1 1 1 1 bl

g

I
72 168 (hr)

FR#
(RRARY)VIEEIEEE10mg NP1
F A ARYVIEREIESE10mg [NPI] &7Vt 7 FE1Omg
. JUAF—N—FEICKD ERENLE (FARIVE
BRiEE LC10mg) BEMASFICHEEROREORS
(n=18) L CHEFREFBEZHEL., BoncE



%%%‘3/\"5)(—57 (AUC\ Cmax) Li’)b\“C9O%{§§EIZF'Eﬁ
B CREEHRIT 21T > 72/ R log (0.80) ~log (1.25)
DHFEENTH D MAOEMZNFEEEPHER S Y,

HENT A —% BENTRA—%
AUCo-168 Cmax tmax ti2
(ng - hr/mL) | (ng/mL) (hr) (hr)
R RO IVIEREIESE 969.157 24.405 2.7 61.9
10mg [NPI] +214.818 +4.334 +0.6 +£8.7
916.502 22.793 3.2 60.5
TUETRERIOmE | osea1 | 3509 | +24 | *116
(Mean+S.D., n=18)
(ng/mL)
30
—e— FAARYILIEEIESE ] 0mg[NPIJ
25 --o-- 7Yt 7 MEIOmg
(Mean+S.D., n=18)
20
%
15
1t
gg
% 10
5 B

12 24 48 72 ¢ 168 ()

FRRfE
[ﬂlﬁﬂpi}%fgﬂﬁb\\ﬂAUC\ Cmax%a)/ﬁ:j )( _ 9 (i\ ?&Eﬁ%‘
OFR, FRORINEL - FEFOHBREMFICEI>TE
L HE RN D Do
16.2 DKUY
16.2.1 BEDORE
BEBRABFZHRICBNICKIZTTBEORE X F
2mg® THEf L-ER, BERESOMSEHEE IIEE
BEEIZIERAMAEREZTRL. BFICL2EERIROON
oY,
16.3 310
In vitroffBRICB W\ T, b MMERKARIZ’8.9% TH
0. in vivoTHOMBEEAKZERIL2.6% TH -7 9,
16.4 X8
FERBBEENIN-BE7 L FIUELRIETH D . E1UITIRNTO-
BAF IR E ZNICHKEL TV r7a v BaaG e Th 5
EEZHNT,
N-Bi7 L F IMERISICIEEE LTCYP3A4DS, £ 7-0-i X
FIULRISIZIEZEE LTCYP2D6MEES L TW5 Z &R
Bxniz?. [10. 8]
16.5 HEittt
AR %2 RICEE2mg® #BHERREOKS L& &,
BERTHE £ CICRFPICHRE S N - RELAKZBREED
9.4%THV. REMEEDHEL29.6% TH> Tz, Tz,
1I0mgDHEFEO#RE%. 11HE X TIcHift s - RE(bE
WEIRFT10.6%. EHRTL7%TH > 720 RE{UEATL MR
WM& EE LIZRPHEERIZ35.9% TH D . EhHRHRIZ
8.4% T o728,
16.6 HEDERZERTIDEE
16.6.1 BikEElEEEE
ERERERE L NRICHES Mgy BEREOREG L &
DEMEFREINT A= 121F. BEBRADO TN EFEREID
mOoNZ»r-o729 NEAT—%).
16.6.2 FTEEEESEE
T a3— VEFEZBRE ZNRICEES Mg = HEKEOHR S
L7z& EOEMEFE)ST XA — & ITERRERA & HE LT
BEEREEOCraPLAMUEE S BRENRD 5Nz, fhd
INTRA=HIZEBEZZRO NG 27219 SAEANT—%),
SEE
EiRE 2 RICEE2mgE 2 HERORE L& &0y
BIRE/N T A — F IR & LB L ¢ HEFEE LS
{%ﬁ%lzﬁﬁ L7275 Cma)g\ tmax&@AUCb:ﬁ%&%Li
RosNnkroill,
16.8 ZDith
R RUIVIEERIESE3Mg [NPI &, [HESEZL SFOE
A OEMFHNREERBETA A 2] ICEDE, K
FRYINVIEREIESES Mg [NPI] #EERIF L L& & 3B
HZEFHDPFEE SRR SN, EWENICEEE ARSI NTZY,

16.6.3

F) ARFERCHRIZ. 7ILUNA v —BIRAE T [EH.
FRAICIE FARVIVIEREIEE L CIHIERBmg2? 55\ L. 1
~2EERICSMgICEE L. BOKEST 5. MEOT YN
o < —BIERANERE ICIE, SmgTAERL _ERZE%. 10mgic
HWEI 2, 26, BRICKVBEEHRET 5.1, LE—/MERI
REVETIE [EE. RAICIE RARIVERIEE LTIHLE
3mgh 5L, 1 ~2EM%ICSmgICEE L. BROKEST
%o SmgTAEMLL B#E@&, 10mglcEET 5. 28, ER
ICEO5MgE THRETE %.] TH b,

17. ERIRRAE
17.1 BERUR2MEICEET BHER
(BERUPEEDT LY INA T —BIERHIE)

17.1.1 ERSE MBS
BERVCHREFEEDT VY INA < —BIERAIE B E 2680 % tf
RIT R 2RV IVIERIESESmg (3mg/H % 1 ERK 5%,
Smg/HZ23\/EE) V3T IR %224EMBET 5
“EEMREEBREEG L.
RREMREFERFFMICB W TomgB Iz /St REEE
BLTARICBNR TV, [H&E] D EOE&IX5mgHt
17%. 77t A E13%. [BEEL] LTOH&IF5mg
BEL7%. TS5 RB4A3% TH -T2,

A RS PR REAR ST
2| B |, . BB B, |0 9E] ..
5B agss | O e | N |y | BIE | g | B8
1% 1 19 140 | 36 | 15 4 0 1
smg | % | (D [(16)|GH][3BD[(13)] 3) [ © [ (1) | 116
K5% | (17) (34|31 %)
1% 1 131 10 | 40 | 21 | 21 5 1
TS5t R % (1) [(12)] (9) [(36)|(19)[(19)| (4) | (1) |112
X453 % (13) (9) |(36) (43)
AIRERE % BT T B ADAS-Jcog/B SO R (L & F IR

T (RMITRR - 20501) . BERBREDBEZEDF

BT BEI2EBEVSmgHDS 7T RBE B LT

BRLWENDO SN, BRKBEOSMgE L 7T REf

OEERIBOEIEBDEI2.448TH 572,
ADAS-JcogD#ERFZEAL

. O & DEALEH1 Z(L B OB R
BHERS | BSR SEHE+S.E. (n) g2
. 5mg 3.03+0.47 (106) -
= FseR -0.84+0.50 (101) 2.19
| 5mg -3.07£0.50 (96) -
208 oo 20.11£0.56 (86) 2.96
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(VA1 F AEIIHEZRT )

%1 [BRERMOE] — [0EO(H]

%2 (75 ABOOE, 5 OLLROFHE] — [SmgBO0EH & D%
{LEDF41E]

%3 RAERIIRAN S UC24BEREOFHE & L7zS, Wik - BEAIICOWT
3. 12BLL EOREN S B IHBEDOERMT — 5 2 BT ONRE Lz,
(BED7 LY INA I —BIBHE)

17.1.2 BN D 48545%

BEDT VY NA 7 —BIERHNEBE 30261 2 M RIT B A<
DIVIERIESE10mg (3mg/H % 2854, Smg/Hx%
4EEES. kW Tl0mg/H%18EMES). 5mg
(3mg/H % 2B 5%, 5Smg/H%22:;8/M%S) k7
T YRR 24BN E T 2 BB T S LT,
CIBIC plus (£MfIEERAEREHE) 12380 T10mghk
T RBEHE L TERICEN TV (BT
%1 287H1),



B#&EFOCIBIC plus

eI N AMMELIEC e
5B o | O s | T | mie | B | meg | BF
10m k3 0 7 35|20 | 19 9 0 0 9
E % |0 ® 69 e]en| 0] o] o
5m IE3 0 4 27 | 26 | 30 9 0 0 %
E % |0 @ e e 6] Olo]o

_ . fl% 0 6 18 | 30 | 34 | 11 1 1

7Ry T © e e e an] o || O
FAIEEZ T MT 5SIBEEORKEOE(LREEICRT
(RARRATHR : 20001) . 135 BIRARS & DR SEOTHT

i3, SmghBt. 10mgBEzh2zn, 6.75. 9.05THYD. 7
T ARBEHB L TERRUEBIRD SN 19
EAEEE*LDSIB

- 0D 5 DE(LE*2 ZAbE OB HE
FHfE+S.E. (n) SFgFERS
10mg 4.7x1.1 (92) 9.0
5mg 2.5+1.0 (96) 6.7
AN —4.2+1.0 (102) -

(FFABERSREEZTT )
BASEHIRAN & UC24 BB OFHE & L7z, Wik - BEBIC DN T
3 BT =Y RRITONSR E L,
[EH#OE] — [0EOHE]
[BHREHO0EY 5 OELEDOFHE] —
ZAtEDF51E]
< I/ t. _’J \Wg::vu*l]r)
17.1.3 EASE TEHER
L E—/MABIZRAIRERE (MMSES & @ 1080 F2650
T) 1406121 R ARV IVIEREIESE10mg (3mg/H
2B 5%, Smg/HEZ4ERES, kW T10mg/H
%6:BEH%5). Smg (3mg/H % 2:;BEH%S5%. 5mg/H

%1t

%2t

%3 (7T RBEO0E,» S D

*10E/IES) . 3mgd 7T K% | 2BmMBET 5=
EE B SE EHE L 7.

SRS FRAER % F1f 9 % CIBIC plusic BT, 3mgh,
Smg. 10mgHlaVInG 7S ARBE B L CARRIC

BT\,
F#&EOCIBIC plus
e o e ETIP
KR v | OF s | TF | myp | B mp | OF
10mg % 1 3 13 8 1 0 0 2%
% | @ (12|60 6L @] 0|0
Smg % 5 5 10 4 2 2 0 28
% 1 (8)|(8) | 36) | 14| @ | @ | 0
3mg S 1 5 14 6 1 0 1 8
% | (4 (8 | 60| @) @ | 0 | @
_ N % 0 1 8 5 10 3 0
77Ny T @ [eula9]enlan] o] ¥
EHIMEE % FT T 5 MMSER S OB O E (LR 7 5

T ARBEEOZEIL. 3mghE. Smglf. 10mgiznZFnl.8

17.1.4 EASMHEHER
L —/IMARIERANERE (MMSESH ¢

1020 E26 538

T) 14261 % /RIC B ARV IVIERIESE10mg (3mg/H
% 2JAR# 5%, Smg/H%Z4ERES, R\ T10mg/H
%= 6 RS |
% 10E/M#ES)
B A E L7,
FHii 9 5 MMSEB RO BRKEOEERD T T

I AR
LARBEEDOZEIL, SmghE. 10mghtzh2h0.85.

S5mg (3mg/H%2

AR5, 5mg/H

RZ7 7Rz 12BMHRET 5 _EER

1.65

THD. 10mglTT I RBE HE L CHRLEBENT
»oniz.
AR OMMSE

- O & DE(LE*2 Z{L R OB R
EHEES.E. (n) Sy A3
10mg 2.2+0.4 (49) 1.6
5mg 1.4£0.5 (43) 0.8
TIER 0.6+0.5 (44) -
(75 2 fEIFhEZRT )
FEEER - ITEIRED S bXIHE. BRAKELE % 34
ZNPL2/BH OB OB (LRTI1X, Smghf, 10mgis
T RBEEDORICEREZIIRD O NEP 5T,
AR *LONPI-2
o O 7 65 DEALE*2 ZL & DR HE
RGH FHELSE. () Tz
10mg 2.8+0.5 (49) 0.7
5mg 1.8+0.6 (45) 0.4
TSR 2.1+0.6 (44) -

(Z A F AERLEZRT )

M1 RAREREFEIE LTI 2EREOFHE & L7z A%,

& BT — 7 2T ORRE L,

ik - BREFNICDOWT

%2 [mkofE] — [0EOE]
X3 [BREEOGEY S DEBOFEEE] — [T ARBEOGEL S D

Z(LBOFIE]

RHEE Tl RABERE, BHER - TEREOWE
RICHT 2 F A ROVIEBIBEO BN EN T F £ R
LTENTLS L BIHRFIIHIES N Tk nis),
[5.6 Z&]

17.2 LSRR AES

17.2.1 LE—IMFRIBBAEZBE 2R & U BARIERTTERER
PREXER
LB —/MABIERAERE (MMSERM @ 108 2601
) ERRIC, FARRUIVERBIESE1Omg (3mg/H %23
M 5%, Smg/H 2 4R E . R\ T10mg/H I3
BRSmg/H26EMES) XX/ A% 1 2BM%5T
HIGEH (CEER TSI AME) & AEHZETL
T WG IS R R RUIVIEFEESE10mg (GAEH R R _I L
ERIERE T3 10mg/ H U B R ESmg/ . %l 75+
AEETII3mg/H % 2EM&KE 5%, Smg/HE4EMES.
ZD#%1310mg/H X IZHERSmg/H) %48EM 5T

M. 41E 28HTHD. 2TOHTT I R L HE i G GEEMIERRR) 5 4k 2 BIEIRFERER K
LTEERWENRD 5N, HEE % FEM L7 B TIZI6061IC 3D LIEIIEY
EAEE*LOMMSE IR EEsh, TEFMEEE Th HEBHICE
- 0D 5 DE(LER2 Z(CE OB L8 Uéﬂ%ﬁfﬁﬂ%@éﬁ%ﬁfh (CIBIC plus#a&sHii)
F9E+S.D. (n) a3 FHRICBWT, TIERBEE FARVIIERIER O
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BHNPI-2BHOBKBOLEED TS RBEE DI ViERE] % L 114 [E0)[@3)[@e)| | O
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L _ . %5 0 3 4 13 4 1 0
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143G EE %252 T L. 205 5 13961 A5k S5 H1 12
AT L. 1056125t 55 2 2 7 L7z, BIREHMIEE ©
H5EFMEEH GEHACHERSH) BT %
MMSEDXR—=Z2F 4 > 50EtEDOHRITTKOD B
NTH-o7z.

O—O /S URE (MFER SN VHEHERS)
——— FRAYUH R

FT4y + 128 (LS Mean Change+SE)

Bt

R/l

0 2430 36 4851 60 3l

R
L]

T ARBII1 28 5 X RYIVIERIERE3mg/H. 14825
Smg/H. 1884 510mg/HiE5# M4 (5Smg/HADHER).
BER, BR, REFLREOREMFEAZEFE L. MMSED
N=ATA VERVOAY ) —= v THBOE{E2HERE LT
MMRM (Mixed Model for Repeated Measures). $t57&ii#iE
(B3 SR DA

BRHEEE CRBEM N ORk 5 8) 1281 2MMSED
N=RF1 2 5DELEDHER

ARBETlE. fREFRERICNT 5 FARYIVERED
BN TS RICHBE L TERTWS & WS EER
SN TV, [5.6 SHE]

18. ERhEIF

18.1 {EFAER
TILYNA 7 —FIRANER O L ¥ —/MARIZRAIE Tl
NI VMEBEHRROEELBENFDOON TS, K
I, 7EF)LaY >y (ACh) 20 rHETHA7t
FLa) T AFT—+ (AChE) ZAHEMICIEET S &
IZE D MANAChEB ZEms . N3y U EgiEmER 2z
Eﬁ?ﬁj‘élé@) -22)0

18.2 AChEREZE{EANUACKhEICX T % 3RIR 4%
In vitroTOAChERZE/ER DICsofE1x6.7nmol/LT#H 0 .
TFIUNLAY I ATFT—YHEEERADICsoHE X
7,400nmol/LT® - 7= AChEIZx URIRA 2 HEEH %
AU,

18.3 BHPAIAChEREZE{ERM U'AChIENIVER
BOBESICED, 5y MMOAChEZHEEL., 72MH
AChZ & 720 2D,

18.4 FBIEEWE(EA
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ISRV EFHENEES NI Y ) ITBWVT, BOKRS
ICK D EERENESIEAERLIZ2Y,

19. BRESCRET BIBLFIAR
— MBI RRRVIVIEEIE (Donepezil Hydrochloride)
{b242 © (2RS)-2-[(1-Benzylpiperidin-4-yl)methyl]-5,6-
dimethoxy-2,3-dihydro-1H-inden-1-one
monohydrochloride
7373 1 CaaHoNO3 - HCI
SFE 41595
R L FARVVEBIERREORERIEOH R TH 5,
AEIFKICRRE TR T, T —)L (99.5) I
Fiz< vy,
REBOKBR (1—100) ZFEAEERS L0,
AmIERBEPRO SN2,

%l:l

{bEEE=R
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H3C/O H/O@ - HCI
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&6 iE T IEN
22. 9

(RRRYIVIEEEIEEE3Mg [NPI])
288 [148% (PTP) x2]
(RRY)VIEEESRSME [NPI])
568E [148F (PTP) x4]

14088 [14%% (PTP) x10]

1008 [FS9AF v 7RI, NT]

(RRRIIVIEEIETE10mg [NPI])
568t [1488 (PTP) x4]

23. FEXHR

1) BEERAICB T 2By EE (BEERORE5HER) (7)1
h8E @ 19994E10H8H &FR. HEBEERAMIEA3. (1))

2) BEERAICB T 2By B (RERORESHR) (77
ME @ 19994F10A8HARR. HFEERMIEEA3. (1))

3) EZK%:%I%*%EQ%& CAEIRENRESEICET A2ER (W

4) BEOEE (7L ME 1999F10A8HKER, HEER
BEA3. (2))

5) MIFEAEEORES (77 ME: 1999F10H 8 H &R,
HREERMEA2. (2))

6) BEBEAICB I 2EYEE (BEEEAER) (TS ME:
1999 10A8H KRR, HFEERIEA3. (1))

7) MFAEF S - FEYEHRE. 2000 ; 15 (2) 1 101-111

8) BERAICB T 2EYEHE (RFROHM) (FVET b
$E 1 19994E10A8H AR, HFEERMEEA3. (1))

9) Tiseo, P. et al.: Br. J. Clin. Pharmacol.,1998 ;
46. (S.1) : 56-60

10) Tiseo, P. et al.: Br. J. Clin. Pharmacol.,1998 ;

46. (S.1) : 51-55

SiREICB U 2EYEE (77 ME D 19994F10H8H%&

. HEERMEA3. (3)

12) Homma, A. et al.: Dement. Geriatr. Cogn. Disord.,
20005 11 (6) : 299-313

13) RSB MMHERE (7Yt 7 ME : 1999F10H8H &R, HF
BRI ~.2. (5))

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

15) BETIVYNA ~ —BIERAIE 2 R & U7 ER R EE T AE AR
(7V &7 ME/DSE/ARL © 20074E8 A 23H&ARD., FBHEMESE)

16) LY —/MERIZRANE A MR E LBRETHERE (717
N SE/MIRL/DEE/WNIREY —/ RS54 a v 7 1 201459H19
H&R. HEERMIE 2.7.6.1)

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

18) Ikeda, M. et al. : Alzheimers Res. Ther., 2015; 7 (4) :

1-10

LIPERRE 5

ILIPEERE 5

NEES S

NEEES

11

N

19
20
21
22

DEEH IR, 1998526 (S) ¢
DEEEEIRE, 1998526 (S) ¢
DEH OB, 1998526 (S) :
DEE OB, 1998526 (S) ¢

S1277-51282
S51283-S1294
S1303-S1311
S1313-51320

—_— =

24. TEEFERERUEVNEDESE

HAER TERASHT R2EHER
T101-0032 REHTRHAXEAII2TH2E3S
TEL 03-5833-5011 FAX 03-5833-5100

26. BHERTTRES

26.1 BLERRFST
BAERIXGASH
ERBTREXEAN2TH2-3



