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) ARAEROCHEIE, 7V YN v —BIRAETIE [EF. A
ERARVVERIE S L CIHLIEBmg? 55 L. 1~ 2iER1ZIC
SmgllEHE L. BOKET 5. MEDT LY NA v —BIERANERE
I21E, SmgTAHEMPL E#ZEE, 10mglcEB8d 2, 4B, ERIC
LVEERET 5. | LE—/IMERIERANECIE EE. A
FARARD)ERIE S UTLHLEBmgA 5Bta L. 1 ~238/5%I1C5mg
ICHE L, BO®RS5T 5, SmgTHERL EZB%. 10mglciEgs
5, 2B, FERICKVSMgE CHETEZ %, | Ths.

17. BRIRARAE
171 BHUERVRLMICET DR
(BERUDZEEDT LY I\ 7 —BISR5NE)
17.1.1 EASE MABEHER
BERVOPEEDO 7 IV Y NA v —BERAERE 268 % MR K Y
JUIERSIESESME (3mg,/H % LA 5%, Smg,/ H%E23EMEES) X
37T RE2LEBRET A _EERHBRBREZE/ L2,
B ERERFE I C BV CTomgBIE T I b REE HE L CERICE

T, (8] DLEOEE oM 7%, 750 KB 13%. [
(L) D ROHARSmgB1 7%, 751 ARBEAZ% T - -,
2 R PR BT

ERET BE | | BE E9 | HE | .2
e | o | O | e | T | m | B m | Reg | B

Bl 1 19 40 36 15 4 0 1
Smg(,i:o W [(16)] 34 [ BD (13| @) | © | 1) | 4,

Sl an e ey (17)

Bl% 1 13 10 40 21 21 5 1
790 % [ [12)] (9 [36) [19 [ 19 ][ @ | ® |,
AR %

Ll a3 | o | 6o (43)

ERANBERE & BT 9 5 ADAS-Jeog B DR A L 2 R ITRY  (RAARITT
K1 20561) o BERIKREOB/EEDTFH TR, BE512E% XV 5mg
BN T I L ABEHE L CRRAUES RO 5Nz BAEkEDSmght &
7T REOBREGHZOELBDZEIF244HTH > 7z,

ADAS-Jcog D#ERFZAL,

STl - OiE» 5 DELE*! | Z(LE ORI

I TH#ME +S.E. (n) 3 H2

123 5mg —3.03+£0.47 (106) -
TR —0.84+0.50 (101) 2.19

- 5mg —3.07+050 (96) -
F5%E | —0.11£0.56 (86) 2.96
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EEERHlRE Td 2 CDROBME(L 2 RITRY (RAFEITIS 1 228
Bl) o HEHREEDBEEDOTIITIE, RE128% K 0SmgHr 7
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. - OEABOEILES  |E(CROBMLR
G 54l +S.E. (n) TP H2
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s Smg Z0.14+0.13 (104) -
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e 751K 0.75+0.15 (112) 0.85
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BEDOT LY NA v —BIEBANERE 3020 2 xR I R 2RV IVIERRIEHE
10mg (3mg,/ H%2:;Af#%5%. Smg/ H#%4EMES. kW T10mg
/BZ18AMES) « 5mg (3mg,/ H#%2EMES5%. 5Smg,/ HZE22H
MiE) X377 RE2248REE59 2 _EERHERBRZ EB L7,
CIBIC plus (£MHIERFRAEREHE) 1BV T 10mg#fid 77 L RBEE M

BUTARIBR TV (RIS : 2870) -
BB OCIBIC plus

uE | =W BE | | BE = |

B e | BF | g | A | m | B =iy | R | 2

10m e )] 7 35 20 19 9 0 0 9
8% | (0 | ® |39 2] en]aon] ) | (0

5m Bl O 4 27 26 30 9 0 0 %
& % | (0 | @ (28 27| B © | © | ©

_ JABIE 0 6 18 30 34 11 1 1 10

77RO [ (o) |8y [Go) [ Ga) [ | | ] 1

EHINERE % THI T 5 SIBE SO REROE (LR & RIORT (RARHT

% 129001) o BRESHBREE OFHREDFHETIE, Smght. 10mghfzh
zn. )67'5) 9.0HTh Y. ST RBEHE L CERLEENADS
ny-1e 17

AR *1 DSIB

- O 5 D Z [ *2 (LB D BER 8
A58 £S.E. (n) T
10mg 47+1.1 (92) 9.0
5mg 25+1.0 (96) 6.7
75t R —42+1.0 (102)

(75 AMEITHEEZRT, )

1 BAEERHIIRRIE U245 R OFHE & L7228, ik - BRI DOV T
X BT = RBITORNRE Lz,

%2 [RROME] — [0EOE]
%3 [BREEHOOE,SOELEOFHHE] — [T ERBEOELS

DOE(LEDTFHE]

(L E—IMAEUSRHIGE)

17.1.3 EASE T 1HE5R
L b —/IMEARIERATE SR (MMSER S @ 105 E2653LIF) 1406474 %t
RIC RARY)VIEEEIESE10mg (3mg,/ H % 2% 5%, Smg,/ H#%4
JEEERS. WL T10mg,/ HZE6AMAS) . Smg (3mg,/ H % 2 #
5%, 5mg/ A% 10EMES) . 3mgE 7 I R %21 2:BAMEET 5
EERHEGRHRE EE L7,
SRR PRREIR 2 3Hfi 3 2 CIBIC plusicB\\ T 3mghf. 5Smghf. 10mg
BIWThs 77 b RBEE B L CRRICEN TV,

E#E; O CIBIC plus

: G i3 7 = g =
pop | o v | BE | vw | B | me | BT | e
B 1 3 13 8 1 0 0
0me o @ a2 [ 6oy |G| @ | © | © ] 2°
5m Bl 5 5 10 4 2 2 0 28
& o [ (18) | (18) | 36) | 14 | (7) | (1) | (0)
3m 5% 1 5 14 6 1 0 1 )8
8 Mo @ |(18) ] (50) | 2D | @ | ©) | @)
o RUGE:40] 1 8 5 10 3 0
77T oy @ | Goy | a9 | G an ]| © | 2




FRHBERE & 3 9 2 MMSEB RO RMRROE(LRO ST L REE L DE
13, 3mghf. Smghf. 10mglfznZn1.85, 415, 28K THD. &
TOBTT IR L TERLEENRD 5Nz,

A& OMMSE

- 0D 5 DE(LE *2 ZAbg OB
SEHE +S.D. (n) S FE 3
10mg 2.3+3.2 (30) 2.8
Smg 3.5+3.2 (30) 41
3mg 1.2+3.8 (30) 1.8
TR —0.6£2.7 (28)

(77 AEIHEFEERT . )

FEER - TEHREDS 5OH., RAKEEE %5l d 5 NPLI-218 =0
BREOZIEO ST A EDZEIX, 3mghf. Smght. 10mghtZh
FN-248, —3.68, —5.2 ATHD. Smght. 10mghiT ST AR

EHB L TRELREEDVRD 5N,

FAREE ¥ L ONPI-2

. 0D 5 DE(L&E *2 Z A& OB g
SEHE £S.D. (n) P RS
10mg —5.1+46 (31) —52
5mg —3.4+3.9 (30) —3.6
3mg —2.2+6.1 (30) —2.4
TR 0.2+£4.0 (28) -

(A S AEIFHEEZTRT . )

ARBIIERNEBE CH D . TEFEEEILBRE T, FHEHEESE - H
BEOMEOZERLHIE L TWAWI 19 [56 5]

17.1.4 EA%E MBS
L b —/MEREERAERE (MMSES R @ 108D E26LLIR) 142/ % ¢
RIZ R ARV NVIEREIESE10mg (3mg,/ H % 2AMH 5%, Smg,/ H%4
S, ] T10mg,/ HE6EBRS) « Smg (3mg,/H % 238
5%, Smg/H#Z10EE#S) XE /It X% 1 28MEE5T 2 E5HK
HematBe = £ HE L 7z,
FRAIRERE & AT 9- 2 MMSERS MOBA RO E(LED 7T L RBE E OZEIL,
S5mg#t. 10mglzn2n0.85. 1.6ETHY. 10mglTT IR Ef&
HE L TEREUENRD 65N,

A& *1 OMMSE

s 0D 5 DE(LE *2 2 OB g
F50E +SE. (n) Ty Es
10mg 2.2+04 (49) 1.6
5mg 1.4+0.5 (43) 0.8
VAL 0.6+0.5 (44) -

(o 2 EIHEERTRT . )
BEER - TEHREDS 5OH., RAKELH %519 5 NPLI-28 &0
BKEOELETIX, Smglf. 10mgBE I I RBFEOBICER
EIIFRD NPT,

RS *1L ONPI-2

- O 6 DZE(LE *2 ZtB OB L
FHfE +S.E. (n) g R
10mg —2.8+0.5 (49) —0.7
5mg —1.8+0.6 (45) 0.4
TIHR —2.1£0.6 (44) -

(¥4 FAfEIZEHEZ T, )

%1 EACEHIRAN & UCL25ABE Ol & L7z 7S, HRik - BEEAIICDW» T
& BT — 8 R OMRE Lz,

%20 [BRofE] — [0EDE]

%3 [FREHOGEN,SOEIBOTFHE] — [TIREOE,S
DOEALEDF51HE]
AREETIE, RS RERE ., BHAER - TERE OWERICNT 5 K3
RIOVEBEOFMEN T T L RICHE L TENT WS &\ D IEEERE
WHGRES N T2 [5.6 28]

*17.2 RERTRATSE

17.2.1 LE—MABRRAEBRE Z 3R & U e ENSSEIRG TR IR RS
L& —/MABIERAERE (MMSE B 1 1080l F26 5 LLIR) Z5RIC,
RV IVIERRIESE 10me (3mg,/H % 2% 5%, Smg/ Hz4EMH
#5., w\T10mg/ B XIZEERSmg /26 EM%S) x5t R
Z12BEE T 208 (CEERT T tAME) & BEHEARETL
THBRE I R XY INVEERIESE10mg GAEIE N ARV IVIEERHER TIT
10mg,/ H X3 Ek5mg,/H. 1AEH YT 1w REETIE3mg,/ H % 238
#5%. Smg/ HZALARHRS. D%I1E10mg,/ HX 3 EERSmg,/
H) %Z48AMKE T 5tk 58 GEERIETR) » 5% 5 8GRk
fE R & M L7z B TIX16061IC R A RYIVIERIENIZ /St
ROEE s, FEMEIEE T 2 IBEHICE T 3 BKREHIE O 2%
FRIER (CIBIC plus BAFHE) OAFfFICBEWT. I REEE RARY
IEBEREOBMICERZRIRD 5N » 57z (p=0.408. 218K
Wilcoxon #E. &M OB B/KEIIEME 0.046) .

B FHTEE O CIBIC plus

i |23 ew [ 55 x| 38 = [ 35 v
\T\:Z\’\o ke 1 10 22 17 19 5 0
aelwlwlanleo|e e ool ™
7> [B#| 0 | 6 |18 |3 [ 14| 5 [ 1|
F [ [0 | ® e @] a8 ] @ |

7B BEFBRIOIROEER TORBEIC B 5 RE&FHiR O 2%
fERAER (CIBIC plus & FHE) OAMILLTOEBY TH o7z,

FA&FHEIRE D CIBIC plus (SIHROE )

T wE |, | = =5 | .
n5% s | B | g | NE | gy | BIE| gy | BF
1‘7\’1;0 B 1 10 14 9 11 3 0
I8 @Qg‘ %| @ |en|eo|a]e] e | o] *®
®Y 75 |FIF] O 3 14 19 10 4 1 5]
v [% O] 6 ]G] & | @
ﬁ?\i’; e 0) 0 8 8 8 2 0
am || % | © | ©[en]en]en]e o]
BU oo lE 0 [ 3[4 (B[4 1[0,
AR % | (0) |(12) | (6)|(52)]16)] 4) | (0)

143F17 BB 252 T L. 205 5 13951k 5811847 L. 10561
PRbGE 55T Uiz, BIRGHEIEE Ta 5 S5HMlRHE (AR o
WEIGH) 12BITFAMMSEDOR—RA T A ¥ 5 DELBOHERIZTN
DEBVTH-oT,

B Ga R ORRHRSH) 1ICB ) 2MMSEDR—2 51 > 15
DELEDOHER

O——0 JStRH (MG REM TN IAD LIEMIERE)
——— FRADILIERIE

w
1

N
!

wE

o
X

3[4

BN Ty + R (LS Mean Change+SE)

243 3638 4838 60 i

fiziesac]
Lil)

FIEARBE1 2R 5 ¥V LHERESE3mg /B 1487 55mg/ H.
1825 10mg/ Hi%5 %A (Smg/ HAOEER) . %58, B,
BEREMEORAEFRZRTE L. MMSEONR—25 1 VERTAY
V-V 7 HEOEEEHEE L L-MMRM (Mixed Model for
Repeated Measures) o 5 HuE 3G & Lz,

AR TIE. 2RERERICHT 2 FXRYIVEBREOENES TF 1
AICHE L TEN TV D LW BEERFUIBIES N T, [5.6 ZE]

18. EFNEIE

18.1 fEAKE
TIINA < —BIERAE R 'L ¥ —/IMEBIZRAE Tl NI > (E#)
HHERADEE L RENDD 5N TN, AL, 7EF)Lay > (ACh)
ENRT ABRTHAHT7EFINIY VT AT T —+ (AChE) 2K
ICPHET 5 2 I & U INNAChE 2 NS 8, MY SRR
BIRIES 220 24)

18.2 AChERHEERAR U'AChEICX T %2R 1%
In vitroCHOAChEMRZE/EH DICs,fEIE6.7nmol /LTH V. 7F )L
U VI RAT T —EHEERADICEIX7,400nmol /L Td - 7z AChEIZ
o UBIRI 2 BREER 2R L2 ,

18.3 BiMMAChERBZEER R FAChIENI{ER
%%El;&’é» L): KD, 7Y MINOAChEZIEE L. F-MANACh##ENsE
7-22) . 23) |

18.4 2B EENEER
B ) AEE R EEE TN ET L (PEIFRRE OBIEIC XD ZEE
ﬁéﬁi‘[%%)é N7zFv b)) BWT, BOBSICKD EEREESRSEERA%
RLTZ2Y

19. B2 ICR T 3 IE{EZMAR
—iREIRIN . N RYVERE (Donepezil Hydrochloride)
{fE%&: (2RS) -2- [ (1-Benzylpiperidin-4-yl) methyl]l -5,6-
dimethoxy-2,3-dihydro-1/#-inden-1-one
monohydrochloride
C24H29NO3 - HCI
415.95
FARVIVERBIHEOKEEEOHRTH 5,
REBIKIZPPET R T L T ) —)L (99.5) IZHEFIT W,
AREOKER (1—100) BHIBEEZRS &0,
RIFERZTEIRDO 5N D,

PF:
DFE:
% K



s 0
H3C ’OmH/@/\Q - HC

HsCxq )
RURGEMERK

22. 9%

(RRARIIVIGEAEFE3Mg [TSU] )

PTP : 1003 (10$EX 10, E2&AIAD) . 5008 (1088 x50, #EAIAD)
(RRARIIVIEEAEFESMg [TSU] )

PTP : 1005 (105 x 10, RZ&AIAD) | 5005E (105E x50, EMEHIAD)
(RRARY)VIGESEEE10mg [TSU] )

PTP : 1008% (108X 10, SZ/2AIAD)

23. FEXk
) BERAIC BT 2Ry EE (BEEORSHRER) (7Y 17 ME1999
FI0A8HAR., HEERMIEA3. (1) )
2) BERAIC B 2EYEE (RERORESHE) (7Yt 7 ME1999

FI0A8HAR., HEERMIEA3. (1) )

) FENER L YA FEIEEREE (Smg)

) PR L AR RISEREE (10mg)

) BEOFE (7)1 7 ME 1999410 A SHAR. HFEEAHIEA3.(2))

) Eﬂiﬁﬁl&(l’%%@%é (7))t 7 Mg 1999FE10H8H&FR. HFEERHE

A2, (2

7) BEBRAICB T 2 EEE (BEEEAE) (7Y L7 ME19994F10
HA8HA&GR, HFERMIEA3. (1) )

8) MIHEF & « FEHRE, 2000;15 (2) :101-111

O) BEERIAIC BT 2R (REEROHEE) (7Y &7 ME 19994
10A8HZA&GE. HFFERHIZEA3. (1) )

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

11) Tiseo, P. et al. : Br. J. Clin. Pharmacol., 1998;46. (S.1) :51-55

12) SEICB I 2EMEFRE (77 ME1999F10H8HARE. HiFE
RHIEEALZ. (3) )

13) N EF} © EWZNREZEERE (3mg)

14) Homma, A. et al. : Dement. Geriatr. Cogn. Disord., 2000;11

(6) :299-313

15) ﬁ%ﬂ%’%ﬂ)ﬁ)ﬁaﬁ%ﬁ (7 VU7 ME;1999FE 108 H AR, HFEERMTE
r.2. (5

16) Homma, A. et al. : Dement. Geriatr. Cogn. Disord., 2008;25

(5) :399-407

17) BET VY NA v —BIRAIRE 2 /R & U7 BRESE TR (7t
ME. DSE/MIRL 20078 HA23H AR BEAMES)

18) LE—/MABIZRAEZ MR & L BRE ITHERE (7Y 7 ME/M
B/DEE/PNIRE Y —/ K54 >ay 7 20145F9H 19H &R, HFER
W 2.7.6.1)

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

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

21) ILPEERE S © WISV, 1998;26 (S) :S1277-S1282

22) ILPEERE S « I EIRE, 1998;26 (S) :S1283-S1294

23) /NEES S ¢ EEEIAE, 1998;26 (S) :S1303-S1311

24) /NETEIES  EIEEIRE, 1998;26 (S) :S1313-S1320

24, XEAERERUTEVEDER
IR A I HAT
T563-0036 KIEffitHM &SI THI6E]S
TEL : 072-761-1456 (H£) FAX :072-760-5252

26. WERFTHRESF
26.1 BHEERSETT

BREREHFITT

KUFtHm SRl 1 TH 16 % 1 5

D17/D21/D22-10-2307



