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ADAS—Jcog Alzheimer’ s Disease Assessment Scale cognitive subscale : HAX
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ALT alanine aminotransferase: 77 =73 /) 7 A7 =7 —€ (=GPT)
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—F¥ (=GOT)

AUC area under curve : WX HHHR TS

BUN blood urea nitrogen : MLIKRIRFE%EFH

CDR Clinical Dementia Rating : EEJiEJE 2 FAfh N

CIBIC—plus Clinician’s Interview —Based Impression of Change plus
Caregiver Input : 4P HE AR AE IR FEAR

CK (CPK) creatine kinase : 7 L7 F ¥ —F
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Coax Hoe v LA i B2

CYP cytochrome P450 (3 b 7 v A P450)
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IC, 50% PR
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LDH lactate dehydrogenase : {7 v Ra 7 —¥, ILEeMiKFERESE

MMSE Mini-Mental State Examination: I =X % /L7 A I (5 HEERER)

NPI Neuropsychiatric Inventory

RMP Risk Management Plan : FESKSL U 2 7 & HE1H

S.D. standard deviation : fE%E(R 2=

S. E. standard error : fEVERR7E

SIB Severe Impairment Battery
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T Time to reach maximum concentration in plasma : & IfLFE 2 E
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AR pERay ke WA SNy
T R A A A A
99. 59~ 99. 48~ 99. 00~ 99. 24~
“ (95.0~105.0%)
100. 76 100. 44 100. 20 100. 38
(n=3)
@ R R~ LIERRE 0D §E 10mg NP 9
PTP A14E : AldEERE (R Frb'Ly - TAIE, 73 a—)
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N e
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N RV pH6. 8 = H AHEJ5) J7 ¥ AR A 2 K 900mL. | 37+0.5C
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100rpm | pH3. 0 =D 7= McIlvaine DFEE K
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B AR &HIE T .
(1) Froge
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@FEHERLFN 2 30 43 LAWNIZ ) 85% LA LV HT L 72 W G4G
FUE S TR BR IR 1 3o W THR BRI O S IR R 85% LA B &7 % &
& EEVERLA O S DY 40% KON 85% L D Y Ze 2 R RIZB\V\ T
AR L O S H SR DR YERLA DS ER R £ 10% OFEFRIZ B 5.
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FRBRIK pHL. 2 1281 5 PR H AR (mean=+S.D. | n=12)

100 |
B go |
H ;
= 60 -/
~ i —o— RARYJLIEEEEODEE3me NP |
% 40 [ II
20 - --0--- FRRYLIEEIEODEES MNP |
0 L, | | |
0 15 30 45
@R (5)
BRI pH3. 0 12331F 2 EERH i (mean=®S.D. . n=12)
100 | (== hmni{Jenmnsesccoas e J
& 80 |
H
= 60
—~ —0— RRRYJIEFEEIEODEE3MeNP
% 40
20 --O--- FRRY)LIEEIEODEESmeNP |
0 r_, | | |
0 15 30 45
Z@E R (5)
BRI pH6. 8 1281 2 P AR (mean=£S.D. | n=12)
100 F  [Feefeadmcsccecece- iy W g
A
80
H
£ 60 [
% 40 —e— FRRYLIEEIEOD I3 NP
20 —-0--- FRRYIEFIEODEE5me NP
0 |'_, | | |
0 15 30 45
Z@EER (5)



BRI AKIZIS 1T 2 B H A (nean=+S.D. | n=12)

’ﬁ1m - A
B 80
H
o= 60
;/; 40 —— RAARYIEFIEODEE3Me NP
20 | —=-0--- FRRYJIEEEIEODFESme NP |
0 é | | | | | |
0 60 120 180 240 300 360
Z@EERE (5)
FABRIE pH3. 0 (100rpm) (21T B A H iR (mean=+S.D. . n=12)
100 - {1} J
S
80 r
H
= 60 -
~ —o— FxARYLIEEEODEE3me NP |
% 40
20 ==-0--- RRRYEFEIEODEE5Sme NP |
0 L, | | |
0 15 30 45
ZEER (9)

NSRBI
O RV ERYE OD 8 bmg NP 1@
@ KXYV 0D $E 10mg NP 'V

(T FEESE LD LW LR SRR T A R T4 > Rk 9 4F 12 A 22 B EIEES 487 5.
B 13455 A 31 H—#fdkilE FEIRFRE 786 B KL OVFEK 18 4 11 H 24 H —¥ckiE HEHAR

51124004 =)
BRI - HARERE T — R BR IR R BRYE (S RviE)

AR
SEE Lz BRI BRI = R
pH1. 2 = H AR I AR 1 1)
pH3. 0 =7isH 7= McIlvaine DOFBEIR
50rpm
X RV pH6. 8 = [ AHEJ5) 7 ¥ AR 2 2 K 900mL. | 37+0.5C
7K
100rpm | pH3. 0 =D 7= McIlvaine DFEEIRK

IR BRBRIAN 0 TV 2 BRI TR & e T 5.

TRTOBEHRBEMEITB T, UTORBIOEET L L&, IRHEEHEDL
TWbET D, 72720, 7 &b 1 SDOBEHRBRSEEICB W THET 5 ilBriEr

R PN A E LK D SRR 2208 85% LA FIZTE L7 1T AUE e B 780,



OEHERIFI A 15 53y LANIZ ) 85% UL BT 254 -
FREREUAI DS 15 43 AP ) 85% UL EiAH T 5,
OEHERIF A 30 43 LANIZ ) 85% LA EVAH La W4 -
LUFOWTF AR EICHEET D,
a. FUE S AU RBRINF ]I 36\ THE ARG 00 PR 3R 78 50% LA b 85% 123 L
b & RERGRINEUE SRR I B 1T 2 SEEE RO 1/2 O
VIR = A om0 Y 2R R OWUE S 7 SRR IR T L o W CRABR YA o
AL R AMEHE R OSBRI R £ 12% OFFHICH D 2>, X £2 B
B2 46 LA ETH D,
b. HE S AT RABRRFRIZ W T AR RS D SRR RS 50% 122 L7 &
X HEERIAIARE SRR B 1T 2 R RO 1/2 OSFHERH
LA NI YG 7o, ROBUE Sz B BRIV €L ARBR Al 0 )
R S EEVE R O SV R £ 9% OFEPAIZ H 2 0>, XL £2 B o
53 LA ETH S,
ARG R - FSEERBR T A BT A AT T RRAAUVIEREE OD # 5mg [NPJ, [F] OD $E 10mg
INPJ LAEYESLA] (7Y &~ b D B Smg, [F] D &2 10mg) OiEHZ@E kL7, £
DFER, IR OFRERIE TILES L8 OB O EREHEZ 72 L Tuniens,
BRiR K CITBEPMERE O b hoTe, 7B, BEMAB FE2xt5 & LIcEwT
FIRSEMREBR T, WA AEFNICFEETH DL Z L BRI TWD,
O FRA_RUVIEREYE OD §E 5mg TNP)

AR pH. 2 12381F 2 R AR (mean+S.D. | n=12)

100 +~ N oy S O
5@ 80 L
H
= 60 |
o —&— FRAYLIEFEIEODSE 5me (NP
% 40
20 ---0--- 7Yt F+Dfi5me
0 r_l . L ]
0 15 30 45
HE@EFhE (5)
BRI pH3. 0 12381 B U i #R (mean=S.D. . n=12)
100 0
& 80
H
= 60
0 40
20 / -=-0--- 71T+ DE5mg
0 r_l . L ]
0 15 30 45

B (5)



BRI pH6. 8 123517 % FHIHH R (mean=S.D. | n=12)

100 ¢ §—o—m———— B PP |
B
80 r
H
FE 60 |
3/; 40 —0— FRAIILIEEEEODEE5me NP
20 --0--- 7Tk D§E5me
0 O . ! |
0 15 30 45
B@EFE (5)
ARERIE KT T 2 EHEEHM#HR (mean=S.D. | n=12)
100 -

80
60

‘

40 oyt
E:' e FRAU LIRS ODSE5me NP

20 -=0--- 71) T+ DE5mg

0 O : : : ‘ ‘ ‘
0

60 120 180 240 300 360

(R )44 EE o

#ZIBEFRE (59)
FRERIK pH3. 0 (100rpm) (2331 2 XA HBIAR (mean=®S.D. | n=12)
100 u J
S
80
H ;
£ 60
—~ R —— FARARYLIEFEEEODSE5mg INP ]
% 40 [ ,I‘
20 ¥ --0--- 7Yt T +DEE5mg
0 O ‘ | |
0 15 30 45
@R (9)

@ R~V VIR OD $E 10mg [NP)

FRBRIK pHL. 2 1Z381) 5 FEIVR IR (mean®S.D. | n=12)

120
100 F . e A —LF ©
Ry
H 80
60 -
0/ L
70 40 —&— RiARY)LIEEAIEODEE 10mg TP

20 ---0--- 77+ DEE10mg

0 O ‘ | |
ERFRE (5)



AABRIE pl3. 0 (2351 2 P tH iR (mean=S.D. | n=12)
120 ¢

100 | O—@——=—— n; 0
A
H 80 r
£ 60
% 40 r —o— RARYLIEFEODEE 10mg NP
20 / ----- 7t +DEE10mg
0 O | ‘ |
0 15 30 45

@ (5)

SHERE pH6. 8 123517 A R H Hh#E (mean=+S.D. . n=12)
120 -

w100 —{1 L]
=
H 80 i
60 | )i
% 40 il —8— RRARYLIEFEIE ODEE 10mg NP
= | --0--- 7\t D4 10mg
20
0 OO ‘ L w
0 15 30 45
Z@EER (5)

BRI K2R DR R (mean=®S.D. . n=12)
120

100 r
80 r' o
60

40 OF---- R e T O
—0— RFARYJIBFEIEODEE 10mg NP

~

T

(R )44 EE 5

20

—=O--+ P+ T D5 10me

0O | | | |
0

60 120 180 240 300 360
f2idEfE (57)

FABRIE pH3. 0 (100rpm) ZB1T 2 WA i#R (mean®S.D. . n=12)
120 -

:*100 L {1— ﬁJj
s
H 80
* 60 |-
% 40 - on oss
Z —0— RAARYLIEEEIEODEE 10mg NP
20 --0--- 7Yt +DEE10mg
0 [ : ‘ ‘
0 15 30 45
A (9)



10. &% - 9%
(1) FEALELERSE - %K., NEVEHRLRSE - DEICHAT HER
Y LR
(2) 2%

22. A%

(RRARI)LIEEE OD £ 3mg TNPJ)

28 8 [14 88 (PTP) X2, HzfEAIAY ]
140 §& [14 & (PTP) X 10, HZIEHIAD ]
(RRART)LIEEE 0D £ Smg TNPJ)

56 $E [14 & (PTP) X4, HZJEAIAD ]
100 & D, N7, HIERAIAY ]

140 &£ [14 & (PTP) X 10, HzAIAY ]
(FHRART)LIEEE OD £ 10mg TNPI)
56 € [14 & (PTP) X4, HZ/EAIAY ]
100 & [, N7, FERAIAY ]

140 £ [14 88 (PTP) X 10, HzEHIAY ]

(3) FlREE
M L7
(4) BHROME
PTP 1%
PTP: R 7rbLy, TIVI =T A
TNAIE— TAI=TA R)ZFL v
VAL
B R =FL v
E RGP AR N =3 < P

1. Gzt s h S EMEE
RO

12. Z0fts

B ELHE~ D AR 1
ifg)ﬁiﬁﬁ*{q: BV \T/\/j L/fx_f}T:%I ﬂj—\' T PR Eﬂﬁ o 71:_0



V. JAEICEY 5IER

1. BEEXITHE

4. ZhEE - R
TILY A T —RIBHAER U L E—/IMAREREE 128 11 % FRENEAE K D EITHIH

2. MEXEIHMRICEET HIEE

5. %hee - HRICBEET DFE
(ZhEEHE)

5.1 KRBT /Y A ~ —BIERFNE & OV L B —/IMERIZRHE DI REZ D b D D HEFT Z il
T2 VIR LT,

5.2 T A = —HIEERHE K OV b B — IMARUEREE LLS O BB EE MR T I W TAAI O
BENMEIIHER AL TR0,

5.3 MORBEIEMERE & OERIZIICEE TS &,
(TILY A 7 —BIBBENE I (T B FRAAEAE K D EATHIHD

5.4 KANL, TNV nA ~—HERFE & ZWr ST BFICORERT 52 &,
(L E—/MABIERENGE 12 85 (1 5 SRANAEAE K D ETHIH]D

5.5 ARANL, RAEREICKHEE L, 117, EEREEE OBEONFIZOWTHoICERR L2
FSXZ ORREO T T, L e —/MERIERBIE OESR 2 W eI S & | i) 2 i R 42
RMAFIC LD U e —/ METRIERAYE & W S dv, ARAI O Y) &l S vz B
DHERTHZ &,

5.6 FEHHEIR - ATEIRDE | BAREEARIER KT 2 RFNOAZPEIRER STV 720, [17. 1.3,
17.1. 4, 17.2.1 B8]

3. RERUAE
(1) BERUVHAEDREDR

6. A% - AE
(TILYINA 7 —BIBENGEIZ 8+ 2 FRENAEAE K D AT HIHID
WE . AL ROV RE L LC 1L H 1 3mg MORA L, 1~2 %S
Smg IZHEAE L. RO E5T 5, BEOT VY A ~—TBIZRAEBREIZIE. 5ng T438
L. EffEt ., 10mg I ET 5, 23, ERICE YV EERET 2,
<bE—m%ﬂ%ﬂrrﬁwé%ﬁrrﬁwﬁﬁWM>
WH . AL R RS LR & LC 1 B 1 [\ 3mg 5B L, 1~2 @RI
bmg ([ZHfE L, OKE5 325, bmg T4 HEMU L%, 10mg ICHET H, 7238,
JEMRIZ LY bmg £ TRETE 5,




BeHBAG 12 W £ T2 BRI, BAKEERA, BFLOFEK - M#E b AR
HEIR DREIRSF IS L D AR 21T\ GRABRAE, KAk - ATEIREE, B ETE
PEE 2R ERICEHME L TR 7 0 v R Y A7 % Bl D & T RWIGEIE,
FehaR 1T 5 2 &, BEBMA 12 BRI £ TOARMERFM O RIS & B Gk
2RI L2 e Tho T, EMMICAIMERHME 21TV Feh-fkie oo vl 2 4
52 &,

(2) MERUAEOREREE - RN
AR L

4. REZERUVAEICEEY IR

1. A%

- AEICEEY 535

1.1 3mg/ HEGIIAAETIT < MR REEROREAMZ 52 B0 T, AL
LCI~2 2B CTHEALRN &,

1.2 10mg,/ HIZHEET 28615, MERREWERICER LR OEETHZ L,

1.3 ERNEE, FELREOEHOL L TRETHI L,

5. BEERREE

(1) BBERT—R2/\vor—o
AR L

(2) ERRRZFEERER
MR L

(3) AERGERAR
MERR L

(4) HREERIERER
1) BAXNTERIERER

(BERUPEEDTILYINA T —RBEE)

17.1.1 EAREMAERER

R K O D T L A ~ —TUERHVE R 268 i & PRI KRR~ Vg
YEgE 5mg (3mg,/ H % 1 H[EE 5%, dmg/ H#% 23 WREHKG) X7 78R % 24
G52 ZHE MR A FE i L7,

A NG AR Z B T bmg BEIL 7 7 B ARBEL IR L THEIZERL TV
7o o) LA EOBIGIE bng B 17%., 77 B REE 13%., [EETEl) LT
AL omg BE17%., 772 REE43% TH -7,




e BB R A AR A

B | 1 19 | 40 36 15 4 0 1

Smg| % | (1) [ (16) | (34) | 31) | (13) | (3) | (0) (1) 116
X453 % (17) (34) | (31) (17)

LI 13 10 40 21 21 5 1

iz % | (1) | (12) | ) | (36) | (19) | (19) | (4) (1) 112
X53% (13) 9) | (36) (43)

PR RE A FEM T 5 ADAS-Jcog DRI A LA RIS (FfMipTxi5e : 205
Bl) . BEHBLER E O REOEETIE, &5 12 1% XV dng X7 7 AR
LI L THEREENRD i, RO bng BE & 77 B RO 5-RI4
DIEALBDFET 2. 44 . TH - T,

ADAS-Jcog DAL,

A - 0375 DL L EH PAE OB H ik
IR FHE+S. B (n) gy
5mg —3.03%+0.47 (106) —
12 34 -
75 R —0.84+0.50 (101) 2.19
5mg —3.07+0.50 (96) —
24 1A -
7T R —0.11%+0.56 (86) 2.96
5mg —2.70+0. 48 (107) —
g ot
AN —0.26+0.52 (98) 2. 44

(v A FAETSEE =T,
EE FERTAR RUBE T D CDR ORERFAAL 2 RIS (URMMFHT 5 : 228 i),
HBhERE & O REOFETIE, &5 12 l% K0 dng B 77 B ARREL i L
THERYGEDRD B 919,




CDR & & M ORI AL

A - 0 D DAL B PR B DO RER b
IREY] SEHME£S.E. (n) L e
5mg —0.12+0.08 (113) —
12 -
7R 0.23+0.10 (109) 0.35
5mg —0.14+0. 13 (104) —
24 -
75 ¥R 0.72+0.17 (95) 0. 86
5mg —0.10+0. 12 (116) —
E‘i%@%s
75 R 0.75+0. 15 (112) 0. 85
(A FAEITSEERT,)

X1 [AFHErR o] — [0 ofE]

¥2: [T BARBED 0@ D OE{LEOFHHE] — [Smg BED 0N HDE(L
O]

X3 BOERFITREAIE UC 24 B ORI & L7z, Hik - B FIc 2T,
12 L EDORFED & D556 DRk T — Z ZffrOxtg L Uiz,

(BEOTILYINA I —ERIEBANE)

17.1.2 ENE I ERER
EED T VY A~ —TUEBHYE R 302 5l & k51T R R VI BRI BE 10mg
(3mg,/” H % 2 H[MH B H1%, bmg,/ H % 4 BMHE, T 10mg, H % 18 J
5.). bmg (3mg/H % 2 WM& G4, dmg,/ H% 22 WH&ZEYG) X7 78R %
24 A E-3 5 " HE MR BEABR & FEhi L7z,
CIBIC plus (EMMIEEARIERFEAM) (23T 10mg BEIEZ T 7 B AREE L ek L C A
BIEN TV (B fitiret % - 287 i),

Eef&lED CIBIC plus

HIE| FHH 2958 L2358 | e .

& A b2 &%

T s | O e | 2 me | me | ope | T
ik 0 7 35 20 19 9 0 0

10mg 90
% (0) (®) | (39 | (22) | (21) | (10) | (0) (0)
ey 0 4 27 26 30 9 0 0

5mg 96
% (0) (4) | (28) | 271) | (31) | (9) (0) (0)

75 | Bl 0 6 18 | 30 | 34 11 1 1 o

R 1
EARTL % | (0 | ) | (18) | (30) | (34) | (11) | (D) (1)




REIEREZ B9~ 2 SIB 15 M DB DA b A FRITR T (Befitrxt 4 : 290
Bl) o BLBRAAIE & DIFRZED P TIE, dmg #E, 10mg FEEN LA, 6.7 4K, 9.0
RTHY, 77 RREL R L TARERUEDRRD bz 919,

I fEEFRL @ SIB

\ 0 W) B DAL E*? PR B DR [ L g
k58 :
SEXE£S.E. (n) MR SR
10mg 4. 7+1.1 (92) 9.0
5mg 2.5+1.0 (96) 6.7
IR —4.2+1.0 (102) —

(77 AMEIFEE R~ T,)
M1 RERRITRANE UC 24 R ORI & L7223y, Fik - BBz > T,
AT — & B fRTOx 5 L LT,
X2 [k ofE] — [0@EDfE]
X3 [BEEGHED 0 6 OZEEDOYEE] — [T BRHED 0 WD DE
L&D )]

(L E—/MAZLERENSE )

17.1.3 ERNSE IERER
LB/ IMATIZRINE B (MMSE #5305 1 10 sLA b 26 JSLLF) 140 il & %f 521 R
FARUNVHEEAYESE 10mg (3mg, H % 2 BRE#& 5%, 5mg,/ H% 4 BREEZES. &k
T 10mg,/ H % 6 5 ), dmg (3mg/ H % 2 HE 5%, dSmg H % 10 #H[H
#E) . 3mg X7 7R % 12 HEHERE3 5 “HERRGEER 2 En L7z,
MG RIE IR & RFH9 5 CIBIC plus (28T, 3mg #F, 5Smg #E, 10mg BEIZVT
b7 7 eREEE R L THEICEN TV,

& CIBIC plus

HIE| FH L2958 R el )

& R G2 &

5 g | 5 |y | T e | B g | T
1% 1 3 13 8 1 0 0

10mg 26
% (4) (12) | (50) | (31) (4) (0) (0)
ik 5 5 10 4 2 2 0

5mg 28
% (18) | (18) | (36) | (14) (7) (7) (0)
% 1 5 14 6 1 0 1

3mg 28
% 4) (18) | (50) | (21) (4) (0) (4)
% 0 1 8 5 10 3 0

7 TR 27
% (0) (4) (30) | (19) | 37) | (11) (0)




RIS HE &2 R 9D MMSE 15 O ERFO B B 7 T AR L DL, 3mg
Bt bmg BE. 10mg BEZNFN L85, 4.1 5, 2.8 5 THY, 2 TORETS I
REEL L L CARBRUWENED b,

e fE IR D MMSE

‘ 0 ) B DAL E*? PR B O FE R bt

B 5 )

SEHE S D, (n) SR RS
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 N —0.6+2.7 (28) —

(7T A1k EERT,)

FEAREAR « ATENREE O 5 HLIR., BEEIELEY &2 R 5 NPI-2 155 D A i IEF
DEACED T T AR E OFEIL, 3mg B, dmg #f, 10mg FEZNEN—2.4 5L, —
3.6 45, —5.2 8 THY ., dmg ., 10mg FETT T BARRE L il L CTH E R UEN

P BT,

B fEIRERL D NPT-2

AABRIIRRARABR TH 0 | FEERPMRTE H IR
FRE DL MG I LTy 109 [5.6 B

17.1.4 EREMARER

L B —/MATIZEAE B (MMSE #5345 -

‘ 0 M6 DAL B A ORER Hr g

5 :

SEXE£S. D, (n) SR RS

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 N 0.2+4.0 (28) —

(A FAEITSEER~T,)

AHImIE E fE - &

10 JSLLE 26 JRLAF) 142 il a3t R

IRV ERYESE 10mg (3mg, H % 2 BRI 5%, dmg/ H % 4 BRI S5, &
T 10mg,/ H % 6 H$EH) . dmg (3mg,/ H % 2 B HEEH-#. bmg,/ H % 10 ¥ [
BE) X377 R % 12 @ERG425 _EE MR 2 35 L7,

SR RE
BE. 10mg BEZNZ 4 0.
BlrteENRO Tz,

8){_?"

SEh % MMSE B S O RKEOE/LED F T AREEL DL, Smg
L L6STHY, ImgBECT IR I L CH




(5)

(6)

2)

SR D MMSE

\ 0 B DL L E* PRV B DO REM Fh il
B 5 )
SEYME£S.E. (n) L
10mg 2.2+0.4 (49) 1.6
5mg 1.44+0.5 (43) 0.8
75w R 0.6+0.5 (44) —

FERREIR « ATEIEE O 5 HXIR,

(77 2MEl3dEzR=d,)

FONRERE A B 2 R T 5 NPI-2 15 D B (& IRF

DAL ETIE, bmg BE. 10mg BEE BIC T T ARE L ORICABZITRD O

Mmool

SRR D NPT-2

\ 0 A B DAL FH ZEA b i D RE R L
B 5 »
SEHE S E. (n) SRR SRS
10mg —2.8+0.5 (49) —0.7
5mg —1.84+0.6 (45) 0.4
75 R —2.1+0.6 (44) —

(A F AEFeEZ =T ,)

X1 FRIRFITRRNE U C 12 RO RN & Licay, Fik « B FIc >V T,
HAET — Z Z T DRI G & LT,

X2 [RAEDfE] — [0 HDE]

X3 [BEEHED 0D OB EOLE] — [FTBREED 0l D DOE

LB D fE]

ARBRTIE, RAERERRE T . ASeEIR - ATENEE ORI 9% R~
HWRRE D AN 77 BRI L TER TV D &0 ) BEREIRELEIRFE S 11T

W19 [5.6 7]

REIEHER
LR L

BE - FEANHB
DR L
SRR
ERRMHE (—REAREEE. BEEAREEE. EARELREE) . RER

1)

TRT —IN—RAE. HERTRERABRORE

AR L




2) ARBEHELTERTENAERIIEMR L-AE - HBROME

17.2.1 LE—/IMAERBZBAEEREZXR E L-EREERFTRGRGER
L E—/MEREREE AR (MMSE 555 1 10 0L E 26 JSLITF) & xf&iI
DVIEREYEBE 1omg (3mg, H % 2 W H-% . bmg/ H % 4 B 5,

Ya6E 10mg (JBHEH KR~ VIR BRAYERETIX 10mg,” B XU &ERF 5mg, H |
W77 A RETIE 3mg, HZ 2 B G%., bmg/ H%AZ 4 MRS, %

BEERARIEIR (CIBIC plus #AFHM) ORI WT, 77 vRiEE R

TE L R AIRHT OA E/KHEIZ I 0. 046)

B EEAIIE D CIBIC plus

e

RUNT

10mg,/” FA SUIIRERF bmg / H & 6 WH#5) U377 Rz 12 BEKEST 516
WY (CEERT 7 BRI & BRI 2T LB R~ ViR

TR
DI

10mg,/” B XU ER) 5mg,” H) % 48 WMEE 4 D ikik 51 GEEMIEXTR)
M 70 B BLE IR 554 i R FRBR 2 F i L 7=, 1REHA Tl 160 Bl K~ ViR
WX T TR0 s, EEFMEEEB Th 21T T 2 &G R

E

JVIRBRIERE L ORMICABZITB D bz oo 7= (p=0. 408, 2 A Wilcoxon f&

HIE| FEH R R e .
st " G &%
i e | 5 | | ™F | me | me | T

Fxr~aon | B 1 10 22 17 19 5 0

74
R % (1) | (14) | (30) | (23) | (26) | () | (0)
B o 6 18 32 14 5 1

7R 76
% | (0) | (8 | (24) | (42) | (18) | (T) | (1)

K (CIBIC plus #&GaHl) ORI TO LB ThoTo,

& EEAMED CIBIC plus (4IfR DA MER]))

72¥. BGBRAAET O LI O A HER T OGN IS T D k&AM IR 0 2 fi B PR E

HIE| EH g g g | B
o3 A T aF
e st | 58 e | TF | mge | B g | O
I R I S 0] 14| 9 | 11 3 0
YoV 48
gy et % | @ | @) | (29 | (19) | (23) | (6) | (0)
HY "
oo | B 0 3 14 | 19 | 10| 4 1 3

TR o o e | en|en|en| ® | @




(7)

] £ e st 5|

S s E o

e s | 5 | we | N g | B g | B
R g | o 0 8 8 8 2 0

oV 26

gy, etk % | (0) | (0) | 31) | (31) | B | (&) | (0)

L v
-5 Bl | 0 3 4 13 4 1 0

TR o o an |l ae | 6| as) | @ | ©

25

143 BINRIEIZ5E T L. £ 0 5 5 139 Bk G- BAT L. 105 B3
WEHEH A5 T Uiz, BIREHEEE Th 2 &M (B & Okl 1% 5-11)
2B D MSE DR—RAF A DL EOHBIITRO LB Th -7,

™
il o—e TIUAREE (MG SHIINARY  UERIERS)
% 37 —— RRYVERERE
g
]
# 5 24
E =
vy
=2
w1
#
B
H o0
ﬂ
ol
o ®
2] ! 14
=
038 63 1238 24 38 36 48 58 60 &
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EE  EEOHILEMOREE - 2HREIL, BRFOETIRIESHRT L &,
2. FEBEEHR

(1) ERE&ML - ERHF

(2)

18.1 {EFRF
T I NA = —RIEREIE K OV L B —/ IMATRIEEIENSE Tl N = U AEB R R
BEREENRDO LN TND, AT, 7F /=Y (ACh) 2RI HEEHETH
L27EFal) X7 T —8 (AChE) Z r[WiRIZIHE T2 2 L I12 L 0 ¥ ACh &
NS, M= U AEEMEAR R A RIS 5 1972,

B & RAT T D HERAE

18.2 AChE FHEEF R U* AChE IZxt 3 % &R

In vitro TO AChE BLEIEFA® 1C,, fEIX 6. Tnmol /L THY ., 7FVLal T AT
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18.3 fixi9 AChE FEE £ FA &R U ACh & n1E A
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16. 1 MARE

16.1.1 B[RS
PR B T2 X 81U, SER A & TR NG Lc & & ok @ EhiRiE (C,)
Ko OV 5% v B — ] i R RS (AUC) 13 R G B OBIMITEAF L TE< oo T,
5mg 31T 10mg HEF GHFICR 1 D2 HMBNRE T A —F 2 RITR LTI2 2,

BEERR A 71 bmg XU 10mg HE[AHE A 45 L 72RO KW I RE ST A — 2 ($EH)

= Cmax tmax AUC tl/z CL/F
Beh &
(ng/mL) (hr) (ng * hr/mL) (hr) (L/hr/kg)
5 9.97 3. 00 591. 72 89. 3 0.141
m
& +2.08 *1.10 +155. 87 +36.0 +0. 040
10 28.09 2.42 1098. 40 75.7 0. 153
mg
+9.81 +1.24 +304. 63 +17.3 +0.043
CL/F: %7 VT F A (Mean=*S.D., n=6)
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MWL S LT 1 A 118 3mg 22HRA L, 1~2 BRIKZIC dmg [ZHEE L, BO&ks
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AT S TfER, log (0.80) ~log (1.25) DOHPHANTEH U | WiHlD &Y I F M

HERS S AT,
(DKD Y &5
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B
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HIE/RT A—H BENRT A—H
AUC0—>168hr Cmax Tmax t1/2
(ng+hr/mL) (ng/mL) (hr) (hr)
RS LR R
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B 707 Db
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s
K 452.84+126.9 | 9.21841.937 |3.74=%1.19| 65. 14+ 16. 46
72 | OD §E bmg NP
L
B\ 77D
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mg

(Mean=£S.D., n=19)
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@ KR~V VIR OD £ 10mg [NP) 1D

(MRS D EFIIRSERBR AT A BT A2 W 94 12 A 22 B E3EFEE 487
Ty CERK 13 4R 5 H 31 A —#ISE EFEEFE 786 5 KUV 18 4F 11 H 24 A —#hik
1E REHEARE 1124004 5 1)
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(2) K72 L
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E
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HE/RT A—H BEINT A—H
AUCOﬂIGShr Cmax Tmax 1:1/2
(ng-hr/mL) (ng/mL) (hr) (hr)
[N AN =y 175
7K " 970.2+239.3 |23.361+5.098|2.80+0.77| 62.43+10. 26
& |OD & 10mg NP
)
|7V FDEE
5. 1059.1+260.8(25.111%t4.930(3.05*£0.60 | 59.80*F13.11
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R R~ LR R
Vi 1038. 8+264.8|24.699+5.465| 2. 70+0.80 | 61.95E8. 31
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B\ 707D
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mg
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H.ORAICIE RRAAD VRS L LT 1 B 18] 3mg 2> SR L. 1~2 B%IC
bmg [ZHIE L, O&EGT 5, bmg T4 @M ERRim%Z, 10mg (CH&ET D, 72
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AREAHIT 92.6% Th o7z 20 2,
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MVIL 6. 3 (1) AEEBAL N OREREES | DIHSM],
(3) YEBEBAMNROEERVEDEE

LR L
(4) REMOFEOERRUERL, FELE
LR L



7.

8.

10.

Bt

16.5 HEttt
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1. 7% Toholz, REMEK O & A5 LI RPHEIEER I 35.9% CTH v | FE ki
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(1) EXTEMER & AHEK

1.1 EXLEIEA
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B3 : Drugs which have been taken by only a limited number of pregnant women and women
of childbearing age, without an increase in the frequency of malformation or
other direct or indirect harmful effects on the human fetus having been
observed.

Studies in animals have shown evidence of an increased occurrence of fetal

damage, the significance of which is considered uncertain in humans.
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