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7o BRI BENT R AR S OJRIR & 72 DA EM 5A S 9, mE T 7
S EEATEY ., UHXE W E— KA BRI I W T e otk
LN ST, EWFRRSEMERBRIC W T, AT E RS OREIM LY
PRI SRR TX 22 2005, 2019 4E 3 HICHAL T RIFNC A4 5 — 2K
RERS LT,

AR A . e O kR . RS T R R R AR & S hE L, 2020 4F
12 HESRGE, EREHREOME., AR OL 2 OMREICBE T 215858
14 555 2 T 3 A PO AETOWVTIUTHIEY LW & O HEAR 25
77



1-2. HROBRFHENE

-3 HEORAIZFHRE

-4 @BEFEAICEALTHE

(1) 1 H 1 BOREERG T, 8EROHEE DT VY A~ —REBHIE BE O
FREMERER OEFT Z 3 5,
(V. {BEICBET2EE] RO VI y@helcfd 5HEE ] 3R)
Q) BMANTEFLa) AT T—BEORTF I Lal AT 7 —FEEHE
L., 7BFLa) L L2 nsEEsd (Fy b)),
( TVI. SEEh3EERC B9 2THE | /)

(3) ERZEIMEME LT, PoE, LIREZE, RIK, BE7 8 v 7 AARE
ERE, QT SEfR, I JEVE, FABREAE, MIEMER 2 D HE O, HiE
B, RGBS, BB, IR Kb, L% R wAE, SEEL.
B KA EE STV 5,

( T, Zeate (R EoEESE) ([T A ZH)

PRI RIEIR] (S FH) OT Y oA <= —FERIAE (Alzheimer—type de-
mentia, Alzheimer’ s disease., AD) JEIEIETH 5,
( TIv. AN 2B &)

Mg RSN
A BT 5B FERlis XA hv, SRR
A A R T A %
(g T2 - i T .
(RMP) ™
EBINOY 27 B/MUEB E LT | 4
TER STV 5 &M o
ol AHEE A R T A >~ 4
R b o> B i T AN SEAMFEHE D — L EIZfE D BB FH SN T
| RIEF 07195 55 (FERk 23 4F 7H 19 H)
( IX-17. BT EoEE )] DOESR)

-5 ADEHRUVRE -
A EDOFIREE

(1) AEB&EM

(2) i@ - EALOFHIR
E 3]

I1-6. RMPOHEBE

EARRANA

BEARSANA

%Y LR



(1)

(2)

(3)

o-2.

(1)

(2)

(3)

o-3.

o-4.

o-5.

AR5t 4

%A

pe

AMD %
— %

MB (aRi%)
F4 (aRR)

AT LA

BiEXX(E
iR

AFRRY

578

L% (%K)
XIFHFE

BRA. A4,

S, 58S

0. &#ICEEd 5IEHE

A 7%®wa Xy F 4.5mg * 9mg * 13. bmg * 18mg
Exelon® Patch 4.5mg * 9mg * 13. bmg * 18mg

Bric7a L

YRRXF T I (JAN)

Rivastigmine (JAN)
rivastigmine (INN)

TEeFLal) AT T —PHERK | —stigmine
(l:H:s

HsC

I.. N"""ﬂ-\. -
por| Gl

Ny

CHz

HsC

ﬁt}%ft 2 CraH22No0,
Sy : 250. 34

3-[(1S )-1-(Dimethylamino) ethyllphenyl N —ethyl-# —methylcarbamate (IU-
PAC)

BRFSE
ENA713D (VT g A 77— RS
ONO-2540  (/NBP3E AL T3k A1)



m-1. s
(1) 581 - 1K

(2) B

(3) HiEtE

4) B (SRR .
BhR. EE R

(5) BRIEEAZRETERL

(6) SELFR¥

(1) ZDHOELRMEE

m-2. AHHEHDERE
ZHTIZEITS
REM

m-3. AT DR
HERE. &S

II. AR ICEY SHIEE

AR A~ S O I AR T ORIEDIE TH 5,

AEIFAKIZROREITIZSLK, AZ =V RO ) —/b (99.5) (TR THIT
LT,

U RAF T I L O TR 9 D Rt (25.0+0.5C)

LN PRI A ARIE R )7 OB IR
7K 1.9% (w/v) RRETIT < W
AR =) > 144% (w/w) 6D TH T 0T
=X ) —) (99.5) >143% (w/w) R TR0

ARBITWEMERSH A, 25° C T 80%RH K TR 92%RH T 24 BRRETE L= & = DALY
BT, 0.05%0 5. FIEI 2. 2% TN 2. 9% L 7=,

%

A 300° C BAk

URAF 7 I OB TOMBEEER pKa 13 8.85+0. 15 Th 5, 2. HIEICIX
UNRF T I EaEBEEFER L,
>100 (1-42 % /7 —n/K, 37C)

(a) 3 :-44.0 ~ -38.0" (0. 6%HHE = F /LIAHK)
pH  #710.1 (0. 1%K¥E#H) Gl Y o L)

LRAFHIR
FRER X 5y PRAFSM i DI RE pie S
IR 5C 6oy f | PEITAE A
AT L AR HIREN
Bt T ARE N
IIBEEEEN S 25°C/60%RH 6% H
AT v L AR BN
40°C/<30%RH
B 40°C/75%RH oy Sy RRE A D E
A B e/ -
TR 50°C /<30%RH 12 A e AR BT
50°C /75%RH
, SRR A
Kb | Fv s voeT | BN s | U kokEs
=TT

TEFRARBRIE « RO AT MVIIERE (RIEE)
ERE Wk u~ NI T T 44—



v-1. #Fifz
(1) FRDRXAH 7R Bz W M R |
(2) HEDOHNER UMK . A= PR A= A= 4 PR
e /N> F 4. bmg 73 F 9mg sNwF13.5mg | /N F 18mg
S
L
— — 7 AT F
N —
P 9.1_-.9 "N 135mg : /" 18mg
| 19007 | - f7t0 - 4otny - {2eny
\ / \' 1) (/) ._.' ' « /) /;-__-
HFE : 2. bem? [FiFE : Sem? EFE : 7. 5em® HFE : 10cm?
RS (F) BEEY HEY R BEY .
100. Omg 200. Omg 300. Omg 400. Omg
R TEHRDN— 2 O M TE O AR

V. ®HK|IZB§9 HIEHE

) BEEESHFHERETY V=T 4 F—xkR<

BRI ORI - AFNTREBIEOM G DNy FHITH Y . IFHE, YRR T ) —2
FAT—D 3 JFINOR D, WTNORAI GG, AR OB Y D
YNRZF 7 IV EHEBFE OOy FHRTHY . Y FHRIOEFIZ
FOBBBOVNAF 7 I EHREZREL TV D,

(3) #Aa—F AL

(4) BHF YT % L7

(5) Zmih LR
V-2, HHEIDOHERK LR
(1) AsEs GEMR | A2k
D) OEERUVEM| A 7o 3yF 4.6mg 1HKF UARZRFIIL 4.5mgah
-1 Ar7tEarXyF  Omg 1HKHF O UARRFIIL Img BH
A7 NyF 13.5mg 1KH  UANRFI IV 13.5mg G F
A7mr Ny F  18mg 1HH  UARRFIIV 18mg BH

Nl :
AFLy AV TV AF LT uy 7 LBEKR, RIAYTF L, fid
NRTT 4, RIZFLUTLTHL—RT 4L

(2) EREFORE AL

(3) B#E AL

V-3, RTBERBROMBARK | %L L0

UEE




-4, Aff FE LW
V-5. EATHAEEMEDH CH
LMY H’C\ P HC. | .?CH,
N +
ne—' o
CH,
cr
TR R
{(S )-1-[3-(Ethyl-methylcarbamoyloxy)-phenyl]—ethyl} trimethyl-ammonium
chloride
V-6. HAOBEEFHETIC | AANE, FIFx— P LEEFTHETCR—OHRETRELA L, SFREMTLY
BTHLREMH Ay DR EILRE— TNy FH A ADOBNER DA TH D720, EEMERR
EERANERERORREEDT 77 v T 4> 7iE% AWT 4 5mg/2. 5em® 554
18mg/10cm® 8HIZ >\ T 5 HE U 7=,
RO e | ammae | WA | GEER | RR
%iiﬁ TR CLZTI7 R TR NE]
4. 5mg/
E,ﬂiﬁ%ﬁ 25OC/ /\/j o 2 5Cm2 36 Vi ﬂ /#E%Ijij
R 60%RH e 18mg/ 2% 1 )] e g
10cm? 7
4. 5mg/
0 : 6 5 H RN
e I
% 18mg
L0ent 6 % H N
12047 1x+h 4. 5mg/ o
LS ER Lk ‘ 2. 5em? BikEPy
Otzerert | 20V |
sy | OL O 18mg/ — s 7Y
e A7 5 10cm? 7
D)
HEHEE - MRk, e, Bk OE &%
ABENZB T 26 UIEABRII TROLEBY TH D
FNR - 36 » A
( IX-2. Az OESM)
V-7, FRELERUBMEED | 24 Len
ZEMH
V-8. fth¥Fl& DEEEZEL YL
(MBI EHIZ L)
V-9. BHH EARSAA
V-10. &% - 9%
(1) FELIPDBELGESF - | Z4 L0
DI, SENEHRA
A - AKICEHIT S
15




(2) 8% <Aty F 4 5mg>

14K (Gradh) o 284 (Hradh

<AV F Img>

148 (Grahdh) o 28 8t (4 Eldh

<A44€O/NyF 13.5mg>

14 ¥ (Oradh) o 284 (rEdh)

<Ay F  18mg>

148 (Graldh) o 28 8t (4 Elh

HBERESE (7o reXyF 4. 5mg/9mg/13. 5mg/18mg DFEVNIF) % [FIHA

3) FHEE L7
(4) BEOHE W@ T I=T LT I~ M

JY)—Z25 4 F— : RYUFLLTFLT7XL—|

V-11. R@iRt S EEM | LU EM L

4|

V-12. Z®Oith t SRR O RRET
(N ONO-2540-06 #klk, FZ & HRIENEIZ 381 2 fRAT R S 4E )
HARNEREER A 5B 1 60 4 %k 2 %5212, 18mg O IHAL G BLA) &l 5 ik & 7 v
AF—=R—=IRIC L0 ZNF 1 #., 24 BEEELAT U, iS50 o A 8 500 a4 R
BRARRGET 5 & & bIT, BREMR OB RERBME 2 570 L7z, 1R 8A] K& Ol
FA O R ERIPATE AR 27 OFEE R, 22 nkRER 0.5 K
1%, 0.30+0.26. 0.23+0.25. %tk 24 Bl 0.18+0.24, 0.1510.23 TH
D, EHIZIFAFTRAF LD HIRVWVEZR LT 29,

kLT RIFNZ BN T 3 4SS -




v-1.

V-2

HEEN (TR

HRE X (T3 R (ZBYE
THEE

V. AREICEET HIEH

4. BEEXIFFER
BERUVPFEDTILYINA I—RZBHEIZH 1T 5 BAELE KD ELT
il

(fiF70)

TN NA <= —RIZMRE T, 7k®F =z (ACh) DL & ACh DAY
HETHHAY L TEFNLRT AT =T —F (ChAT) DOIEMHET K=
U NEEEARR O RLAREZ IC I D~ A /v P EREEBICH 5 2 U 1EHE)
PR DOBAZE R BIEN A DN D, ZINHDO I Lot 2 EEPERRRE
FEDIR TR FICEEL TWA EEZ LN TWD, KA, =
Vo275 —PHEMEMZBLT ACh JEEL PR, = U A8
BROMREAZEDDHZ L2, T A ~—TERHMIEIC T LIRES R %
RETHEEZLNTEY ., ERNAOEFRRER ClX, 8&E L OPEEDT
wyﬂ4v—$%ﬁﬁm%wf\%ﬁﬁﬁ%@@ﬁ%mﬁﬁézkﬁﬁ%
INTWAE2Y

PEER (TN RICEHET HEE

1 TV oA ~—RERHE L W SN B ICORERT 2 2 L,

2 KKNIINT oA = —RIERHYEDIREEZ Db D OHIT 2T 5 &
W) AR TS B AL TV R,

5.3 T onA ~ —BUERHE LIS O FRFEPESR BAZ I W TARKI O 2tk
TIHERR S L TUVR D,

5.4 fhoFBIIEMRAB L OENZWNCEET S Z &,

5.5 AKAIOMHEHNEE T D7, LA R R T ARANOREM: %+ (T BiE L
7o ECEEIHETT S Z Ly

5.5. 1 EWNEFRRERICIBW T, AFNOREAHT X 0 & E R 2w H EBALO K
JEIEAR TR D SN TV D,

5.5.2 W%, AANIHFFRICRET S ET 12 AWMU EEZET S, (B

EHEZ 1 H 1A 4.6mg & L, JRAIE LT 4 @IC 4. 5mg T O &
52%6)

5.
5.
5.

m

T

(fiFa50)

5.1 ERNOEKREBRIZEB N T, KFIOFIERHEZR SN TWDHDIET VY
A = —BERHIEDH Th D720, RN 2 o247V, o8
JEMERBICR G SNAZ ENR VI ) EE AR LT,

5.2 EWNADERRERIZIB VT, AFNLT VY oA~ —TUZRENIE O FRENIE
TR OEITE IR S0, TV A~ —BERHEDREE (IR
BAEARAL., MZENESE) T O L OOEITEMHIT 5 L WV o IS b
TV W= OEE A L,

5.3 ENOERIRERIZEBN T, 7Y A~ —RIEBHYE LA O F8E 5
BT, AFNOAEITHER STV W=D TEE 2 Mt L7,

5.4 ENOKRERIZBN T, AFOEENHER I TWDLDIET VY
A —RERHIEDH T 5720, TNLSNORBAEMERERBICER G X
720K D TER Z MR LT,

5.5.1 EWNOERKRRERICI T, ARFIOBEAHZ K0 @5 56 AL O R
JFEHERABO I TS, (VI-8. RIFEH I DEZH)

5.5.2 Ao [HEAOCHE) X, BWEHORBREZMZ 780, Hitlis L

o TWA, 1 H 1184, 5mg & V#5254 LFAIE LT 4% 4. bng

T5 1 H 18] 18mg £ T ET HEEGHIETIR, HEFFRICEET S E

T 12 HWEET S, £, HbaREE CGEO, IEMESE) (12X 0

&, REEE LA, #RFRICEETS ET 12 B EEET

5,
Pl baEsE 2z, AROEHAPEY CTH L 0EEEICHWT S L EE
AW U7z,



V-3. REERUAE=E

(1) RERUVRAEDHEDR

(2) RARUREDH
TE G - RN

6. AZRUVHE

W, RAICIZU RAF I LT H 1A 4. 5mg 2 BBIAL., &
HlE L T4 4.mg 0L, MFFE L LC1H 1E 18mg &85
192, /2, BEORREBICS U T, 1 B 1[E 9ng ZBABHEL L.
JFHIE LT 4 8% 18mg ICHETHZ EHTE 5, AFNTEEH., £
. BB OV AU O IEH CHREFEZ2 BRI AR L. 24 RER ALY
Bz b,

ENERAER (D1301 3A5R) (2B W T, BAsHEEZ 1 H 1[Fl4.5mg & L, 4
WA 4. 5mg TOME L, Img ZAEFFHE L T 58 (Omg #E) KUY 18mg %
MEFFFHEE 328 (18mg #F) OFIME, L2 MG LIRS, G
MRAETT 7 2ARREE 18mg BEMICIXMFHFZICHEERZN A DIV, AH)
18mg DAIMENRENT=, —J, 77 vAREEL Ing BERNICITREFH A
BRI ALNT, AEFGRBLFEIX, Ing #£86. 2%, 18mg #f 86. 4% & H &
BERTCEVT Ao 72 2,

PLEX Y 201144 A OFIEEGRIREO AEL O &, AF)1 H 1[E 4. 5ng
MBBERAE L, JFHIE LT 4 @I 4.6mg TFOWEL, #EFELLTLIA L
[ 18mg ZALAFd 2 & L2 (3 AT » 7 Mlliak) (V5. BERRRGE (4)#3EE
HURRER ) DTEHZIR) . Z0fk, 1 H 1\ 9mg K0 &G 2L, JRAIE LT
4 %I 1 H 1A 18mg £ THET AL H1E (1 A7 v 7iEk) O
P, BEMER AL, 3 AT v 7 iEEE xR L U C a4 5 [H
WEGARER (D13033%R) Z# LM L=, ZORE, 1 A7 v FHHETOR
EEDICLDEGHIERIT15.0% (16/107 £4) | 3 AT » 7T HiEEIL 18. 5%
(20/10847) THYH . 1 AT v FTWHNEDOZBEVEIL 3 AT » T WL & [
EThY, AEFLZONFCRIE, FEFRLOBELERORBE, A%
PERFME OFE FAZ O W T H LR TH O 2 72 E VTR b ho Tz, £
72, BIEHE (1 A7 v 7HiEETIR L B 1A 9ng, 3 AT v 7 HiEECIX
1 H 1[4, 5mg) BEHOHILICE > - HERHGRBR, FEEFREIR,
HEREROEIEER OB @R TH L REWVITRD b o
=V, INnHESER, 20164E8 HIC3 AT v SRS, 1 H 1[H
Img LV &EGLFHBL, FAIE LT4H%IZ 1 H 1[E 18mg £ THEET I
5k E RER OHEISEMN L,

HERFERAZIC DWW TR, ENAORERRBROME R LV | 55, B, ML
DWTNOIER TR NE S LT,



V-4

RERUVAZEICEE
IR

1. BERUVHEICEET FE

71 VNRRAFFTIELT1IH LI Img KV&EEBMGL, FAIE LT
438121 B 118 18mg £ CHET DG HIEIZ O VT, BEH (B
2, HEALERRREE (L, WY ) OBBEEE L, AF 0
DRI EBZ LN DGE YL TOREO G Z W45 2
L,

1.2 KRN ZHEEICEGT 5 Z LR RIS NDBEIZONTE, UARTF
I ELT1IHFE45mg K0EEERGL, FAE LT4EEC
4.5mg 9> 1 H 1 [A] 18mg F CHET IR HIEEZRINT S Z L,
[9.1.1-9.1.8, 9.3.1 &)

7.3 1 H 18mg RiIZAHETIEZA <, Wit T —HmlEs B0 &
LR THLDOT, #EFETHD 18mg T THETIZ L,

1.4 KHNL, MEFEICBEIZETDHFETIE, 1 HEL LT 18mg & 272V
PHCHREMRIC X 0 d EHI A fRE CTH 5, ML REE (CEL, TEH
) DAL E, BET 20020 OIERNBIELT 5 F TR
T %, IREWRY 4 ARE DA, KRERT & R UHESUIRIERTIZ
BERTCHST-HETHREZHAT S, ZNUNOEEIFIAKI OB H
& (4.5mg XX 9mg) EHWTEGEZHHET 5, KE5EH%IZ. HH
RO &% 2 B EEG L, ARMENBRBGTCHLZ 2R LT L
T, BEAOHEE T2 BRI O CHEET 5,

1.5 FHIE LT, 1 BH 1 [|EZHoE 1 AR HT52 8, [14.2.6 &

]

1.6 o=y o277 —BHEEHE AT DRI (KRN

A LN &
1.7 EFEWEEE IN#ESEOEHOL L TR THZ L,

(
7

7.

7.

7.

7.

7.

7.

fiERE)
1

[l
— oK

H1E9mg K0 EG52GL, FAIE LT4E%IC 1 A 1[E 18mg *
THE®ET ARG HIETIE, L EHMTOlEE2IT> 2 & oREIEM
(Rriz, b, RSO RESE) OFBUZ DWW CTHRICEEIZAL
BT _REXLBZONDZENLRE LT,

2 AFNZEEICEGTHZENHERINHIEHFICONTE, 1 H 1 [H
4.5mg LVHEEBMBL, JRAIE LT 4 @EI2 4.5mg o1 H 1 [H
18mg £ CHIET G HELZRINT RELBIONDL I ENLRREL

3 AFIOFRMERHR ENTWELDILL H 18mg DHEDHTHY 1 H
18mg AT D FH & (XM ST — s 72l 2 B & LI-HETHDH 2 &
N5, 1 H 18mg Rl DA EPHEFRFRE S L TEBREKESND Z LRk
WE DB A Uz,

4 ENOEKRRBRTIL, AEFLORIUT L0 ZAMEICRIEN A U
BITET DRI L, RIS A 4 B UAN OSSR & 7 CH
BIREFNZAR Th o - HET, REHED 5 HLL EOSHEIT
HIE UCBIMHECHRSEZHAIIZ L L, HHBOHMEIL. HE
AiOAEE T 2 B EOMBCTERT LI L& LTV, g
Hels, XV RS AIHBEICHETE, hoLek kL LTAEY
RE LT,

5 EWNAMZEBWT, AFIOFA K OGHALERE (eIl U728 & bR
WFNH - 72 KN 2 05, 1 NS 2 Bl EoBAIZ AL (72 &) 1285
HERBERANRRE SN TWD Z b, AFERGEOEICIZ, A
LT1H1IENZOE 1 ORI T2 X 5 EEZE LT,

6 AFIEMuED=aY 2T T —BREEHEZETLRDETIE, B
Oy MEHZEO B GREENEIBEE O VEER & LTlE s TE
0., Fiz, TERZEWEHI E LT, #Ik, BETw v 7 ERREIN
TW5, ZHHOEERIZARIO =Y AEBMEERICE S EEZS
., o=zl =277 —EBHEEAZ AT LRI L OPFHIZ &
V. HLEORIEHORBEUIEELO RN D 5,

T T IV oNA ~—RERAE B TR S E R OV & % 50 ST
TERWARRELRH D7, EREFE ., Fik, MHEEKEEOEH
Db ETRETHEHITFEFHEATLH LI,

10



V-b.

(1) BRT—5 /8y 45—

R PR A A&

BlPESS

ot aliR

O%F I MH#BR (D11017K5R)
HANEERER A B (24 £4)

O B L EPKAABR  (D23357R85R)
HARN/ BN REFERNBYE (#2044)

OREFTERALBIPKERER  (D233873KER)
SE BB B £ (4044)
OB BEIFNBIPKRER  (W1597:85%)
A E N fdERER A T (2044)
Oy FAHN/ 51 72 LHIPKERER (D233155R)
S E AADERE (5144)
O3y FHI/NARIEPKRER  (D233236R)
A\ N BB = in 55 £ (4844)
OB REE ~DOBATHE (A107705R)
EHEKIEIEDRND B D BE
(17 EBLAE : 84)

HW ]
GEER(DEEM

Ovax T AHAMEMRER (W3615U8R)
SN ERE R 55 2 (0 7 2 VAR - 13
1)

QU7 7 U AREAERRER (W3625-05k)
S E R B (0 72 L H s 1248)

OvTE L AEEHRE (W3637ER)
HENEFER N B (7B VA|  124)

O7NnAxtvF AHE/ERRER (W365:805R)
SE RN B 4 (1 72 VA 2 13 4)

el 70 B
HEFIZBIT S

OfFt&hers £ HBEPKRER (W2513858)
H 7 VA NIRIE (P B 114, AR
ANB2104)

OBk pefE £ B FEPKRER (W25335R)
T 7K (BEHSREREE B E 2244, HEFER A B
210 44)

el 73
AR ER

OBz BRI ERER  (W160305R)

A E AR B e (13844)
OB (D233335R)

SE R B £ (4644)
OX7 L —MiBr (D233475%)

A4 E SRR 5 £ (63 44)

PR

OFIELEAIEE
MR (D1201345R)
HAN AD 5 (64 44)

TR AR

O M5 T8/ 5 AH
CEEREGAE (D1301535R)
HA A AD i35 (859 44)

OB _EHEMILEEER (D2320750)
Xy FHN D 7 AlL SELN AD B (1195 4)

R G RR

O% Wz T +8/4 44
EWRe 538 (DI30IEIFRER)
HA N AD 35 (637 £44)

© : FHER. O : BEEH
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<2015 45'5 8 ﬂ )EH{£ . ﬁﬁigﬁﬁ(%gﬁ%g*zb

[E] PN R BR HEsh kbR
BRMEEGR | OF b
B T HEEMREEGBR (D130335) —
HA A AD B (216 44)
© : FHmE R, O : E&Ek
(2019 4 3 H Bl Bk — 2 KGRREE D
[E PN Bk M/ akBR
W= O 1+
[l T3 BR 4817 v 2 F— R —JEE Rk -
(ONO-2540-05285#)
H A N AERER N T 14 (20 £4)
WA OF 144
FEZERe 24 7 1 A F— R—IEE R -
(ONO-2540-063854k)
H A AR R N 514 (60 £4)

© : FFfligEEl, O : BEE

(2) BRRARZRIEEER

% 1FRER (EAN D101 #RABR) ©

fERER AT 24 & %t5e L LT, AA 9mg, 13.5mg O 18mg XTI 7 &
RN 5 HET O G2 X0 #ERE O L B~ A L BT LT,
AFIEECTORIWEMIL ALT B0 1 RO LN BRETHY . B Ik
BoTBEFLITRO LN hoT-, Ny FAlE LTOEE®RIIMRRLT
Th, WTHROHEICBWTYS 24 ReEBGH% O3t =R o LBl 1%
45, 3%~49. % ThH o1z, Flo, FHELELT7F I V) X T T —EiE
PEFREMERIIKER S 5 HE E CICEMICEL-,

&) AFOHELOCHEIZ, TEFH, RACIZIAZRF I ELT LI HLE
4.5mg 72HBAMG L. JRAIE LT 4 @M 4. 5mg FoEL, MiFELLT1IH1IE
18mg ZRLfH95, Tz, BEORBIIST T H 116 9ng ZBAMHARELE L, JKAI
L LT 4BBIC 18mg ITHETAZLLTED, | THD, AFNTEE. RS,
JEROWNF IO IEH CIEEE /R B IS L. 24 RIS 0 B 2 5,

(3) AERIGEFRRR A% R L

<BH>

A4 I N ARRRBR  (IEIPN D1201 #8R) ©

BT A Sl LA, EAERL, HEERAR

SRS BEE R O EEOT VY A ~—BIERFE (AD) B
+ 50~85 DL
+ Diagnostic and Statistical Manual of Mental Disorders-4th edition (DSM-IV)
ZWEEIZ L0 AD & 2 S T B

TR ek L e + National Institute of Neurological and Communicative Disorders and Stroke-
Alzheimer’ s Disease and Related Disorders Association (NINCDS-ADRDA)
Wi ELUEIZ 1V probable AD & 2l S 7z BBEE
- MMSE 2 =27 728 10~20 DB, %
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« IR D FAGIZ B2 % R AE T ATREME D & 2 MR ZE VR FR. WA JCiiIE . R
BEELE D DSM-TV Wi HED S | #oREEZ S0 L TV D BRE

< AD DASMC Z OFREESER 2 3 T & 5 2 MR BOMBIERZ AL TV A BE
(FARIRERE R E . © 2 I B2 SUIBEMRZIE, Miw, BHEsSME. ~oF o b
VIR N—F Y R, MR N ME, OE S KEEE ., M)

* National Institute of Neurological Disorders and Stroke—Association In-—

FAeBRAM IR ternationale pour la Recherche et 1’ Enseignement en Neurosciences (NINDS-
AIREN) WA %EIZ 11V probable vascular dementia (VD) XU possible VD &
ZWrsh-BE
CEECIERORE LR WDMEREES S L TV DB
* Ik (<50bpm) | JARSIEERED L IMREEELZ AL CWHEE
A, BED L UEROZE LW EJEREZ S L CWA BE, &
ARE . AH9mg. 13.5mg. 18mg. 27mglk N36mg % 438 /3 2k L. 36mgHiE
#%. FHEZ8AM., Wb 1A 1ERT,
Rk B : AAI9mg. 18mg. 27mgh (N36mga 41 (il L, 36mgZlE%., RFAES
128, Wb 1 H1ERES,
A, BEEWT S &G HIIE 24 B,
FEHM
c WREE R OV AERE D AD RIS T AARA] b ML 4 FEO 4 BEEOWHEANHIZ ST
DM R OBRM 2 RETT 5,
HAY I B /)
< KK 24 L% O R % ADAS-] cog. MMSE Zf5#E & L CHiEtd %,
AL BHOZEME RN EHFERRORIIR - BEE 2R L L TR
RERAN
© EeRCEEAMEE (24 BB TIRER) 2B D ADAS-] cog DRN—A T A b DI
BHIVEFALTE B {b &
 SRCETAEE (24 TR T P IEEE) 1281 D MMSE DOR— 2T A U inh OB V&
ADAS-J cog AEIA T OHR
AR B#*
R 51 45 N=17 N=22
N ATA V%gﬁwﬁﬂ%ﬁﬁ 20.4+7.4 21.8+10.3
e AETEAMRE  CEIME = R e 22) 23.6+17.9 23.4+10.7
= CP¥ME AR ) 3.2%5.4 1.6+4.3
EEREL, AEITdE
MMSE 2 =27 OHER
AR BH¥f
RT3 %5 N=17 N=23
T NmATA \/;)ﬂﬁgﬁﬂ%@{ﬁ 16.8+2.9 16.3+3.5
OREREAMIRE - CFME = B e 22) 17.2+4.6 17.0£5.1
A& CEEIE AR 22) 0.4+2.9 0.7+2.7

IEfEFdeE, AMITEE

ADAS-J cog DX—AT A DL EIX AR, BREE L N—2T 4 2 X0
(FAb) L7228, MMSE OR_R—2F5 4 b DB EIT ARE, BREEEBER—RF 4
X b (&%) L,
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AR, L - g SRR BB L OV LR

AF <

N=ﬁ3$2 =9mg 13.5mg =18mg =27mg =36mg
Mg H-* 2 6 8 12 13
n(%) (6.3) (18.8) (25.0) (37.5) (40.6)
L) 3 5 6 12 14
n(%) (9.4) (15.6) (18.8) (37.5) (43.8)
I\]Igjil =9mg — =18mg =27mg =36mg
Mg H-* 0 B 5 12 16
n(%) (0.0) (16.1) (38.7) (51.6)
L) 0 B 5 11 14
n(%) (0.0) (16.1) (35.5) (45.2)

ko JRBRIEHEFHE RIS T, MRS A R BR O AVEFFAMMEA230% & BE LT
Y

Egago)

ZAEMIZOWT, WEHORBHIET 27Tmg 5 THIIN L, BERBRIL 2Tng L EOE 5 R T 30%L ETH -7,
RS T DL -
DONT, ABE, BEELE BIT, R—RA T4 & DB TIL ADAS-] cog TITEAL L, MMSE TIEthEZ = L2, KK
OFIETT T 2 R AR CRIET O ENDH D EE X T,

UbEXy, BEXITEEDOHARANAD BEHICKH LT 18 B EEFTIIRETHDL EE 2 O, £72. KA
13.5mg % & e 18mg £ CTOMIHE CHMMER O RZEME R TAMMERH B LEZ BT,

ME DR 1T 13. bmg & Te A BEDS 13. bmg B F 72\ B EEICH~MED o 7=, FEhkI

) ARAlORE - FE R,

LEE, RACIZ) NZRF 273 v e LTI H1E4.5mg 2558 L., JRAIE LT 484

I 45mg $oE L, MiFFEE L<1H1E 18mg #Hiff 32, 72, BFEOREISC T, 1 H1[E Img %K
MRS L, FAlE LC4B%IC 18mg ICHET 22 L b TE 5, AFNFEH, W, fovwdhrolEE T
TREE 7 BRI RGFT L, 24 RERMBICAE DV B2 2, | TH B,

(4) REERIEAER

1) BAERGEEER

PR

W15 IR/ SR UM — S S ek (IEIP D1301 ki) =©

AR T YA

Shiax L, BAERE, 77 A, CEEMRIATRIM g, BB

WES

BEPE R NP SR E D T VY oA~ —TRUERGE (AD) BFH

B kAL e

<50 EELL . 85 EELI T B4

- DSM-1V W HEHEIC L v AD & 2T Sz

- NINCDS—-ADRDA ZWrHHEIZ L ¥ probable AD EZWrEi., O FROWTNNITEET
oy e

1) _R— 2 F A RFFTHELIN OMRI UECTIZ X 0 ADDFF 358 b7

2) N— R T A EERTIAELLN OPET XIZLSPECTIC & W ADDFT RLSER® B, oildEIC
MRI XIECTIZ L W ADD AT RAER L 7-BE

< MMSE A2 =17 23 10~20 D g %%

T 7 BRAN L UE

« RIRBRIE D FAMIC 2B A KT ATHENED 3 D R ZEMESR B . O il . DU [ 55
2D DSM-1V WL HED S 1 EORBESIEL TV D BE

« AD DISMZZE OFRBEIEIEIR 2 5L T X 2 2R ESHRIEERZ 50 L TV b S (H
RIS RE R . B4 20 Bl2 XITIERRRZIE, SHEAME UTTEERIMES . N F v b
VI X=X Y U, BERE T IE, B EKEEAE, IMIEE. MEREE)

« NINDS-AIREN #2WrJE%E(Z 1. © VD X% possible VD & @2l &7
CEEETIERORE LWL ESZ SO L TV A R

< Ak (<B0bpm) | JRAAREIEMREED L IHMEEEEZ AL TV HEBRE

CRE mED LAMERORE LW EIERESIFL QLD B &
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18mg#E : AK4. 5Smg. 9mg. 13.5mg Mk N18mg A4\ L., 1H1E., 24 BB ALAT L
7~

BRI Omght : AHK4. bmg M U9mg Z 438 /|2 WitE U, 1H 1A, 243@MAL L7z,
7T AREE 4. bmg, 9mg, 13.5mg XN 18mg D7 T RZ A BEICHEE L, 1 H 1A, 24
W R L 7=,
FEHPY
< WRFE R ONEEFE D AD BT KRET A ARHK] 24 AL O ADAS-] cog DAL, CIBIC
plus—J] A2 72T, 18mg LKL N Img BED 77 2 RERITkHT 2 BEE 2 RAE 3 5,
B B /Y
c R ONEEEE D AD RIS A AR 24 BRGSO CIBIC plus—] ALK EEFEAMN
B (DAD, BEHAVE-AD, MENFIS) K ONMMSE OZE{LEIZIVT. 18mg FEKL N Img FED 75
B ARRRIC )T BB 2 T 5,
< AD BT A AHK] 24 SEMIAMTIC BT A RAeM R AR E e 5, &
BREVE R
- BREE R ONREERE D AD BBEIT T A ARK 24 BRI B OUET 7V 7 N U REOEVE
2BV, 18mg BEK OV Omg BED 77 2 ARBEIC R U CTEBME 2 RRWICHRETT 5, %
N * 24J8IRFDADAS-] cogDN—A T A b DL E
R F . 24 8D CIBIC plus—]
Rl R L H - CIBIC plus—J ® FALRUEZRFAM (DAD, BEHAVE-AD, MENFIS) . MMSE
ERMFHLIEE | - %GTZ7 V7 Mo REE
(FEFHmIEE )
24 JBIED ADAS-] cog D_—RA T A )b OBV &K OBER] HLik
7T B AREE Imght 18mgi¥
AT 51 25 N=265 N=266 N=268
NR—=RF A
(TH1 - 4 ) 24.8+9.46 | 25.2+9.62 | 25.0=%9.93
243 i
(TH [ - 4 ) 26.1+11.49 | 25.7+11.70 | 25.1+=11.25
IR
S 1.3%5.07 0.5+4.96 0.1%5. 04
@ig@iﬁ@{(ﬁ;fﬁ%m@) Y 1.37+0.31 0.5+0. 31 0.1%+0.30
R PG RER 2
(/N e e y) © — -0.840.43 | -1.2%+0.43
[AFHI-7F B R] — (-1.7~0.0) | (-2.1~-0.4)
(95%(EHE X ) ©
pfiEl (G #oAr) — 0.063 0. 005
EETEL, AETdGE

N AR ERAM % 5451

a) FHEBIEL : N—= AT A U RONR—R T A DM O WS %479 2 HRE

b) A =7 DR IISEE T

o) H/NTIRVIE L/ TRV D 95 %SRBG AT, ADAS-Jcog DN—
ATA BRI ET VN DR
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24 JEMFD CIBIC plus—] DRI EEAT M OV R il
7T R Imght 18mght
RN N=267 N=269 N=270
PR E - R 4,4%+0.94 4,2+0.96 4.2-+0.96
AaT7n (%)
(1) K72 e 0 (0.0) 0 (0.0) 0 (0.0
Q) HRRE DL E 5 (1.9 12 ( 4.5) 6 (2.2
) AT DUE 36 (13.5) 45 (16.7) 53 (19.6)
@) R DZE L7 L 111 (41.6) 109 (40.5) 109 (40. 4)
(5) & T DA 84 (31.5) 82 (30.5) 78 (28.9)
(6) EP%%E%@%{I: 29 (10.9) 21 (17.8) 22 (8.1)
(7) Kilg 72 584k 2 (0. 7) 0 (0.0) 2 (0.7)
pfEi (WilcoxonERZFIHEE) 0. 063 0. 067
FHmpBIEL : N— AT A /?&@Jfﬂﬁ%ﬁ@“é%&%ﬁ%‘
- B RO RS F
’ FAOEILFIR 7 ((RE R OYMMSE) 12 & 0 F8%& L 7= 24 B CIBIC plus—] @
ik AR BRSO I - X 7 AR
SEZIR z
A > Xt 1.34 1.33
i (95%15 HEH X ) (0. 98~1.83) (0.98~1. 82)
pfiE 0. 0632 0. 0687
7+ Xt 1.36 1.38
H (95%fE FE X 1) (1. 00~1. 86) (1.01~1. 88)
pfiti 0. 0504 0. 0424
Tobh D EEFHMEEE O 9 B, 24WEFOADAS-] cogDRX—R T A LIinh DR (OF
PIE) TiX, AANSmgfk 5REE 7T REEE ORICABERZENA LT (p=0.005,
THASHT) o FTo, 24BFFOCIBIC plus—JORMERARFHM T, HFEE OUE ITET
DekE LTl ENT-HRE OEIG N, 77 BRI A A9ng, 18mgt T o7
B, WIS T RIS LEBEREIIR DN - 72 (WilcoxonlBALFIME)
L2vL, HATCHE L= BAEIH R 7 (RE % OMMSE) T3k ot £ T, 7
T B AREE & AA SmgRERN T H RN CA BERER A BN (p=0. 042, kHI4+ v XE5
IVERAT)
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UEES

(BIRFHTTE H )
CIBIC plus—J ALK EEFEAm
* DAD (H #ATREhEREE)
24TEEDDAD X, WIFNOBGHEE X=X T A b (Bfk) Lz, X—RXFA
YinbOEbE CEXME) X, 77 AR AF9ng, 18mghECENL 4. 16, -
2.99, -1.88 M THV ., FHREMZE (KAIRE-77 2R X, AF9ng, 18mghtTZ
ALEILL 06 (-0.83~2.95) sl [/ 3y (95%EMEIXMH) . LAFFEER] | 2.17
(0.28~4.06) WMTHY ., AAIBmgHt COHLAERAENHZ LT (p=0.024, L7535
) .
* BEHAVE-AD (T8} - FEHIER)
243 M OBEHAVE-AD X, WIFNDOEEHL X=X T 4 bl & A EBLIZ 0o
Too BB TRERET 2L, MEFNICHLABERETAON Lo G008y
) .
« MENFIS GRIEBEHE - FErPRRE
24 JAFEOMENFIS X, WTFNOHERHEX—25 4 b (E) L, R—x
TA OB bE CESE) X, 77 BARRE AHl9mg, 18mght TE L E 2.9,
2.2, L6ETHY, HEREMZE (REB-7 7 8RB (3. AA9mg, 18mghtTENE
N-0.7 (-1.7~0.3) 8, -1.2 (-2.3~-0.2) A THY . AH|18mght TDO & HGHEMIZ
HRERENRALIE (p=0.016, H5EHT)
MMSE
24 WD MMSE 1%, WTFHOEEREEN—R2F 4 b RERBITIASNT, KA
9mg. 18mg FEE HIZT T ERBELE DRICHEBRZETA LI o772 (Wilcoxon NENZFR
BRE)

(PRI EE H )

Wi Uy hORE

QAARFDET 7 U 7 b REEX, WTOBEGEL X=X 7 A oo im (GEl) L
oo N=RATA DO bE CEXHE) X, 77 BREE AH9mg, 18mght TZNZ
2.9, 2.2, 1.6, THV ., AF1Smght L 7T REEL DHICHEBEREN LN
(p=0. 040, WilcoxonlH{7FIMEE) .

HEFR K ORIWEHRIE

77 v REE Img ¥ 18mgh¥

N=286 N=282 N=287

HEFGRBBIE n %) 222(77.6) 243(86. 2) 248 (86. 4)
EIEHZRBHIE n %) 146 (51. 0) 207(73. 4) 210(73.2)
T n (%) 1(0.3) 1(0.4) 0(0.0)
HERAEFLE n %) 20( 7.0) 14( 5.0) 18( 6.3)
%ﬁ$ik§onﬁ%$%l} 220 7.7) 39(13. 8) 34(11.8)

g < o n-AEHES (PT H) T, 77 BARBICHRXTY ARZAF 7 I UBHEONT
INT SULA ERBIRO @ - oA EFGRL [EIGEAAEE] (7T AR 19.2%, U
NRAF 7 I 9ng BE 2 37.6%, 18mg £f : 39.4%. LATRFENE) . [ HEAZ 9 B
(21. 3%, 32.6%., 34.8%) . [HEflMERZfEsc)  (14. 0%, 24.5%, 23.7%) KOV (5@ EHBAL
TEE] (2. 4%, 12.4%, 10.8%) Th oz, TN HDIEIET X TOHFELRNAFEALIZ T
HLOTHY, URZAF T I 9ng #EE 18mg HECTRIEETH-o7-, TEH (3. 8%,
3.9%. 8.0%) KON TEELy  (3.1%. 1.1%. 7.0%) ORI, I BAREEL VAR FT
IV 9mg B & T 18mg HETOeEm 0o 72,

BIVER OFERITY NZF 73 18mg FET 73.2% (210/287 fl) Tho7-, E2EIEH
X, A EBALALEE 39. 4% (113/287 f5l) | @ HEMLE O FERK 34. 8% (100/287 i) | #efil
PERZRESS 23.7% (68/287 Bl) . W@ AERALEENE 10. 8% (31/287 #1) . H.l» 6.6% (19/287
) | WEM-5.9% (17/287 ) Z&TH -7z,
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ERaRP

A 18mg BEIX, FHEFHMEEHE TH 2D ADAS-J cog OEALETIXT 7B AHEICK L THERENA LN
(p=0. 005, HAFELSHT) 2. 24 BEED CIBIC plus—] OEMREEKRIEM T, 77 B REEICH LA E R EILH
Loz (Wilcoxon NEAZFIRRE) . L2vL., SFANICEHE L7-8p0BIM R ((RE LN MMSE) CHR#E&%
DOFENTFERTIX, 77 BAREEE AH 18mg BERNCHFHEMICH B =R A bz (p=0. 042, Hl4 > XET
JVIRNT) o & BIC, FEFHMIIE A LM & DAD TRl L 7= & o B w4 TEEERE 7). MENFIS TRl L 72 A
DFBIERE R NHEMBERE T D 7 T B RRECH T D AA] 18mg BEOFZIEN RSN, F2, WFTZ V7 b
R 2R & LT/ OFISREHI T HAHK] 18mg OBFNENFRD bz, 723, KA Img BETIX, L
MHIEH 2 &0 0T oGMETEH T, 77 RIS L TAEREEZ R T I ENTERP -T2,

) AFoOREROHEZ, HEE, RAKIZYARRFZI L LT A 1A 4.5mg 22HBA L. BAIE LT 4@
4.5mg FOMARE L, HMERFERE L C1H 1\ 18mg ZAkI3 5, Fiz, BEORBIETU T, 1 H 1[E 9Ing ZBAEHARELE L,
FRIE LT 4 #%IC 18mg ICHETHZ L HTE D, AANTEE. LBEst. W oW im0 B CRERE R IR
L. 24 BEREICEE D B 2 B, | Th D,

PR [EINES b F S M LGB (EIP D1303 aki) ¥ 7
RBRT YA Shiax LA, 2 FMEHOWEIERE, WATREH, BES, “HEREGER
WES B R QDT VY A <~ —RERHE (AD) B

<50 %Ll . 85 mELL F DB
- DSM-1V W AEHEIC L v AD & WSz
- NINCDS—-ADRDA ZWrHHEIZ L W probable AD EZWrEi., MO FLROWTNNITEET
oyt
1) N—Z T A CRERTAELAP OMRI SUECTIC & 0 ADDFT RSGR0 bl B
2) NR— 2T A UEFHTTAELLN OPET X IZSPECTIZ X W ADDFT RS S, Mol =
MRI XIECTIZ L W ADD AT RAERD L 7-BE
< MMSE A2 =17 73 10~20 DEE . %%
< RIBBRIE DM 2B % KAET A REMED & 5 R AR R A RFHAE. AU E
2D DSM-1V WL HEDH 1 OB ESPEL TV D BRE
« AD DISMZZE OFRBEIEIEIR 2 5 TX 2 25 MR ESHRIEERZ 50 L TV b S (H
E\Ei—ﬁl.gj}%%@ %H?%*%%ﬁléﬁé%\ t& i v Bl12 X&iﬁﬁkiﬁ\ AE/E%B%{gyeiE/Egﬁyiqg@é\ VA ‘/a:-\/ }\
- YR N—=F Y U, R R R, IEH R OKEEE, ISR, M)
« NINDS-AIREN Wi FEHE(Z X2 0 VD XX possible VD & 2Wr S iz s
- 83T Hachinski OREM A 7235 ALLEOBE
c BERAT 4 BRI KRRV XIIT T oI v 2R LI-BE, &
LAT » Tk - AF9mg/ H BB L, 4lBZBICHEFFHETH S 18mg/ HICH & L
2o FORKIX, AFN8mg/ H X ik m AR EZ 2400 F THtG L7z,
R T 1k 3 AT v WL ARK 4. 5mg/ HMHEIMG L, HEFFHETH D 18mg/H £ T 4 BMET
4.5mg/ HF MR LT-, FO%IE. AFK| 18mg/H VIS A R HES 24 WETHRE L
Yl
FEHM
CBEROHEEOT VY A <~ —RIEHE (AD) BEEZRRIZ, RFD 1 AT > 7
HEORRME, 24 B O _EHERIBFEMNICAEFRICL VIGRER G P IR -
T-HBREOEE (LT, AFHFRICLH2EEHIER) 2EEL LT, 3 AT v 7l
Ll L, Bl L7,
IR/ QER:D)
- THERIBEY O 2 FEOMWE L (1 ATy THEEL N3 AT THEEE) O
MR OB A B EEGORIE, WA, KOEEEZfHEEE UCRHME L7z,
- CEHERBEMTO 2 FEOMWIE FIEOH M E . ADAS-] cog, MMSE, J-CGIC DFFAM
R A TR L 7=,
ESC-R i pERE c HFERERICLDEEPIER
I 2t AEES BBE, WA, H5EE)
Bl caT ifi 5 - 20 © ADAS-J cog. MMSE. J-CGIC. {R¥Ekm:R

B AL UE

H HY
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UEES

UEES

(FZFHmEE )

HEREBIC L LG5 IR
LAT v 3AT v .
ikt ik i

A5 N=107 N=108
HEFERRIZ L FEEF I 6 ”
\ZFE o -5
Bk 15. 0% 18. 5% -3. 6%
(95% 15 #E X i) (8.8, 23.1) (11.7, 27.1) | (-17.0, 9.6)

* BEMZE (1 A7 v THEEERE - 3 AT v TEHEER) 2R L,

(RIRHIRHIGIE B )
ADAS-Jcog D_X—AF A L vt DAL
1 AT v 3AT v
s E ik FEf 7= 95% 15 HE X[
SEYAE (FE e 72) A (FE e 72)
8 n -1.3 (3.94) 99 | —0.9 (4.49) 100 -0.4 (1.6, 0.8)
16n | -1.6 (5.01) 99 -1.2 (5.48)100 -0.3 (-1.7, 1.1
24 n | -1.6 (4.66) 100 | —1.8 (5.58) 100 0.2 (-1.2, 1.6)

AP AR J-CGIC A5 T L7z &l S e g oFlI&

1 AT v 7 iHEE 3 AT A piEdibaeey
N=104 N=105
n (%) 9SKEFEX | n(%) 95%1 HE X FH] % 95%{ 5 #H X [H]
22 23 (-12.9,
438 (21.2) | (12.8, 29.5) | (21.9) | (13.5, 30.3) | —0.8 11.4)
35 26 (—4. 3,
8l | (33.7) | (24.1, 43.2) | (24.8) | (16.0, 33.5) | 8.9 22.1)
37 33 (-9. 6,
12;8 | (35.6) | (25.9, 45.3) | (31.4) | (22.1, 40.8) | 4.1 17.9)
35 31 (-9. 4,
160 | (33.7) | (24.1, 43.2) | (29.5) | (20.3, 38.7) | 4.1 17.7)
32 32 (-13. 2,
200 | (30.8) | (21.4, 40.1) | (30.5) | (21.2, 39.8) | 0.3 13.7)
39 38 (-12.7,
2438 | (37.5) | (27.7, 47.3) | (36.2) | (26.5, 45.9) | 1.3 15.3)
wFEME 1 AT v TWiEER - 3 2T v THEIER) 2HEH LT,

ERSE TRIOD 8 MA@ U 18mg NG S, T DOHIM OARFSEFRMN 5% ETH Y 7
DOHBRE T T LIBRE OBIGIL 1 AT v FiEET 71, 0%, 3 A7 v 7 il T 69. 4%
THoT,

(BIEH]) BIERZEBL=IT, 1 A7 v FHEERE [68.9% (63/107 #]) ] & 3 A7 v 7
HAYERE [58.3% (63/108 f)) 1 CTRIFRE TH 7=, SOC BITHROLBEENE -T2 H D
I, WEEE BT [ - RHEES LOBRGEMMORE] Tholz, WRWT, Wit b
2 TRER LU TR S ) . THBEE) OIEIZE -7z, PT BT HIEBLEN &
Dol=RIWERIZ. 1 AT v FHHERE. 3 2T v FHTHEIERE L © 1258 ST 2 9 FER [1
ATy THWIEERE - 22.4% (24/107 f5]) . 3 AT~ FWHATERE ¢ 22.2% (24/108 ) . LA
TRNE] Thoto, WWT, WS HIT, EHEAAEE [15.9% (17/107 #1) . 15. 7%
(17/108 f51l) 1 . HEflbERz g2 [11.2% (12/107 f51)) | 11.1% (12/108 B1) 1 DNEIZ &>
o7z, WITNORWERRBERIC LR TH OBV R e o Tz,
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ERR2

1 ATy FEEOBRME, Bk OFIMEERET 5 2 k%ﬁ%

D1303 5kBR A F2hE L 7=, ZODfEE, WP ol ik Tl L5

S, 4BEO _EERIBEREZET L, 8EREOEE iﬂ&ff%b DM, e OHE ML

BEVDRZ2WNWI ERE NI, Fo, BARHAE Omg/H. 4.5mg/H) ZRHT, %%%2&5%@4@%@£
e =R I ey =P ATAY/AV A AN SOV d Wy fal

\327/7ﬁ%$%ﬁ%kbt
AR FE] DAER 208 © T 18mg 23 %%fi

2) REMHR

B4 W5 AR/ 55 AR Ak 3 53808 (BN D1301EL #&XBR) ©
AR YA ZltiskILFE, IEEM. FEXTHR, RH& 55k
o G REE G NP DT LY oA ~—HBIZBHGE (AD) BE >, MBI/ ENE_ES
FrbbsAER (D1301 3ABR) Z 52T L pkbrs
D) e (1~1638)
FRBR T EIND1301 AR L T ICIRIES] (1~4) Z# T, 1H1BIARA4. Smglh 25 BH46 L.
18mg % EIRICAEfIC4. bmgT >, AAELHEFE THEE L,
2) MERFH] (17~52:/)
WIS Zhe s . AH 18mg UIHERE 2L o LIRHES 1 H 1 [FIALFT L7z,
7285, 4.5mgl H 1 MAZMERHEETDHZ LA E L,
FHEHD
« BRPE R OVRAEFE D AD BRI TS, 52 MR 5T 2 e R OEAEMEIC SN T
H E,{J ﬁ?ﬁﬁ—éo
BV H B
o BRPEE K OVRAREE D AD FRE IR 5, 52 R 512815 D MMSE, DAD, &ETZ Y 7 b
REIZHT 8BV TR 5,
R ERGIE E | MMSE, DAD, G127 V2 b RE

(RB|I~DRBWKR)
AKND A, s &UW%%E@Aﬁ
I & e & &R

4.5mg  n (%) 58( 9.1) 18( 2.8) 30( 4.7)

9mg n (%) 56 ( 8.8) 39(6.1) 59( 9.3)

13.5mg  n (%) 41( 6.4) 48( 7.5) 63( 9.9)

18mg n (%) 482(75.7) | 532(83.5) | 485(76.1)
AKHNO R ESATIE, MR, e iR, REHEL b, 18ng NG SN-HRENK S %
NoTm

(FZB# : REREMN)
AEEG L ORIER SR

& &t

N=637
AEFRZRBE n %) 587 (92. 2)
BIVEHZEHIE n ) 484(76. 0)
L n (%) 2(0.3)
HERAEFR n () 74(11. 6)
BHEHRIEICESTAHERS n (%) | 9705.2)

8 HERALALBE DI BLER A4, 5% & Fe b i <« IRV Tl HEZE 9 FERE (31.6%) | #Efilit:
2% (25.4%) DIETH -7, RIRBRPICIHTMOFFEFRTCRERIEICESTZ S
DI, 5141 (8.0%) TdHh-oiz, ., IEEORIARIIZFNEN, 6.4%, 9.3%TH-o7=
N, TEHICE ST HDOEFZNEN0.5%, 0.3%ED7pinotz, 7B, MfTENL DA E
FLEZD TR TORFERLIIBWT, KAIOERMBEG I PN BBEENEINT S, &
DVNIRHOFEEFENFEELT L X570 LiTehoT,
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(BIR B /)

Z WSO MMSE OIEEBRIS—ZF 1 Vs 0B L&

283 5230 B e il
FEAmBIER N=518 N=466 N=577
/\(;;jéiéﬁﬁﬁ 16. 6 4. 42 16.64. 39 16. 62 4. 43
A+ e
A EIR + + =+
T - ) 15.8+4.91 14.8+5.58 14.9+5. 58
A&
e -0.8+2.84 -1.8+3.34 -1.7+3.28
\/i> Ei a%y = . . . . . .
Egﬁ%%%%ﬁﬁ%) (-1.0~-0.5) (-2.1~-1.5) (-2.0~-1.4)
TEfFERCGE, AEIEE L
K IRE D DAD DIEERN—A T A UL O L&
28 523 B Al
A 515k N=514 N=460 N=567
’?;Qéiéﬁﬁ% 62.5422.898 | 63.16=22.833 | 61.9922. 939
A S
e
%;ﬁ%@ﬁ@@ﬁ% 57.13+24.302 | 53.08%+25.490 | 51.95+25. 407
%fﬁiﬁﬁg@ﬁ% ~5.41%11.574 | -10.09=14. 205 | —-10. 04==14. 089
SR (-6.42~-4.41) | (-11.39~-8.78)| (-11.20~-8. 88)

(95%(E HEIX [H])

IEfE e, AEEE
BREROUGET 7 U 7 S REDHEERMN—RT A b DZ{LE

283 ¢ 523 e B AT RE
AT 515 N=522 N=474 N=634
N—ATA + + +
(T 25 19.5+9. 77 19.3%9.73 20. 0= 10. 04
AR + + +
(T4 ) 21.5+10. 52 23.3%+11. 09 24.0+11. 30
Eith N N N
(Y- b ) L5355 | Gi~i® | G.o~id
(95%(3 & X 1) ) ) ' ’ ’ :

IEfETE A, REITSEE

28, 52 BFDOMMSE 2 UDADIZFEE MBI R — R T 1 > X 0 RIFHIZED (Bfk) L. &Gl
7V 7 b REEIIREROICHIN (BAL) L7z,

FLO

ARBRORER L0 | WE R OFEEE O AD BE KT 2 AF ORI G- OBFMIL, 4. 5~18mg O &#iHH
TRIFTHD Z EDRENT, MO EFGORBEN R @D o720, &5 GIHORBEN &
< RFIOEIEEGI E> TEL RAHEAIEHA LN -T2, T2, TEF Lzl o zxTs 7 —PEKIC
5l L CA LN DL, @S W o 72 FIFREEIC X > THRBERE 5 %2 ik U= BrE OB & 13K - 72,

MMSE % TNDAD Z #8542 & L7=H 2k

< AAIDOEHHEEITL D AD FER O HIREALOHIHIBI R RIR S iz,

FEAM L D . FEEMBIBAAARE & L Te X a7 oD (B k) OREIT/NS

(5) BHE - WRERIFER

UERR L
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(6) AEHER

1) ERARERE (—#

ERARERAE. BE
ERAMERE. /A
RAELLERRE) . &
ERFEERT —2N—
ARAE. RERTHR
FRRHEBROAR

BERONPEEDT VYA < —BIEIERE 2RISR L U AERE (ENA713D1401) (& T)

EEEAELD! HHERETICEONT, UUFOFRIUEZ BRI E L, AFI D% M M OF S
IZOWTEHE - MFTd % 2 & Tl e SR oM UIHERZ1T 9,
(1) REOBIWER (FRcEELRRIERIZOWVW)
Q) EMWER OF AR
(3) M NITHIMEICEEL 52D EEZONDEA

HETYA gk 7 2

RRBE ARG S BRER TS EO AD B%

JiE 5k AR RIEGIER 3788 1 (H EEHI%R 3000 f1)

A %ﬁﬁ(ﬂ)ﬂ%ﬁ : 2)011 fE 8 A~2014 4F 7 H, BIEWIR : AR OEGEBENS 6 1 A
B (24

F e RHEE B BEWE, AD BEFEEA OB H R DL, KGR, DFR AL, DF %L,
By ORI (RE, FE7-206F, BRI, MMSE) | &,
R O s OHIS, ERE, AFIOKRT - ik, AEHEE

EAR AR R [Zeatt] (et HSaEs 3671 #1)

885 BICRHIEH Z#7 8, RIEHRBLEIGIL 24.11% Tho7-, EREIEH
X, TN O PRI 5.77%. i FHERAL RS J 3.60%. i AL EE
3.32%. 1EfHAZ SR 2.59%. s 1.58%. T 9 FEE 1.42%. J AL
7% 1.31%. BAEGE 1.20% Tdh -7, AFHEORITEH OFRBEIS
(24.11%) 1%, ENEEKRABROBHTES (78.84%) % LAIS 6O TIEAR
<. FEEWEROREL ., ARA & ENEKRBR CHEREL L T\,
BE NP ORIVERARBEIS 2 it L7 fE R, BT 21T->Ch, RE
EISCHA A BEENRD SN -ERIT 6 BN (APHEOAE, A0F
fE (Zofth) OfFHE, ARFOMERN Rk 1 BREHE) | JFHEAIO
B, AAEEAOA R, KOARKEHBMHREO MMSE) Thotz, £
WENER Z A RIER ORBURDLE BT L7 fE S, BIVER OfEIC R
TREFENIFED TE LT, WRMICRIEE 722 & 0 B RIGED 205
77
B, FRSRERE T K OVEHRERSE 5 2 G0 2 REG TR BT 5 E
YERIZERD 72 o T2,

(Bl (IR X AER] 3377 )
B WERERNT S GHEG OA ZhEIG X, RAWIRE TR [KAIKRS 6 » A
(24 ) %] &DVEIHFIERICSREGEE (CGIC) #HWT, BED
EREEARRAL & AP AR & el U, TRIEZck®) . T REDK
T [ETodE . HEROZ 2L IS T 2EMZ [H%h) &
EFE LTc. AT ISIER O 2hEI 51 91.95% (3105/3377 fi) T
HY . 9 BILLEDREFICHBM MR S,
B RNPERRMT G EE] 3377 #ilth . MMSE 028 (b3 H T RE 22 iE 41 5801
879 BITHY . 24 WEEH H VTP IO MMSE Z{b&I%. 1.3+ 3.02
MTChoTz, MMSE 7 —% 3% 5 VT2 SE BN I A Zh AT i GUiE il 24k
¥ 3 EILIRERTHVMIRITEH LW EEZ 2 52, 879 il D2 &l
0 LETHY ., AEMEITMER SN,
BE R ERB OANEIE ZRE LR, R 21T CHLAEDES
HERH 72 B AR BN ERNIRHTREEA O RO HLTH 7=, Al
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B OFEHN THIE S ITAEEDBOONIZ L DD, EIEOHBE
B ERERIBWVIAONIRMNST2Z DD, AZWEICE L CRRRIICRTE
LR DRERITIRBO R0 T,

i, TTPERERR T K OB RERE T 2 B 0F 9~ D IEH TOHFDMEIC BN T,
Frro T & FHTRBO b e o7,

R OV EE D AD BE 255 & U-krE Ak d (ENA713D1402) (&T)

EEESNELD! FRAEETIZBONT, UUFOFERIUEEZ B0 E L, AAKlo K6 o222k
R OSSO W TR « Mistd 2 2 & TRIEMS AER OB H IR 21T
Do
(1) REMOBIWER i EERREERIZSWT)
(2)EIE FH D F& AR,
(3) BEMNITAIMEEICEEE 52D EEXDNDER

HETYA v H B G T =

*REE AFNDF G S BRER PSS EDO AD BF

JE 5 FAA ZEaGEF SR 741 4] (B EERI% 500 #1)

TR FHAHIM - 2012 42 8 H~2016 4= 7 A, B : KAIOE GG 24 »
AR (104 3818)

T TRATEE BEY . AD RIAEREA OB SR P, AFIBEGIRIL, OF 354, Bl
ORI (RE, T2 5060, ARG, MMSE) | Sk, Ehf & OYr
HEEOHR, BBERRE, AROKT - ik, HFEFES

EERAN R TS

(ZaetE]  (ZZeVEMT s SEs] 716 1)

- 228 BICEWEM 2580, BWEMZBEIGIT 31.84% Th-7-, FREIWEH
(X, NS O PR 6.98%. i FHEBAALEE 4.33%. 1 AR A
3.77%. RO G 3.63% Th-71-, ARMEDBIEHORBES
(31.84%) 1. EWNEEHKRBROFIEG (78.84%) % L[EDH & O Tl
<. FEREROREEL ., APHE & ENERHER CHERZEEI L Tz,
BEHERBIORIVERBRES 2T LR, R 217> Ch, B
FIEICHE R A BEZENRD DN ERIT 6 HIA (Fln (75 ek -
k) | BEEEOFE, SOHEOFE, AAIOMANRG (BRK 1 HASH
&) | IFHIERIOGEE, siRREOFERE) Thote, TNENER I LI
RIVEH OFRBURIL A f5t L7/ R BIVEH OFEEICRRe 3~ S EER
TEOHT, WRMICHEEE 722 X9 i RIIRD 2o T2,
EEE . TS REREE L VB REREE 2 & 03 2 JEH] CREEAICHBLT 5 E
TERIEZR O 2o 72,

[F2htE]  (HRPERRAT X SER] 641 f41)

< AWERRNT SRIE B O hEIG L, AR TR [RAIRS 24 » A
(104 ) %] HDHWIEIHFIERIZ CGIC 2 HAWT, B O RN
A BAAaR & iR L, TRiEZedeE) | [TREONRE] | EHTFow
= . DEROE(L L) IS4 T 2IERZ TH%h) LEFR L, Aok
FRNT X BIEFI DA NEIA 1T 83.93% (538/641 #) TH Y. 8 EILLLEDJE
B CHMERHER S,
BNVERRAT R RIER] 641 rh, MMSE D28 b8 N5 H AT RE A SE B 1T
197 BICTH Y, 24 HEKH DV EH IEFRFO MMSE Zfb&iX, 0.2 =+
3.85 A Toho7e, MMSE 7 —% 235 G AV SE B3 A Zh AT $F G 1] 4>
BROK 8 HIEREHTH 0 MFUTEE LS, 197 BIOFEZELET 0
UETHY, AR SN,
BEY RERB OB ENE 2 MRET LI R, AT 217> CHaDES
R RH 72 B AR BV EIRNTAFE (65 miARd - LLE) Tho
7oo FEMEE D 16 BlL Dl BEOMEx ORWITHEIND 2D, &
W & ERER TS 2 L IXREECH o7,
. TFRSREREE L VB REREE 2 S 0F 2 IEF CoREMEIC IV T
FRL T _EFHIRO N o T,
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R4

RS E L IR RER (EPN 1403 38R) °

BT YA 24 M. ShEskItE. FFEMR. #ﬁ%ﬁ%
o & ZEOoay A7 T —F (ChE) PHEIRIC K 215N RHEE & H b S A0 728888 K OV 45
DT WY A ~—TIERHYE (AD) B3 110 4
50 mELL . 85 LA F B4
DSM-TV WAL L 0 AD & 2T S 7 e
NINCDS-ADRDA Z Wi :EIZ L ¥ probable AD L EZWrEiv., 7O FROWT NI A BT
L BE
1) BEERRT 1 AELIN O MRT XX CT 12X Y AD OFT RS b= B
E%ﬁm1$HW®HHXiWMTGiDM®%ﬁ#m®Eh MOIBEIC MRT XX
2L D AD OFTRNRO bz B3
MMEX:T# 10~23 DHBFE
ChE BHEFIC L DIEENUTOHEHMB CREECTH 5 & EMMIC LY Hl Sz B
-ammii@z/7?47yxxﬁ
- ROFEOAREAN K L EZ OBENRSH D
- ChE PHFEIKIC iéﬁ%%%@tb+%ﬁ%ﬁﬁf%&w(ﬁ@%%ifﬁﬁ%h&
W3 FIA TV ARRE)
- T R
ATRBRIED A R A KA T FTREVED & 2 MRS PRI SR BT, DU e
S DSM-1V & mﬁE®%1%®r$%Aﬁbfw5$%
< AD DIAMZE OFBAESEIR 2 3l T 2 2GR ESHBREBE AL QWD BFE
TR bRAN L UE (ﬁﬁ%%%ﬁﬁ X 32 Bl2 XIXIERRZIE, SHESIME XUTEREIMER,
TN, S Y N BT M, ER KSR, R, M)
« NINDS-AIREN 2 £:%E1Z X 0 VD XX possible VD & 2Wr S L=
&J%mmwlmﬁmz:7#5 MLl EoBEs
A%X74/ifﬁmammii%&ﬁbtoA%274/ E;DK%4%@H%
R 5 15 HEAMA L. HEFFHETH 5 18mg/ H F T4 MR T4, bmg/ H I OME L=, D%
A 18mg/ H I m AR HEE 24 E THREG L,
B0 ChE FHESR (RRAUINUIA T X 2 2) 1T K DIRIFEN IR 78 Ny ONp 4% i
H i D AD BEEXHGIZY ANATF T Iy FOFEMEEZ, ADAS-] cog ARt AIT DX—
Z ?4’ /75% 24 MECOENEEFEE U CFHME L7z,
B 24 (T35S 2 ADAS-] cog DN—AT A U b DE(LE

B R

8E\ML ZEBITFAHD ADAS-] cog DR—RA T A Linb DR

24 WIZH1F 5D MISE JLTRDAD DR_R— R F A )b DEE:

43, 8, 123, 1638, 20 M, K24 WD J-CGIC

A, 8., 123, 16, 20, MO24WBOUETZ VI " REONR—ZAZ A4 b
DAV &

ES

(= ZEHAGE E ]
24 @D ADAS-] cog D_N— R T A G DLV E:

UNRZAF 7 I8y F N=103
= NR—2F A b DOEALE
Visit n FEE (EEERZE) /N TIREYY | 95 S HEIX
&—x?4y/ 103 22.6 (8.02) — —
$e b5 24 81 103 23.3 (9.33) 0.7 —0.4,1.8

n I f\wX74’ VB LUNR—RT A OIS TT — X 2T HWEBRE S, &/
;%Iwﬁw%@9%hﬁiﬁ IRN—RT A VU EBALKE LTEREET VE AW
HL7=,
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LS

(RIRFHTTE H ]

1) ADAS-] cog DR_X—RA T A b DI EORIFHER

8L N6 D ADAS-] cog D_X—AT A )b DAL ED BN Fe V) (95%(F
FEIX[H)

%, 1.5 (0.6, 2.5) KXU0.7 (0.3, 1.8) Th o7,

2) MMSE D_X—AF A b DL E

24 DMMSE D=2 F A LI DAL BEO IR/ " FEY) (9% XM) 13-0.6
(1.2, 0.0) ThHoz,

3) 243 DJ-CGIC

241 D J-CGIC T AL L TV LRl S 7= #BRE OFIE (95%FHX M) 1%
80.6% (71.6, 87.7) TH V. 24¥ DJ-CGIC T B L7z LMl S n/-wbrE
OEEI1F41. 7% (32.1, 51.9) Tho71-,

BI1E]

BIVEF R BRI, 63.6% (70/110 £4) Thoiz,

SOCHI T b3 BLRN @ - ZREIWENT [—fk « 2FEER L OGN OIREE ]
(37.3%) THVH., W\T [FEERXOR FHMEE) (19.1%) . Dk
(7.3%) ThH-oi=,

PT BT bRELENE - T-FIERIL, 8 HEAALEE (24.5%) THY ., KTl
FHEMLZ O e (19.1%) . HEARMER SR (18.2%) Th iz,

B R OPEED AD BE Zx R L U REIRIE % iR RUR 1T

AR AR

OChEPRESR (RR_U, BT E2Iy) DB UNRAF T Iy FD1-
Step HHEIE~DOY) Y B Z BADBF IR EOR R A2 & 72 63 +53 72 RE»
I TWARY, 1-Step #HHIEIC L A U ARNZAF 7 I Xy FiEfho ChE [H
EITIHRARR T 4 MG o> - ADBF I L 72 15K
ThDHEDOIMENT, ThEBard 5,

RRT YA

Zhtiadtm, HEEM, H#F (1-Step MWithik) Bk

R BE (BER

R K OV AEE D Probable AD (MMSE 10—23) #A8 L., RX_XUALXITH

gD 7r) TR INCE DR EZ T AARNE L (50~85 %) DERE

E 5 PEGEFIEL 1181 (T ESEFIE12041)

AT [ 5 FAAHIM - 20164E5H ~20184E5H . BIZLHIR] « 2408

EEVA A (iENE BHEMED FEFARE R ; 24 #@FD MMSE 227 DO_R—Z 5 A )6 DAL
B
LZRVEOFNEE ; A5 RS

E R RBRAL R 7t
ARBRICBIT 2 AEFELORBE ST 74.6% (88/118 f5) Th -7, F7-.
BIVEH OFRBLEE1352.5% (62/118 ) T, ERRIWEAH GEEEIS) X, #it
PERZJER (14.4%) . W HENLE 5 FERK (8.5%) KOVl FENCALBE (7.6%) T
HY ., WHEALICEE LZRIER OBBEN ETH - 72,
A
HWERRHT S5 118 BlD_N—Z T A B> MMSE &t A 27 (CE¥EIE
YEfR72) 1% 17.3343.80 Th o 7=, 24 BIRICEH T 5 M6 £ 102 FHlTO
MMSE A&t A7 DOR_R—RZ2 T A b DELED T/ VM [95%15 #H
X1 —0.35[—0.87, 0.16] T -7z,

2) ABEEHEELTER RZ LR

FEDABXIEESE
LT=EAZE - HBROM

3
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(1) £ Dfs

<% : FHHlRE >
ADAS-J cog (Japanese version of Alzheimer’ s Disease Assessment
Scale Cogmtlve Subscale)

POHBERE DR R B, HEEF/E, HNBHSEEE/]. SEOBTEME, A%
FEIC R HHGERNEE, DEAM I D . FHREAXOWIERR, AT A, Bl
@@J TN ﬁnnﬁuu\ TANBUROBAERSID 11 HAMLRY
mﬁx:71mﬁ% FHET %, BFFAITIE0~70 HOETHY | &

BRI T BEIE EEEE TS,

CIBIC plus-J (Clinician’ s Interview-Based Impression Change plus-
Japan)
T IV oA = —TUEEINAE O % G R FEARG 0O FFAfh R EE

DAD. BEHAVE-AD., MENFIS % FALRE L L, AR OBRG D ~—
ATA b OELE T B [((DRIERGE, QP REONRE, ()T
DUE, WIEROEZR L, G)FETOE, @) TREDOE, (DKIEL
] TR 5,

DAD (Disability assessment for dementia)

A ATEENMERE ) ORI R E, 40 HE 225720 . FHEB I L TR N
Foh 7’21ET R BIINTER L= E g 3 B (LT, 0.0
Z. X ZSET) CHMtiL, AitAa T E2EHT S, B, . B
HH B xﬁ“é FRITOES (%) (&FR = 7RI X 100)
EL. TEYNET) k;Wﬂﬁézhf:IEH nﬂﬂﬁlﬁﬁiﬁ GO, Ttk
X, 40 0) F'ﬂ“C Y7 "7 l, AitAa7 33 OLAIT 83%
(33/40) . éﬁﬁjﬁzo\DﬁX:7ﬁ3&ﬁ%®iM%(%mw
L%, 137 (%) DMEVIE EFREFEE TSV,

BEHAVE-AD (Behavioral pathology in Alzheimer's desease)
BFOITE) - FEMIEROFEMEE, 22THANLRY | AFtA2 T TRED
ITHE) - FAERZFI T2, A5t A 271X 0~66 ADETHY | iR =
T HNEE EFEE TS,

MENFIS (Mental function impairment scale)

mﬁw %@%%@ﬁmﬁgou%%ﬁmgﬁb\é%x:7fmﬂ%
SRR AR T D, AR A TIL 0~78 KOETHY . GitA=a T

75‘|—Jl/‘ T EREEE I A,

MMSE (Mini-mental state examination)

DR 2B B RE O RN R B, WM. Fodh. EED - R, 2
WA, SEED b OO® 7 v arnbiy . iR a7 TRBIEHE & R
ﬁéomﬁx:7ioﬁm5@%f%b\DJXZTﬁﬁwi&ﬁ FEEIX

I,

WET7 V7 b RE

ﬁé;ﬂa ERERES. %#%ﬂé%&@%nﬂ k. WhEZORS, EREMR
&%J@H:/\E’J/@J S RIBOIEEIO THENLRY, FitAa7T

Tﬂéﬁ é%%wm%%ﬁﬁféomﬁx:7i0~amn@%1%
BEF AT T RNEVIE EREEE A,
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VI. E3pZFEEIZEHI HIRE

VI-1. EBZMICEEHD | KU, HT7 ¥
ILEYMRIFILEYME | BE : BHEOH LAY ORE I RS L, RFOEFIRL LB+ 5 2
bl

VI-2. RIBEER

(1) ¥EREMGL - EAME | 7 VYoo ~—RIERAUE X R A IXR A RE DX T, AR ES2A0I 1T E A
BE & AR R AL 2 R & T 2 I T E O MR AR B TH Y | BAERE DK
e a U AR R R RE O FIXMEBET 5, AEZ, TREFALa Y v
(ACh) DORICBED AT EF ALY >R F 5 —F (AChE) FOVTF ULzl
VT AT Z—F (BuChE) OBRHFEEMICHDS XN ACh &S, MN=Y
NEEh AR RE A TS T 5

7Y N1 T — BRI 1200, 07 5155

vy -
7 £ FACoA L == 7 FACoA LE T

ACh: 7EFNID) ACKE: 7LFAIIIZAFI>-Y
BuChE : 7F LDV IAT5—Y CMAT : DV 7eFANS R T725-Y

(2) EWEEMFITBHRR | ) WM o275 —PHEERLORT BF L2 ) HEIER
A& (DAChE K Of BuChE FHEEM (in vitro ) ¥

UNRTF T I AEAEEE D T ~ MEME ¥ AChE & (Y7 » b I EH 3k BuChE (2%t
T2 SOUPHLEERE (ICs ) 1ZZ LA 4.3+0.087nM T 31+2. 0nM TdH -
770 UNRFZ I AR D AChE @ TCs flilE AChE SRR FIFLESK D R 32
Db (6.7%0.35nM) LRI TH o725, BuChE @ ICs L R~/ (7400
+130nM) X VK 240 {72, U RAF 72 2 AChE J U BuChE oD %
FIZH LIHEER AR LT,

U RZAF 7 I ARG M O R 2 ~22 L AChE } 1 BuChE PR 1E

1Cso & (nM)
) e
AChE BuChE (BuChE/AChE)
1 N AR v}
)/vz%zﬁdaﬁa@l 4.3+0.087 | 31+2.0 7.2
eSS Y 6.710.35 | 7400+ 130 1100
EBRILX 3TCOSEM T CEM L,

UNRRF T I AEAEEYE O AChE & Y BuChE & O UG4S 48 JL Y 6 B,
RRARUMEE 1R, TCsofE (M) 1 EHIE HFEHERR 22 TR T (n=4)
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@M AChE OV BuChE FHEEH (5> k) W
VARZF 7 I ANABEITHEEINZAEN T~ MEN O AChE J UF BuChE % [H
EL, ENEND 50%E%hE (ED50 fE) 1% 1.0%0. 13mg/kg, 0. 7£0. 68mg/kg
ThHolz, LoT, U ARRF T I I AChE B OF BuChE J&1E % LI AR
HETHET D EEZ2 BN,

VNRAFT I ABERED 7 v b KM AChE J O BuChE FREMEH O H & &K%
M

100 @ ~

100 ¢
o o0 £ 80
X <
60 | # i
% i 60
w40 =T
= (8]
(8} >
< 20 | o 2 f
0 s . ) 0
0 4 8 12 0 4 8 12!
YIRRF T 2 UiEREEE (mglkg p.o.) YIRRFJ 2 UEREIE (mg/kg p.o.)

AChE }, OVBuChE 1&EMEIZ. VAR F I U iEARRER O S 30 53 % I HlE LT,
AChE } OV BuChE J{&ME (%) (FHERUKEGREZ ML LZEG L L, EHMEEEREFAT
AT (n=6~7) |

Y NRAF 7 I ABAIRYED T v b RANEVE AChE 2 U BuChE BHEE

ﬁ% ED5oflE (mg/kg) o
AChE BuChE (BuChE/AChE)
UNRRF I EAREE | 1.0£0.13 | 0.7%0.68 0.7

AChE 2 O BuChE {5 14: ED50 fii (mg/kg) (T FHMHE = HEEHERRZETRT (n=6~7)

O ACh BAER (T > k)
UNZATF T I ABABEIIH RN T > MERIZEB T 2 /s ACh L
AL E PR E . B 514 40~60 4y T ACh LUK & 72572, 1. 25mg KN
2.5mg/kg TENZIERKE GREDK) 3.5 (5L DM 4. 55 & Te o7z,

UNZF T I ABARREO T~ MgEES ACh ¥EIER O & SOGHE & #2281k

700 - O : FEK
A : 0.625 mg/kg p.o.
600 - B : 1.25 mg/kg p.o.
®: 25 mgkgp.o.
€ 500 -
= 400 -
K4
N 300 4
3
< 200 -
100 -
0 | ] L] 1 L] T 1

-60 0 60 120 180 240 300 360

BE&EM ()
ACh L~Ub (%) 1P - i HERRZE CToRd™ (n=6)
*p<0. 05 : FERUKEEGREIZH T 28 EZE (—InEE /DT Dunnett O L H R
E)
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@MMPN ACh HEINYEFT & B4PN AChE & OF BuChE FHE/EH O BEM: (5> k) @

1) UNRF T I ABAERYE 0. 6mg/kg R TN KRV Img/kg B GEED T » MM
N ACh L~ULi3abic e 544 40~60 20 TR &RV . AAEIHHE SO 4
fz&7p o7, F£7-. BuChE FHEXID PEC ™ bmg/kg #H-FE Tl 5% 40~80
DCHRRERY | AR GEEORN 2.5 fFL72o7-, ACh FEFE &I
Th, UARRF T I A KO R ROV GRS AR IR R & 5

TEDKY 3 fiF, PEC & GHEIIAY 2 A BRI A R LT,

UNRAF 7 I AEAEERE . KRSV KROPEC DT v N KRINEEE ACh BEAN{EH

Al
m
N
'
i
by

PEC

O: &BEiEH
O: FRAT)N (1 mg/kg i.p. )
A )RRFTUARRE (0.6 ma/kg i.p.)
600 7 m: PEC (5mgkgip) o 2000 1 *
(=]
500 - a
3 o
400 4 o
-
> 300 - < 1000 1 E
4 E N
= 200 e E ¢
S ] ﬁ F
< 100 4 < 21 E
¢ lEE
0 . g . . < 0
0 60 120 180 240 300

AERRE (5)

ACh L~ (% : W 5Ri1D ACh & L L72E[E) K OVACh FEREE (AUC 00200 : I
TEBIATE 100~200 430> ACh L-~L g Fiif) 13 FRIE SRR = T/RT (n=6~

7) o

#p<0. 05 : AAE IR G T 2 A EZE (—IohLE 2 % Newman—Keuls D H

bR E)

1) :PEC ((-)-Nl-phenethylcymserine L-tartrate, AChE ICs fi : >30000nM, BuChE

1Cso fE : 9nM)

i) ACh L-ULW B K & 70 % K FEM B 5-1% 55~60 70tk D7 v N RIMZE Iz
% AChE K O BuChE OEEFRIEMEZMNE Uiz, UV NRTFF I A EEE N OV R 3R
NN ERFEHIILICE B ACKE BEEEH 2 7r L7228, PEC $5-8£ Tl AChE i
EVEIIRO BN o7z, £io. UNRRTF I B AR KON PEC ¥ 5-8%
I X3LIC A E 72 BuChE PREMEM AR L=, RS L 58 TlE BuChE fHE

TERIZRE® b pin-oTlz,

1.251
n=9 n=11 0.07 9 nut -
—_ T - poes
-E ‘wq n=8 E O.W‘ T
e - * e T
o O 0.051
e
o n=9 a
#H 5 0759 ok # |
B %\ He DO | E S
w e 2 E23 ol we | F 23
6 '§ 0.50 : E!,(\: A y o E 0.03 4 : E .2\5
S E<Y & S E 3
<3 HlExq |8 @ 3 0.02{| # | &3
£ 025 = B EL = - 3
& — & 0.014
0.00 0.00

n=8
£33

VIRAFTRY
ATk

AChE &% TN BuChE JEMEIZ. U ANRRF 7 I Uil AMEE (0.6mg/kg) .
(Img/kg) . PEC (5mg/kg) . NIXAFREERIENENEE G- 55~60 /> IZHIE LT,

AChE {&E & TV BuChE {& M (pmol/min/ u g protein) (FFHIME LAEHERRAE TR,
#p<0. 05, #%p<0. 01, ***p<0. 001 : AFRRIEIHIREREICR T 2 A EZE (—ohdiE oy

#Hr1% Newman—Keuls 2% 5 LLEH E)
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®ELETTVITIIT B AChE FLEMER KON ACh BIEM (5 v k) ¥

ZiT7 v PRMBEIZEIT S AChE BHEEMILZ. RV 1. bmg/kg DIZx5-
FECTITH 61%. U ANRTFT 7 I AEAMYE 0. 7Tomg/kg HEHRETITH 48% ThH -
oo —J. ACh FEHE EIZOWTIE, RRRUAEERITN 175%TH - 7= DIz
KLU T, UNRTF T I ABEARREERGRED K 690% &89 4 (520 >7=, LLED
FEREO, BT v PRIMEZETIX, VNRNATF 7 I IRV LD b
W ACh BEIMMER 2695 Z LR aivi,

HWT v NRINREIZB T AU ANRF T I AR R YRR LD AChE
FRE{EH & ACh HIIN{EH

1) iR AChE & ACh flE &

(mg/kg p.o.) (%) (fmol/ L)
YR — 100 + 13 1.8 £ 0.2 (100%)
UNRAF T2 Al 0.75 48 + 6 12.4 + 1.4* (690%)
NP 1.5 61 £ 7* 3.1 = 0.5 (175%)

24~26 H AMDOT v b EEH L=,

AChE &P (%) K ONACh FEE & (% : HIERALEH 0~60 /3 ETOACh b)) id, U
NAF T IABAEEE., R3xXU0, REsEo 1 B2 [\ 21 HEORDKER 5%
T 18 W& ICHIE L7z (n=4~8) |

*p<0. 05 : IR SR T 2 A B (—IeBlE S o Hrt4 Fisher LSD ORE)

@®1f#EH BuChE 154 fH. 2 2%

b PR SR B ERIR O ST 2 AOFEAE & L C, BN o AChE % OY BuChE BH V5
ZRETDHZENEE LD, RENAEEZETLI-ORETHD Z &0
5. RMMICB T H2RE~—T—L L TInd L IRIFHET S MMmiES BuChE
M RIE LT,

Y RAF 72 O fET BuChE iG M54 5 LER % 2 DO IR KRR (M
4k D2335 #ER P . KOMEMN D101 3Bk P) | WONTHARANT LY ong ~—Hl
FOHE RS 2 k5 & B [EN D1201 R L OVEWN D1301 3Bk Tt L=, H
ERORKEEREZIZ N T 7REOERIILTOEBY THho 7=,

M4 HP BuChE JEERRE R —

= . PSES HE/ | 9 | 13.5] 18 | 27 | 36
RS (N\TH) KiE | mg mg mg mg mg
e B B
D335 (10 o BA[E | 22.1 | 32.4 | 40.3 | 49.5
AR BEHERsR PREEsR | BAE | 24.1 | 34.5 | 43.5 | 55 | —
(AAN) )
EADI101 TR ’ ) o
B (H A iE | 32.2 | 39.5 | 45.8
ADFERE p
ED1201 (HAN. ABE) | h5o S8 | 20.7|41.7|49.5 | 61.6 | 64.6
SR ADFRE EED p _
(BN B | s | 26.9 46.7 | 57.5 | 68.5
END1301 ADE#RE (%) , o o
St (H A kiE | 21.2| 35 43

2) FEFLELCEER
DA aRT Iz X B2V AEEEMRGER T T VIicH T 218 (T 1)
AART I UNIHRMED LA T ) URFEETEETH Y FoEbIZX0E
FNREMICB W THREREEENERLIND, £2C, 2AaRT I Uk
BEEICHT D U ANRAF 7 I UAEH % Morris AKKEERBRIC XL 0 BEtL7Z, A
aRT7 I 0.6mg/kg DETEEGIZED T v FDOT T v hik— L~ iRBERRR
DEHITRD SN T=RN, UNRRFZ I D 0.5~2.5mg/kg DR TG
WX, AR 1B & O 2 BB 3L 4 B OGRS & 0 IRBERER 2 A B2 S
Bz, ULDOFERENS Y ARZRF I NIAaRT I oo a ) AeshapidisE
HEWHZ X2 FE R EREE IO L CSEER 2R T 2 EBHL N o Tz,
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UNRAF 7 I ARG D T v b A 3R T I U5 A E L E I
xt9 B (orris KEEHER)

750 # 0O: JiIw1EE
; . m: Ji#2EE
R 500 o
I Ex o
gz [ -
i L | &
B 250 | |
- [ | |+
ol II!
ERRER 1.5 25 3.5

AaARZ =Y (0.5mglkg s.c.)

UNZF 7 I ABARBE SUTAEREER O THRE 10 3HICAaRT I V2R THRE
L. 20 20 5%&IZ7 > FEAE =V AT 1 BEOZIT->7-, AL 1 B 2
B (1EIEKT 150852 2B BB 5H4 BTV, &FIREC oo RBeREm 2 @ L7z,
7. AFEMIT LA LEL G4 ARG Uiz, RRERER (BD) (Ak 1 | H SO 2 [\ H
DIBREF ORI TH V| FEHE LEERETRT (=8~11) .

#p<0. 05 : A EIEIRE GRS T 5 A EE (CnleE o H# Student @ t BE &
Bonferroni MAfiE)

*p<0.05 : AaART I UHMPBSHICHT 2R EZE (CothlEN 8ot Student @

t MiE & Bonferroni OAHIE)

QFREET MIKIT DV RAF 7 I OEH
i) ABBNIEAET M THER (w7 x) 1P
BANBDOERNTHHT I0A FB (AB) ZMPUCEA LB TIX, %8
RERENELIND, ABICL2FEERBREEICHT DY NRF T I DE
% ZBEERRIC L O RE L, RRASDL, ATy I bl L, i
BRATORKGERIZ, ABLE ~ 7 A TITEXHEARIZL VE 160 B & 72
D, BEIZEML W=, 2R LT, UARAF I I BEAERE R RX
AUV Img/kg JEFENEGIX. ABIC LV EN L-SB 2 A EICIER &
B, B, HT7 % 3I20.3 KO Img/kg IEVENE G T USIEBER OB B2
ERITRO STz, UL EOREFRIZ, VARARF T IV KR RRRULN
ABIZ L D EFLEREELNETHZ 2R LTS,
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UNRAF T IARAIRYE, RANOAVROTT o Z I
~ U A ABERFELBREFIITT DR

300 - 300

® 240 | R 240 7
i # @ # 7
g 180 . g %; 180 | . é
] RETIEE | B2
120 120 -1
o/] o/l/
Sc.AB A& 03 1 03 1 Sc. AR A& 012 025 05 1
(9 nmol (9 nmol -
i.cv.) VRRFTIV HFHEIV i.cv.) KRRV
BRI (mglkg i.p.) (mgl/kg i.p.)
(mglkg i.p.)

AB (9 nmoli.c.v)

AB (9 nmoli.c.v.)

ABHLVE 8 AR NAF VI BAIRE, NR_UL, HFo 3w IAEREH

e ERNEL L, 20 3RICHEBRZ T o7, £72, Sc.AB (AR DEMEXH) LE 8

H% AP AR 2 NEEN B G L 20 S RRICRRBRZAT o 70, BOSHERE (BD) 13 R fE
SETRY (0=10)

#p<0 05 : Sc. A B AL REL iﬁ‘éﬁi‘# (Kruskal-Wallis /2235 2 N U w7 53 8U0HT

% @ Dunn O % FE LEHR E)

#p<0. 05 @ AP R G RO T 5452 (Kruskal-Wallis /> 785 A2 b U w74y

BOOYHTH£ D Dunn OO 5 LLE R )

i) ABMBEIHETT VIHT HIEHR (v ) ¥

APP23 <~ U ZIT KM ELUEE DT I v A FEEOERHEIIIMZ T, FHLE
EEARTZERHREIN TS, APP23 w7 2D EH G EIZ KT 5 Y
NAFT IV OEM%Z Morris KEREEFRERIZ XL W MRF L7z, APP23 <~ X T
1. BRI~ T 2T IEREN A BICHERE LT\, ik LT,

UNRZAF 7 I EAREY 0. 5mg/kg @ 1 H 18] 15 HE]OAEREN#EG-1%, APP23
~ U ZADWEKIEME A B BEICEME ST, ULEORREIZY A2 F I on
APP23 = 7 A D EHFLBEE AW ET HZ L AR LTINS,

UNRNZF T I ARATEE D APP23 ~ 7 2 2B B E g EE Ic x4 5 1EH

7000 4

O: FAER ; AFAEK
@ : APP23 ; AFAEIK
6000 A APP23; U SR F VI ERELE (0.5 mg/kg i.p.)
O: APP23; V "2 F 7 I iBERBEEE (1 mg/kgi.p.)
= 5000 -
£
L
4000 -
- 4
= 3000 - ) _
s \*__4\\4__;4/1
#2000 - :| i~
1000 - e \5:_9\‘\0
0
1 2 3 4 5 6 7 8
FEa (B)

UNRAF 7 laEESEIX 1 B 1 (8 16 B MIEENKER S Lz, I3 s 8 A
ENGRMGL. 5 30 pIC~ U AEZMET—/MIZANT 1 BHOIEEIT> 72, F
FRIX1H 4 (1EIEHLT 16 0% 2 [EIHBRLR) FF 8 BTV, &3l T olEbk B
ZRE LT,

WEPKEERE (em) (X4-FHE B O 4 [E OFIFEO FEEE AR S CRd (n=11~15)
#kp<0. 01 : APP23 ~ U A DA BRI SRR T 2 F B2 (ZIoohl#E 2 i)
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3) F OO I EAFER

Q=2 Y AEEERIREE TV (T b)) 9

7 v MEBEEORRE & 2 ) AEE MRS ENZ IZMEBAR H VD . ACh 12 XV K
D1FETHLY—FERNFEINDLZD, VARARF T I U EAkE (%
0.12, 0.2, 0.4, 0.8, 1.2mg/kg. MBEIENES) O —&¥ (1.2~2.4 Hz)
FEEHEBRH LTz, UARARTF I AT EHETT v MEED v —
AWEAEICHEE L, ULOHENS, UARF I 3N ) e
MR OMITIER ZH+T5 B2 65,

VNRAF T I AR D T MRS & — 5 W OFEAER

3 250
3 200
Ha
= 150
o
-+
S 100
g
7‘ 50 -
Y 0
0 0.5 1 1.5

YIRRFU = VBERERE (mg/kg i.p.)

T Z W OHEME (%) 1XEIE S EERAE T RT (0=14) .
*p<0. 05 : XHPRFEICKIF A HEZE (Student D t FRE)

@ U NRAF T I ORGNIELEE & 4 ACKE BREMER & oBEM: (5 v k) 2
URZF I I AR (0.4, 0.8, 1.2, 2.4, 4. 6. 12mg/kg) #T v ~IT
BO%E L, 30 0% MAHEE L CACREZHIEL-, VARFZ I A
FRYE LT BN A ACKE EME AN T S8 7-, F72, HEBINCHEN D N2
F 7 DOMNEE B EIN LT, LA EDOREENS U RZF I DN AChE
FREEHIE., UANATF I I U OMNIBEE BT EEZ 6N,

VNRAF 7 I ABABEROBRGHZO Y NSZAF 70
7 v MMNIEE K OV AChE BLEER  (HERIGHE)

100 - - 80

E

=1 - 60 2

S S

~ 60 - YRRFTIVRE =

g -40 2

w40 - N
¥ —

o N

< - 20 X

20 AChEjE#: ”

pe=y, ¥

0 T 1 1 0
0 4 8 12 16

YNRZRF T I iERBEE (mglkg p.o.)
FBUK L) AR T2 S AR O G2 30 30T v AT 31T 2 S &

OV AChE JEMEZTIE L7z, B (pmol/g) JZON AChE JEME (%) 13 F¥IMHE AR HEREZE CoR
7 (0=6~7) ,
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(3) 1ERRXIRME - Bt
B ]

@Rz P & B 0512 X 2 PN ACKE BREMER ol (5w k) 2V
URRAF T I AEAERYE dmg/kg OFROBETIX., 7 v b KIMEE D AChE B
EAERIIER G 30 00K T0% & Ik KICe o=, =D, LEERIZEE LT
360 SPMZIEHI 30% & e oT, — . UNRRARF T I dmg/kg DREEHK G- T,
PRV 545 120 40121389 20% & 7 o 7=, D%, FHEMERITEHGICHE
L 360 ITKI 30% & 7p o 7m, & 51T, 12mg/kg ORI E TIXHEER I
B 5% 120 Z31T13K9 60% & 72 0, 360 7IZITA TO%ICE L2, 2o, MBETH

KIVPE & AR DM 25580 BTz, LLEDORERND

UNRZAF T I v Dif%

P H UT- R DR AChE BLE/ERIX, O GIZHTRIRIZHEBEL L, £7-
ERME T E2bN5,

150

7 v MRIMBE KR OB IZI1T 2 U NAF 7 v OB G- X3
Y RAF 7 I AR ERYE D% N $e5-4% O AChE FHLE1EH OfERF AL

Kb 2 W: &K (4 mgkg)
~ ®: &F (12 mgkg)
X v: #0 (4 mgikg)
~ 100 4
#
jut
E 50
Q
<

0 : . :
0 100 200 300 400

mE5&RER (9)

AChEEHE (%)

150
BE W (4 mglkg)
®: &K (12mglkg)
| v: &0 (4 mgkg)
100 4

50 |

0

100 200 300

BE®RER (9)

400

R, BT v b (KE 250g) OFEEHEHEBL, ~T XU THERLEZY SR TF
72> (1, 3mg/20ul) Z#WAT Lz, EHRRHEEDTD, BARELIC ST AT v
77 4 VAR LTz, AChE J&EPE (%) 1%, FPME HERERZE TRT (h=4~6) |

AR L
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VI-1.

I AR E D HEFE

(1) AELEG

(2) ERIRGAERCHERE S

R

f-mediEE

VI EMEREICET HEB

1) Hifal 5

1. [R5 S5
HAR NBEREGERE 19 4412, KK 9mg, 13.5mg, 18mg O 27mg % Hi|[R|# 5-
(24 BEREIEGAS) Lzl &, METD Y ARZAF 7 I EEIZTRO L 9 (2HE
B L= (M4 2335 3ER) 19,

BEBEAERE \C AR 2 A G- LTz & & OIMET U ASZF 7 I U REHER

= 18 -
£ 161 .
S 14 1 K%
x [ ;
E\lﬁ 12 A -0~9mg (n=19)
féi 10 —&—13.5mg (n=10)
HPE 8 1 --18 mg (n=19)
= 6 -&-27 mg (n=9)
=
_E_ 4
¥
=
O T T T T T . —
o 4 8 12 16 20 24 28 32 36 40 44 48
BT 8B ERE (hr)
TEREHE R | A K 2 i mlge 5 L= L D
UNRAFTI D PKIRNT A—H
- ” Cmax Tmaxk AUCq-24n Ty

e e (b (ng+h/nL) (0

Img 19 2.73%+0.89 6 0106_'1060 02) 47.8%+16.7 | 2.68%0.54
13. bmg 10 4.58%1.61 @ 0106_'1060 03) 75.3%£26.5 | 2.21%0.29

18mg 19 6. 73£2. 40 8 0106_'1060 07) 116%42. 7 2.12%+0.21

27mg 19 12.5%14. 41 @ 0126;1060 03) 216£79. 2 2.78%0. 31

TIE - RS, ko PRAE (/) ME — R E)

W) AFOREEOCHZEZ, TEE, RAZIZYAAZRFF I L LT H 1E 4. 5mg H»
HRE L, JFHIE LT 42 4. 5mg o L, MRS LTL A 1 18mg &
A2, 72, BEOREIST T, 1B 1H Ing ZBMEHEL L, JFAIE LT
4B 18mg ICHWET 52 L b TEX D, AFNFHE, EBEES. Mo wF oo
IEH TR T EICIT L. 24 BEEICib vz 5, | Th D,
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2. AEWFrlE SRR (EIW ONO-2540-06 FER)

A AR NRERERSRE 60 51 (AEW 2RI ZNE DO FENT R S0E 57 B1) 12, A 18mg
O R A & FAL ST RIFN % 7 b AF—_"R—iRIC k0 2 1 K. 24 iR
HEIALAT U=, FOfEE. MEH|D Cmax KON AUClast O L(mSEH4IE D Lo
90%/5 4B X R X AW I R et D Y2 fi 7= U, IHAL T AN kb3 2 8 )5
KO AW LRSS EES iz, 2

AW RS MERBR T 3 1T 2 M U S A F 7 X R EHER

—_—
N
)

e

185875 W%
#in 75 M

—
o

o

FREEC NS, S BRE
[«)]

0 6 12 18 2 0 %
B o 2 $E 580915 ()

ZEM IR EMEABRIC BT D ) SATF 7 IV PRANT A =4

gz | P (EZ?iL Tmax* | AUClast | AUCinf Tus kel
% ) (hr) (ng- h/mL) | (ng'h/mL) (h) (/h)
B 16.0 2.63
JL -+ +
%gééii 57 7'%?55 (6.00- | 14659.9 | 147+60.5 | + Obzgiié
: 92.0) 0.452 | "
16.0 2.55
JL —+ . - -+
'%i;ji 57 7'%?54 (8.00- | 149+55.3 | 150+55.9 | + obzg;;é
: 92.0) 0.360 | V"

FIME R R R, k0 TRAE (/M — B R )

MY NZAF 7 X 2 PK 28T A —Z OEY R R VR

e ST O L
RoA—n | G g | 0 SMAEEI
Cmax 0.904 0.871~0.939
AUClast 0. 964 0. 934~0. 996

PRAEHL 5T 5
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(3) HhEHE

2) EPes (1B RIAD)

AN SR 18 & 2 %212, AF 9mg, 13.5mg KON 18mg 2 1 A 1 [H4H
&5 A8 16 MM E®RE (24 BRI Lz & ZomiEdf U 2
F 7 I VEEITTRO X 9 I1CHER L2 (W D101 R ER) |

#hH 5 B AOIMIES U ARRF 72 3G 8 B I R m Mg TP iR (Cmax)
(CEIE L, BEAF 24 B (AEAHE TEE) £ TR L2 Y,
xﬁuwg%%fﬁﬁmﬁ¢vﬂx%ﬁiy%ﬁ@%%*ﬁ%m&3ﬁ%?%o
7=

MAEH U NAF 7 I PRI 5 BAA 3 B CERREBICEE L7, AK| 9ng #IEIE S
FKOHEE 5 BB O AUC) o, e B3RO I-BFERIT 1.34 Tho72 7,

BEREHIRA ([CAF 2 RAE R G LT & & o i R

3

5 9mg S 13.5mg
£ - ALL 5 o H6H B
? 8 —e—H5H H % ] —e—H10H A
e 2 l s
5 s - 'T .....‘.::_—3._______. ~
e 4 - L -L_ _l 2 a4 _LT I — ——
R P L 8.l
~T
[ Yo ) . - : - o :
] 4 8 12 16 20 24 0 4 8 12 18 20 24
Time afier each applicalion (hr) Timeafler each application (hr)
oy 18mg
-5 —o--#118 B
£ L —e— 150 B
5 +
;
5
LE)
2
E
=]
£
[ ~
o ‘i—______._ . .
1} 4 8 12 15 20 24 28 32 36 40 a4 a8
Time after each application (hr)

FEME - FRYERZE. n=18

TR A T AKN 2 IR G LT e E DU NRRAF IV DPKNT A—F

MU ER L

37

= w | EH- Cmax Tmax* AUCq-g4, Tiss
BT 1P T | g/ () (mg-h/ml) | ()
2.68+ 16.0
omg | 18 ! 0.33 (8.0-24.0) | 17-8F71 B
5 3.39+ 8.0 62.9+ B
1.44 (0. 0-24.0) 18.7
6 5.29+ ( 12.0 ) 98. 7+ B
1.43 6.0-16.0 23.7
1. omg | 18 o | 63 8.0 111. 3+ B
1.97 (0. 0-16.0) 30. 8
1 8.59+ 10.0 152. 6+ B
1smg | 18 2.73 (6.0-16.0) 39.8
5 8.27+ 8.0 153. 3+ 3.30+
2.31 (0. 0-16.0) 41.5 0.59
WHME - EERAE, ko POME (Ml — RORE)



(4) BRE - GHAROEE | 1) BFOPE
% LRV,

KRNIy FHITHD Z ED, BEOFER R FRFHICAE T 5 L2
AAN

2) DRSO
2R FH % T 3R AR RBRIT S L Cueuy,

<BE HNEANT—H >

B 7 AH] (HNEER) LIy (M4 W6l 3R 2. urT7 7 U v
(HEsk w362 3BR) 2V . TR/ A (MBS W363 RER) P koA xkeTF v
(HESL W365 FRER) % ZOFH&EE LT, BRI AER TR 57

MNoTz,
VI-2. EWYIRERN
INTG A=A

(1) fErAE BB T A —FZ OBEHICIZ ) v a A= A NEFANT 1-3 28—k
A2 NETIVERNT & U2,

(2) BULEETEE e L

(3) HEEETEH HEEER L

4 2IVF7IUR HEERR L
<% HNEANT—H >
TEFEHRRE 12 B2V NAF 7 IV Img & 1 R ARNFR R G- LIz & 2D
U7 5 A% 1.4L/h/kg Th-o7- (HEH w361 RiEp) 2 |

(5) HHEHE MR L
<% HNEANT—H >
EFEHRRE 12 B2V NAF 7 IV Img & | R ARNFRR G- Lz & 2 05y
ARSI 1. 5L/kg Th-o7- (S W36l 3R 2

(6) Zith MG RR L
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VI-3. B%£H (REaxL—
ay) R

(1) frA&

(2) NS A -2 EHER

VI-4.  BRUR

AR L

REERR L

<zE HNEANT—H>

B K OV DANEN T VY oA <~ —RERFE B 1190 42 xIRIC, U
AZAF T Iy FH (18mg &N 36mg) N H 7 EAA (12mg : ENFREK
) ARG L. Bk 2 NIRMED R T E BRIE RR AT LD R
BL7z, RENYARRAF T I OEFREIZRIT 5 P REICEELY KT
T EN RIS T (p=0.0003) , — . Fhm, PER, FFHEEE T A —X
(AST, ALT, BU A EY) ROBENT A —% (VT F= 27T T
2)@Uﬂx?ﬁiV@Eﬁ¢%§ﬁ%%%&ﬁéﬁ#ot(ﬁ%Z%Oﬁ
) 2

W) AFORELROCHEREE, HEE. RAKIZY SR F 7102 LTLH 1A 4. 5mg 2
BRI L, AL LT 4842 4. 5mg o E L, MERFREE LT H 1 E 18mg %
A4 5, AFNIEER. ERiEE. MBS0 W o IEH TRBEZ B E AT L,
24 FFMEICHE W R 2 5, | Th D,

(1) WILERAL

L

<HENT —H >

AL 2338 5B % (2B T, AFIE BISEL. R Es. ModEh. SO EREERIZ AL
Pl TOFRBEIIFRETHY . EHE KRR TIEZZEN S O &
LTI o7, BRI 2 L LIRS AT XA T8 T 4
(AUCinf) (. 100% (HaEs) . 92% (LREsr) . 80% (BEES) . KUY 71% (CKIR
W) Tohotz, £io. WES W59 R P IRV T, RIS EREL AR A ETE L L
7= FEE ORI NA AT XA Z U T 4 (AUClast) X 104%TH -7z,

<& HEANT—H >

TREFEHEER Y 48 L 12 A 18mg & 24 W, FAFERICAEF L XD RBES .,
UNRAF 7 Iy 3. 0mg #BROHEAl (EINAKRE) ZHEEREG L& & &L
7oo IKE lkg H720 OEHE Oy FRIOEHATRHE) THIELZ/RT7 X
— B R LR, SMEHEOE O3y FAI/EAEA) 1% Cnax T
0.31, AUCinf T 2.50 Th o7z, 7w FTHITIERE DA L el L C Cmax % )
ZoonﬁﬂﬁﬂiD%WAmmfﬁ%%héi&ﬁ a7z (#A) D2332
AbR)

(2) W=

AR L

<HE>

HAS NEERRAEERE 18 4 2R F51Z, A& 9mg, 13. 5mg M O 18mg % 24 HEfE AEAF
Lzt &, BELEANYyTFHNEFET DV ARRAF I UNLEH LIZE Y
%, SE A BO 45, 3%~49. % Th 7= (EPN D101 & Ex) 9

(3) MafriEsR

MG R L
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VI-5. %%

(1) &k — R BP9 @@ 4

(2) %k — Re 8 R P @@
3

(3) EA~DBITH

(4) BEBE~DBAITH

MM ERe L

<BE>

NBATHE (F > 1)

Z v b ERAWE in situ TOBFNS UARZRF T I 2 O O NAP226-
90 DU~DBAITRIZZENEN 1095 R 19%TH Y . U ARRF 7 I 3k
B % BAFIC@iRd 5 &t ZEx b,

BHTPER L

<HBE>

JRMEEIEYE - BRIEA~OBITHE (7 v N RO HF)

R IBHED T v MZ[M*Cl U ARNRAF 7 I v aHEERAOKEG L& X, RIES
WCHURRE I S22 7o, IFR 17 B B Tk, #54% 1 B ok ik &
OV S B R D 1/4~2/3 ORSTREIR TR Havi=ny, Beh5 3 B
PIRETiE, R Vil & ORI R O i RE R IS 13 FIR R CTh - 72, 73
FIZPH U ARATF I 2R 7 HALOERORSG Lz & &, @ik 10,
14 X9 H B o 5-4% 2 REE O Ra Ve o B BERR B 1 IR B i D9 1/2 T
ST, WEHR 19 B B O 5% 24 B O W B REIR S 138 5% 2 BERT DR
/3R L7223, HEWmik o 2.5 5 Th -7z,

MY ERe L

<ZH#>

HHBIT (T )

SiEts T~10 HAOHAT T v MMCI Y RAF 7 U AHEROKE LT
E& | IO RRII R 5% 1 RIS R m IR I L, SR BRED 1. 3~
2. 5 [FDIREETHERS LT,

B9 %,

<HEANT—F >
IEHHEKBUEDEEND & 2 IMENPERE 8 LA MRIT, UNAFITI T
BAl 3. 0mg AHEIFE Lz &0, PR OMEMEH DY NZF 73
V%%&%@Eﬁ%%MMMHm%EﬁuT@EED@@ok(ﬁ%Amﬁﬁ
Sﬁ) 32 .

— TR T S TE
iedanid & — o=
b AT ST A — NGy
Y SAF 7 3 | NAP226-90 | U/SAF 2 3 v | NAP226-90
ﬂg; 1.420.5 | 2.0£0.6 2.4+0.8 4.7T£1.6
(gﬁi) 10.0£3.2 | 4.9+0.6 2.7+1.1 3.6+0.7
by | TS i 107 b

TYME - KRR 2
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(5) ZDHhDMEB~DHE
1T1%

(6) MIFERMBEEER

BHTPRR L

<BE>

ligids « MREPIBRE (Z > B)

HEPED » MZPH] U S ZAF 27722 0. 36mg/kg 2 A T CHRIEHRA B 5-1%
Dligigs - AN BERR L 2 T RITR T, &E5% 2 R Olggs - #ikTh ohk
SREVE, ITIE (i 18 £5) | BE (6 ) ROWERIR (4 f5) % £<0
B « AR IR EE @ VR EED TR vz, P REIR 1. iR o
K 1/2 Thoto, BG4 24 BT, leids - MREPIRBOHRER LI 2 BRI EIC
HRWF08 1/10 U IR T L7e, JENI R OBE OISRl BRI, 24 e[
(ZHARTH G 48 ] TR AR L7z, 96 ]t Tl MR R OBRE 2 R &
WO « kS 2 FEFEO 1/16 UTFICRT Lic, FFE 2 BrEEO
1/50 LAFIZ/2 o7 b DD, Ol - MR L~ TR WS REDN B0 Sz

33)

o

HeMEZ > MIZPH] Y NAF 73 0 0. 36mg/kg HHEHAET T
BRI RN G LT & X O - RN U e B

Hﬁﬁnu_(ﬁ%ﬁ ﬁ&%ﬁ%f)i%g (ng—Eq/mL or ng—Eq/g)

Y P YIS 481FF 96HF[H
JiiiNRTE 38.5+2. 41 0.80=+0. 20 0.49=+0. 06 0.50=+0. 08
i 708+42.7 48.9=+5. 09 30. 2+3. 06 13.2+1.81

fiti 50. 3+8. 84 1.25+0. 18 0.90=+0. 10 0.67=+0. 10
B 211+40. 8 9.96+5. 26 6.93+1.61 2.94+0, 28
L fik 31.3+2. 44 1.06+0. 16 0.83+0. 11 0.66=+0. 14
JE Jigk 61.4+13.3 2.047£0. 22 1.81+0. 21 1.437+0. 38

ik 18.2+2.05 0.59+0. 03 0.66=+0. 02 0.67=+0. 19
i A 10.5+1.65 0.56=+0. 07 0.50+0. 04 0.347+0. 04
g Wi 11.7£3.71 0.80=+0. 28 1. 18+0. 46 1.71£0.34
R 97.4+7.71 1.49-+0. 10 0.91+0. 07 0.73+0.13
EIS 81.1+21.7 3.01+0. 14 3.06+0. 41 4,04+3,22
ESL 64.1+5.58 2.95+0. 70 2.98+0. 48 3.83%3.25
RO ER 50. 3+13. 2 2.34+0. 51 2.75+0. 09 1.99+0. 28
MEE {7 142+17.5 1.97+0. 20 1.66+0. 32 1.40+0. 31
i 59. 6+6. 89 1.84+0.59 1.21+0.18 0.827+0. 23
UL oRHi | 18.3%4. 45 0.60=+0. 05 0.64+0.13 0.48+0. 11
vl 63.2+9.5 3.16+0. 43 2.80+0. 11 2.28=0. 40
e 16.9+3. 71 1.09+0. 51 3.14+0. 85 1.97+0.53

iR 24. 4+1.59 0.73+0. 09 0.54=+0. 06 0.48+0. 07

BHEEIZHTL2EE (%)
2 24 [ 48 96HE[H]”
g HY | 0.53+0.78 0.01+0.01 0.010.01 —
B HY | 0.27£0.25 0. 00=0. 00 0.00=0. 01 —
IBEY | 4.16+E1.72 0.030. 02 0.02+0. 01 0.01=0. 00
N 0.16+0. 05 0.05+0. 01 0.02+0. 01 0.01=0. 00

FHE = FEHERAE (0=3). a) n=4, b) WEHZELe. — : B TR

[BAAAIBPBEIZE DT LZPHI ) NATF 7 I v (&R 1~400ng/mL) Dk
KT AFEA I 36%~48%Th o7- Y . F7-, [MCJU A2 F T

I A

V(B &YETE - 400 TN 800ng/mL) DFEAZRIL 55%~59%Th~7- %

(in vitro)
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VI-6. X3

(1) KHEML R VB
iz

(2) REICEAET HER
(CYPE) OnF
B, FE5=X

EMFATA A, INEATA A, ROMBETORBHEE &, EASE, HkE
B OMREEZHOCTHEREDH D ORBEELZFH LR, BT 05 migics
FAHHIET1:0.23:0.006 THY, RGNV ANRF T I OFERREHHREE C
HoDEEZLNZ,

bt NMZUNRF T I o a2HE UL omEr R

3 3% .
. N en, " Neu, o N cn, i N,
o
~ A . ? ?
CH, SO,H SO,H
Y RRFS I NAP226-90 (M10) M5 M7

UNRRAF T I 0L, B bA~OROBEGRIZHN AR — NG NRT AT 7 —F|Z
LIRS ENT T = 2 — /RO NAP226-90 2AAERE L. & & ICHEEE A
M7) . KOIMT DO N-Ji A F LR (M) 2t s s,

t MZUNRFZ I Ing O 2. 5mg 2 HEFE OG5 L7z & & 0 =3I M7
Th V. BISEF RSO 33. 0%~39. 2%% (5. NAP226-90 |%Z LR WT
7.0%~14. 6%, M5 23 1. 1%~1.4% T o7z, RPHEIYF TIIMNT DGR L
39. 0%~44. 3%, M5 73 3.4%~3. 7%, NAP226-90 7% 0.9%~6.8%% L&7-, b hiE
BALMIE AW in vitro RIEETATOMCI Y NRF 7 I (2, 10, &
W 50 umol/L) ORFHIHLTNTHY , WEICHRE SNTREMITY NZF 7
SUDN-FAXY REROBTH-T=Z ENnD, FRERFRAZ2E AR L2y
b LEEZ BN,

VRAFZ I NFFICe AT T—RIC LR &, CYP Ik aR#EOEEIX
b mThb,

<HB#E>

1) MRS R ST 21EH

YRZAFF 3 /&U%@ﬁﬁ%f&éNwm6%amm>“%@ b O AP A
WZOWT, B MFIZa Y —AKW CYP B o0 — 7 B A2 W THRE L
770 MALAW O CYP1A2, 208, 209, 2C19, 2D6. 2E1 } TN 3A4 |Z%F3 5 1Cs fiE
LT _T 200 umol/LELETHY . UNRRFZ I 2 KINNAP226-90 1%, BGIK I
CYP TR SN D MAIDO MAEFIREICHEL KIFSNWEBEZ BN,

2) ARFNOHNZ R 5 OFHE D 2

t MF SO By EHWT, UARRTF T I v oRFHIRHT 2 0FHE (Boksthpms
KOWLH H3HK) OBErHREF L, ~aXU F—1, TI NI TFU L )
VR TFFY o DTERLRERINLTXREF DU NRZF T I OIKSY
RO D 1Cs0 1 62~176 pmol/L O#FPATH V. B TTIHEEIN D K3
%®m¢%ﬁmw&@@T%%§T%é:k#6\%&%&iﬁﬁ EME AR
WeEZ o, VNAF 7 I rofbREiT e XY F—1, 7I R
FFU, IR TFY o DTERLRRTIALTFEF TV RES
htoLﬂb\Uﬂx%ﬁiy@t%797?yxmﬁbé%mmﬁw@%
HIXEL . TNOOIEYMN Y NATF F I v OImEFR R EHER IS KT T AT
INEWEEZ BN,

42



(3) #FEREBMRDEE
RUZDEIE

4) REHDOFEEOHE
RUEML, FEE

=

VI-7.  HEit

-8. +FS2URAKR—E2—IC
B9 515k

VI-9. BRFICKDBRER

ML

<zE HEANOT—H>

T IV oNA = —TUERARE BREIZ 5, 10, 15, KON 20cm® /N F &AL L7z & &
DREACRIZRTT 5B NAP226-90 D AUCo 20, bE (0. 60~0. 72) IR OG- (1. 10
~3.15) X ViIK< ., ¥IRNFEE (0.53) CRIRETH-7=Z L0nn, ¥lELE
DR OEREC X R 2T 2EIE BT 5 Z LR EnT (Sh 2331
ARER) U Jeds. BIEER. bREES. MES. BEIS. MOVKBEEPICALSS L7z b &
@ NAP226-90,/ FZALARELIZREIFLE O % 7% L7 (fESk 2338 3Br) 2 |

MM ERe L

<ZF>

NAP226-90 @ AChE FHEMEM (7 v )

NAP226-90 | LU NAF 7 I OERFMDO 1 DTHY, VNRNAFIZI DT R
TIVINKG TR LD T VX I VIO BEROGNZ X 0 AR S5, R OG
BOMEAT 2> 5, NAP226-90 0 AChE FREARAIL. SISHFEFFEAFRI N DIZIEH A
BTHY., IETH Ki) X7 b TR I8uM Th-o7-, E7=. NAP226-90
16.7 O 50. Img/kg %7 v MIFRRAHEG L, 90 531 O KA E M OIS D
AChE JEMEZRIE Lz & 2 A, AELRMEERITRO b/ - 7z, NAP226-
90 DT v P TOMNBITHEMNMENZ &2 EZE L TH, NAP226-90 23N D
AChE Z A% L CHE/EHA 25| St 2 affethidikn e &2 b b,

(1) PRMEERAL K ORI
FIRPICHEIEE N D,

(2) B
<HEANT—H >

UNRZFZ I v Ot OB N ETh 5, R A
[MC] EER ) NAF 7 RO Lz s &, 24 BERILLNIZ 90%LL 23R
WCHEIE S, EPA~OPENT 1R Th - 72 %,

UNRRF 7 IRy TR Z BARANERGHRE ISR L&, RyTAND
DYV NRAF T I I L 4. 3%~T7. 4% R bR & LT, 19. 1%~26. 0%
75 NAP226-90 & L CIRHICHRM &7 (EW D1101 3BR) 9,

(3) i A

AR L

MM ER e L

LR L
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VI-10. HREDERZEZARAT D | D miln#H
BE AR L

<BE HEANT—F>

T A~ —TRUERANNE B\ SAHI & 4 5 L 72381 D2320 FRR 2 123500 T
T EFRBOMIER V) ASAF 7 I REISEEL RIZS o1z (BF
[T

2) NTHkRERRE B
AR L

<BE  HNEANT—H>

7'l (ENRAGR) CHEZRE 104 (Child-Pugh A=7 5~12)
BT 2 I Eh e & kB Ltk L7, TR OB E 125t LT 3. Omg 7
TN ERE L ZOMMEF Y NZFF I PR TR BRI L it LT
AUC THJ 130%, Cmax THI60% L5 L7= (MESk w251 #ER) 29,

2F, Ny FHITIEYIEBRIEB RS AL S, IR OGO B 5k L
s U CHRTEIIZAR W Z &b IFHEREREE I L 2 Ee~D 2 13#k 0
BHEELD /NS WEEZ D, TILYNA ~—TFZAE BRE ICARK 25 L
72L&, HFHERE/ R T A —#& (AST. ALT. B UL EY) ILEFIREDIMAEF VU
A‘xa)tﬁ‘ SUBEICHEE RIES o Tm (BIEBRRSHT. WES D2320 R
Br) 2

3) BERTE B
LR L

<z HEANT—F>

TN = —BERERE AR E R G L&, JVTF=0 2075
VAMME T LTHEFKRREBICEITAMER UV ANXTF 7 I U REICEEITRD
bivieno Tl (BIEEIRHT, WSS D2320 #BR) 7

7 EVH (EBNRAR) CBEERELZAR T HHBRE (GFR : 0~
50mL/min) (Z33\F % M ENRE 2 AEREMBRA L Ll L7c, GFR & U RAF T I
@ Cmax, AUC 2N Ty & ORNCAHHBENED SN o72 (p0.5) Z &b,
BHEEOER TV ANARTFT IV OEYBENBICEELZ RIFI R NEB LN
(V4 W253 3B 10,

VI-11. Z0fth ZUER L
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VI-1.

VI-2.

VI. ®£1 (FRLOIEF) CEATHEE

3

HAREZDER

I3

BERRABEZDER

3

MEE X (IZNRIZBE
THIEEEDER

RZERUVHAEICEE
THIEEEDER

BRES TV

2. B (ROBHEICFEELEWNWI L)
2.1 RHNDRGY AFE T V23 A — bR EARIC R LiBUE OREERE D & 25 BH

(fifa)
AKFNE T == VNN A—= NROEEWMTH Y | WEUEDFREBLZRET 5729,
AHN DAY NI T V28 A — b ZiF BRI UIRBUE OB D 8 2 BE 2255
L,

[V-2. REXIIZNRICBIE T 2R 28R T52 &,

V-4, AEROHEICBEETIEE] 2238752 &,
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VI-b5.

BERGEAMIEL
£ DHEH

8. EELEARNEER

8.1 AHIE THHENBD HIRWVEAITIE, BREFEG LN &,

8.2 T A = —RIERHEIL, HENEOIEERE OB ER D 2K T &
HAREMER B D, Fio. AANT T GBRER U RO T VAW
BIRZFERT LN D, 07D, HEEOEESOERE LD
WOBEICEESERVWE I EETHZ &,

8.3 AHKIDOUAHIZ L 0 FIGERNH Hbnd Z Enb D7, W& %6
HEETDHZ L, FEERNDD LDONIHAIZIE., AT uA FEE XX
Pie A% I U HARIEEERT 50, AFIOREX T —RKE, HH0
WEERZ RIS 572 SO e E A TO 2k, [14.2.5 ]

8.4 AH| & —ETI O B R - BB IR L2 BE . REAEE O R
SRAT, MFEENENTIBZENNH D20, AT E T2 @R 42 H
T5Z L, [14.2.5 ]

8.5 AFIDALY BEZ DEE. AEAF LT B 5K & BrE8108 - 72 0H) & AE A
LiclzlZimE®Rk G- L 720 EERBIEMANEE LfnHmE s Tn
%o AE0 2 OBITEICH T LT WA BIKIZ L L= 2 & AR
HEIOBERONEEZIIEETHZ L, [13.1 5]

8.6 WM WIE FHORHEEIZ LV AR D bt Z EBnH D, Pikizk
D, BEEREIFEZEA2BENNHHDT, IEEHDVIIFRINA LI
AL, BlEL2 FoIATWED @& 217o 2 L, (11 1. 7]

8.7 TS ~—RIHAIELRE TIL, KEHDVPRBOOLNDZENRH D,
Fm, AFEEDa) 2T T —PHEROEGIC LY, (KERD N

WE SN TWLOT, MEPEEEOEICEET S &,

(fiFa)

8.1 AHNZHE L THLHENERDLNRWVIEER, G BRHIIN B NTRD
SR ThH, TV A ~—REZREED @ B £ THEIT LAFI O ENRBD &
e e o T2 GAIT, BARE KRB ORGPk S D Z & 2t 5720570
WL, 2B, BEOT VYA ~—REBHYE T D AA| O MR
TV,

8.2 T onA = —RIEBHE X A BhH O EERE O BRIRIERE ) 2K F S5 Af
REMEN BV . F7-. AAIOBER L LTOEVWROMEIRA RSN TS Z
EMBIEE A LT,

8.3 [EN DGR I\ Tl HEAL D K JE e K ORI o ERH G L Ll
FHEACALBE, 388 F A2 D RS, BEfihie R & 2% . 3 FH ST v e N OV F 30
NEEHBENHE SN TND T ENHRERE LT, T O FEIERNED
ONTHEIE, AT uA RRE TP A% I U HAIE 2T 2 0,
AHNOPRE T —FHARIE, H DV Z P IET 2 72 Cdu e i 217
Nl

8.4 AAK|Z R —EPTCE B AT - BrEABR IR U856, B AR O RIS
BAET, MHRENENTIRBZENNS D720, A ET 2 ®RAE T 5
Lo EEAEME L,

8.5 [EWNA DI IRZFAEIZIB VT, AKAIOHE D X OEE, BT LT 5 k| 2
Pl R RlA 2 AT L2720 @B G & 20 . B, g, i
Ky DEWV, IR, RIK, SELENBI LZFIRHRESNTEY, —#T
IZEEA b RE SN TS, ALY B2 OFIZSEICAET LT 2 8 2 2
L2 2 +0RT 5 80 BEKRON#ERICIHEET 2 Lo EEA KL L
776

8.6 AFNOFMWEAE LTEMH-E N FHAED LN TEY, ZNbDEHRIZEY
BIARMNFE L, EERIRIFEZEDAREMENDH D Z 0 DER AWML L7
( TVII-8. (1)EKXZREWEM & HER 11. 1.7 K] OfEieSR)

8.7 TN A ~—RERHYERE CTIX, KERIDIBOONLZENH D, £
7o, KR EEGa) v AT 7 —BIREAOKRGIZL Y . KERD N EE
ENTRY, TAYNA~—BIHERF AR ZRETDHZ LD,
IREBD OERMENE £ D REMN D D 2 & MO IEE 2l L7z,
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VI-6. BHEDEREEIT D
BEICEYTHEE

(1) A6HE - BEEFD
HLBE

9. FEDERZHAITHEEICHAT HEE

9.1 A6t - IEFEZEDHLESE

9.1.1 AFLEREXIIZEEE GREI0vY. BEJOvY) DK
BEOHLEE
HAEARFILERIZ X 0 IRAIRUIARERDE Z 28235, [1.2 &
il

9.1.2 DEE, FIRE. DAEFONEER, EREEREE (BH VD LIMIE
%) ZE0h5BE. TERXIIZOHERE - REREOHLHESE
Bk, B=E7 a7, QTiEE., Torsade de pointes BN Z 2BF NN H
LIz, HERABIRKICBITLARWE SBIEL HoicTo 2L, [7.2,
11.1. 1 Z#]

9. 1@3% BEBEXIITHEHREBDHIEE. HOIVWIINLDBREROH S
BERWENEML, BEEXTI+ HBBEEEHER LIBT3 8%
nnbsn, (7.2 8]

9.1.4 RERFAZEDHSBEXFINETEI LOTVES
HEPR 5 2 WA S IR AR B b s 2 B8EnW b 5, [7.2 B3]

9.1.5 TAMAZEDEEHEEXICNoDBEREOHIEE
FARBUE AT SWERBERIELFRIELBENLH D, [7.2 5]

9.1.6 [EXMEXIIFAEMMEER. HOIWVWEIIhoDBREFEOHLEE
B SOV i O WG M OVRUE SRR 7y b DT L W IER 2 B b S ¥ 2 %
Tnnbsn, (7.2 8]

9.1.7 $#ANEIES (I—F2 VR, N—F OV UEERSE) OHLIEE
MEROa ) U REREETLET A Z LIk, EREELLIELIBZEAN
b5, [71.25H]

9.1.8 BAREDES
HbgREE GEL - EE%E) 2RBBL0T R BENW®H L, [7.2

Z ]

(fg7n)

9. 1.1 AARSEMEREIIMEREE (WR7ay 7, BE7av7) SFO0LEER
D& % B TIE, AANO K ERRRFIAE R L 0 IRIRUIAEENRAS G 7
INBHIEREZLND,

9. 1.2 EWNA DR UITTIRRIZEBW T, Ik, BFE v v 7, QT &,
Torsade de pointes ZENRH LI TWADZ &b, FRITODER (DA
. FRBE, DAIES) 2 H T 5 BECEMERE (KDY Y ¥ AMjE
E) ObLHEF, OTIEE X IXZ OB - RO H 5 BHEETIEL, K
Kl G2 L0 BERAENRICBITT A ARER S 5720, Blgx 012
179 X O FEEZEMLE LT,

9. 1.3 AFID= U AMAEBMEMERIC L BRI L, H X+ 56 E5
EHEBIIEA ST ENEZLND,

9.1.4 ARFID=a Y AMNEEMEERIC L0 IR L. IR PAZE 2 3556 ST E

fbkEELZLEREZEZLND,
9.1.5 AKAID =Y AEEWEERIC & 0 RBEREIMET L, R FHESE
LI LENEZLND,

9.1.6 AFO =Y AEEPEERNC 0 QUE SR O IUHE K& OVRUE SORSIE 73 U
WL L, MBI ERE B OIER 2B S5 2 EnER LR

5o
9.1.7 KRAIDREFIEDO 2 ) Rk a i L, $EERAAKESE (=% Vv

W, =% VIEERESE) OEREEBEAIEDZENEZLND,

9.1.8 [ENOKRRER TIE, EREEEEZ BT 2HLE&ROFEEFFRBZNLL

SOBRELEHBLTELEBD LN TR, R A O R
(2015 4= 1 H 31 HEEHE) ICBWTHRBROERICH 722 &, £721H
EBRROEEER T ) AT 7 —PHERICHMANRERZTHD |
YR OFRBIN B GG B % R T RIREER & 5,
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(2) BHmEEER

&

(3) FrigrelEEEsE

(4) £JEREERT 2%

(5) tE4m

(1 IMNRZ=E

(8) St

VI-7. MEER

HREESH TV

9.3 FFrHEEfEERE

9.3.1 EEDHKEETES

R ESCTHEER OV EHM SN DI GRICOREET D2 L, I REN E
HTIsB8EnNnb 5, Fio, BEEOIFKEERE B 255 & U KRR
WEFER LTV, [7.2, 16.6. 1 ]

(fF)

HEDOIHERERE O b 5 BE TIE, RERBRP <, REMT 203561 T
WIRNZ Lnh . AT LD Z2/RV EHE S BRI 5T 5
K oEE A LT,

FEESH TR

9.5 1F4F
TG SOTAENR L TV 2 ATREME D & 5 i NI IE. 189 _E O A IS IEN G %2
FEZ EHEENDGEICORZRET L, BMER (T b, U
X) ICBWT, URRF I I NI OREMDOIEIR~DBITNERD b
W5,

(fiF75)

(1) #FER (Fv b, X)) I2BWT., AFIOEEGIC L AT BT D
LENTWRWA, UARRTFFZ I LF OB DOIRIR~DBITHRRED 5T
W5, RO BFICKTT DARKNBEG OIRT — 213720 T2, BatED L
SINTWRWNWZ EZ2+ICBE L T, IR LoRARENERMEEL LB 25 &
SINDLEECOBARFNEENT 5 L 5 EE AL LT,

9.6 XELIF

1B EOR TR ORFLREOARIEZZIE L, AL OMkRe ST Ik 2 46
ATz, BMER (T ) IZBWT, It ~OBITHRHE ST
W5,

(fFw)
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BE, PEB L OWE S OHE 2 (0.05) 0 (0.00)
LR 1 (0.03) 0 (0.00)
T 1 (0.03) 0 (0.00)
FhBREE 1 (0.03) 0 (0.00)
BN L BIRFIES 1 (0.03) 0 (0.00)
L oME 1 (0.03) 0 (0.00)
B A RO RS 1 (0.03) 0 (0.00)

X FHEFICEOTHE—RIER (PT) 2EEEIZEBL TRV, BB LIIERERENRAELLGAICITEBETIV LK,

BN VPR E D AD JEBE G & LA A (ENAT13D1402) (23615 2 EIVEM M OVEE 38 72 @I VE %8 BLIR o
(SOC, PTHI)  (ZeixPEfihrxt G i)

LERVERRAT R GIEBIEL (B1]) 716
B A5 O FK o Bl
T (FHEIE (%) ) *

RIE 38 BUE B 2 {4 228 (31.84) 7 (0.98)

IR F S BUAE B A 4 310 - 12 -

YL B3 L OVEAE HRE 3 (0.42) 1 (0.14)
R 1 (0.14) 0 (0.00)
BIBR 1 0.14) 0 (0.00)

B 1 (0.14) 1 (0.14)

R L OB R E 15 (2.09) 1 (0.14)

B PR 1 (0.14) 0 (0.00)
&7 b U o A MfUE 1 (0.14) 1 (0.14)
RARIEGE 12 (1.68) 0 (0.00)
e I AE 1 (0.14) 0 (0.00)
FEPRIE 34 (4.75) 2 (0.28)
e s 5 (0.70) 0 (0.00)
Bk 4 (0.56) 0 (0.00)
b 7 (0.98) 0 (0.00)
N 1 0.14) 0 (0.00)
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{5 EE 1 0.14) 0 (0.00)
W 1 (0.14) 0 (0.00)
=18 1 (0.14) 0 (0.00)
RS 1 (0.14) 0 (0.00)
L. 2 (0.28) 0 (0.00)
ANHRSE 4 (0.56) 0 (0.00)
S R 6 (0.84) 0 (0.00)
FAE 1 0.14) 0 (0.00)
DEAmRE 3 (0.42) 1 0.14)
HKHEEZDRS 2 (0.28) 1 (0.14)
B R E 1 (0.14) 0 (0.00)
PR TR B 18 (2.51) 2 (0.28)
SEe il Y S 1 (0.14) 0 (0.00)
TEENE 1 (0.14) 0 (0.00)
FEMED E 3 (0.42) 0 (0.00)
GG 4 (0.56) 0 (0.00)
HEERZ 2 (0.28) 0 (0.00)
B 1 (0.14) 0 (0.00)
N=F V=KL 1 0.14) 0 (0.00)
TR E 1 (0.14) 0 (0.00)
ferAR 1 (0.14) 1 (0.14)
ThinABERERRE 1 (0.14) 1 (0.14)
IRHL 3 (0.42) 1 (0.14)
Hi XUk R 1 (0.14) 0 (0.00)
Hug 1 (0.14) 0 (0.00)
(R 5 (0.70) 1 (0.14)
R EME AR 1 (0.14) 0 (0.00)
DEE) 1 (0.14) 0 (0.00)
IR 1 0.14) 1 0.14)
e 1 0.14) 0 (0.00)
VR 1 (0.14) 0 (0.00)
LM 2 (0.28) 0 (0.00)
I fE R 3 (0.42) 0 (0.00)
& I 2 (0.28) 0 (0.00)
A if 1 (0.14) 0 (0.00)
FER 2R, HOEhis K OVEmpRe 1 (0.14) 0 (0.00)
AYOR- 1 (0.14) 0 (0.00)
B I 19 (2.65) 0 (0.00)
-0 3 (0.42) 0 (0.00)
FREE 1 (0.14) 0 (0.00)
155 1 0.14) 0 (0.00)
T 3 (0.42) 0 (0.00)
TN 10 (1.40) 0 (0.00)
Mgt 5 (0.70) 0 (0.00)
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R X OV T AR 47 (6.56) 0 (0.00)
R 9 4 (0.56) 0 (0.00)
7 LAX—ERIER 1 0.14) 0 (0.00)
Fiefih K R 9% 26 (3.63) 0 (0.00)
B2 e R 1 (0.14) 0 (0.00)
FLBE 3 (0.42) 0 (0.00)
% 9 EEE 8 (1.12) 0 (0.00)
W% 4 (0.56) 0 (0.00)
O EVERE 1 (0.14) 0 (0.00)
B R 1 (0.14) 0 (0.00)
ERIR2 1 0.14) 0 (0.00)
BEHMEE S FEIE 1 (0.14) 0 (0.00)
B R L UG A LR 2 (0.28) 0 (0.00)
Pt 1 (0.14) 0 (0.00)
DY R 1 (0.14) 0 (0.00)
B L OUR K R 3 (0.42) 0 (0.00)
SRR 1 (0.14) 0 (0.00)
EHENS 1 (0.14) 0 (0.00)
R RE R 1 (0.14) 0 (0.00)
— % - RERER L O S OREE 112 (15.64) 2 (0.28)
AL B 4% 27 (3.77) 0 (0.00)
AL AL BE 31 (4.33) 0 (0.00)
AL E D R 50 (6.98) 0 (0.00)
L2 14 (1.96) 0 (0.00)
ilugri) 1 (0.14) 0 (0.00)
T 1 (0.14) 1 (0.14)
TR 2 (0.28) 0 (0.00)
A ThEE 2 (0.28) 1 (0.14)
S By P S 1 (0.14) 0 (0.00)
8 AL/ N 1 (0.14) 0 (0.00)
SR R ATAZS 5 (0.70) 0 (0.00)
AL 1 (0.14) 0 (0.00)
RO A 2 (0.28) 0 (0.00)
R AR AR AT 2 (0.28) 0 (0.00)
M=z yr=2srs—LHEd 2 (0.28) 0 (0.00)
155, PER L OWEAIHE 1 (0.14) 1 (0.14)
LRt 1 (0.14) 1 (0.14)
PN ERECTTE 1 (0.14) 1 (0.14)

X F—EFNCIWTHE—EIER (PT) 2AEHIEEEL TRY ., ERLIFEENRELELSICTEETIV U ML
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VI-9. BRERREHERICREF

22480

Foa

VI-10. BEKRS

HEESH TV

13. BEKRE

13.1 fEIR

SAENCBWTAF OEERRS (118 108mg, 2 M) @ 2 @E#%ICET LT
EORENDH D, Fo. HAEICBITHREOFG R OERNIMIBIT DR #
Hlo X piaEEGH i, mmk, O, R, SR, O F V., RKEk, 58
. derh, MR, BEELIRAE. LR, ZIFE. AR, ®ilE, 1 ABEE D)
MRS NRD b T WD, [8.5 5]
13.2 &

WEPE G R, DI AA Z T RTEREL, D% 24 Rz 2Ll k=
DO 21T 7y, BEEOEL, TR iﬁ%ﬁ@ﬁ%%%ﬁ#é &,
F7-. KEOBEREEZIZ. 7 e USRIy 5 fmEs L L Cif
HATE5%, &I 7hut/m&ﬁmﬁ%kbfy@m%ﬁ%W&ﬁb\
BEIR B U T G- 21BN 5, fmAlL L CRaRT I v O HiLkE

RN

(fiF7)

1&1@%K%Hé$ﬂ@@%&ﬁ(1ENMg2HW) W% OFE TR
WTHE L, £, MBI 2 KA 0w &R 54 441 ] (B0 #5385
Bl B 5 11 ], BRI 45 6) 095 b, HERERSGIHL] 264 5]
THOLNTIERZFIR Lz, S5, ERNICBWT, &5 6) CHilk
ﬁiéﬁ&)%hfcﬁ{ﬁmﬁ%&%éhfwé Emb . MEEIZOWTHIEE L
L7z,

13.2 TFHEVﬁ%ﬁmﬁ%M\ﬁﬂUVﬁ%ﬁ%é:&#%\@ﬁ@%ﬁ
HAEROFEFEIZH LA XITDIEEZHA L TCWAHTD, TORAELOCHARE
Zh LI BRI R AE AR L, B, 2aRTIUobhial) v
ERN B 5705, BB RBRER O R EICF LRI R L2/ L Tn
RN EnD, fREAE UCTHERZRET D X )R A Lz,
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VI-11. EALOEE

VI-12. ZDH0EE

(1) ERERERICESIF

#

14. J@Fﬁia)/}:a
141 BHIZHFREDIEE
1411 EHT2ETIMENTRET D2 &,
14.1.2 /NEROFROHDENRV @RISR D RWINRE T2 2 &,
14.2 EFIBEFFRODEE
14.2.1 AFNT, HE. LB SOIME O EF TR BE T, TR O
[/fiﬁkﬁ§ﬁ§d>iib‘ FAa L KRZEH LTS 2T NRWEITZAET 2
&,
4.2.2 WATEFTOBRE 2 B0 IERIC L T AFZ 325 2 &,
4.2.3 BB OHEUTIRIE - FEREN DL EATICITAAT Lian

f\‘

14, 2 4 BEATTAEETICZ U —A, a— g XTI X =BT LW S
b FERERIBR AR T B 728 BEATE T A EEIZE L, 0 3R U LA — & T
WA LZawv 2 &, [8.3, 8.4 & 1-]
4.2.6 JRHI, 1ENZOE 1 OB L, BB 24 BRI ISH LA G
DWEx»bZ L&, [1.55M]
4.2. 7 REINHPNTHEIT. ZORERTH LWRANCAE B2, #FH X
V) D OEFREIC %D%z%ﬁﬁza
14.3 EHFIBRTEDEFE
14.3.1 [LfF 24 BE#% & AFN ORIy 035% > TV D O T, 3 A0 8K 382
EEEZNANC LTI 72722, /NEOF R OB ORIV PTIC LRI REE
TAHZ L,
14.3.2 Kfl W -k, FEIRICHNT, TEEO 2 &

1N(\V'

14.

(FR3L)
14. 1.1 ARNOLZEVEEMIRT DT-OICHTE LT,
14.1.2 /NEDPE S TRANANFRICORND T 2T D7D, £z, K

R DL FEMEZRERR T 2 1o DIZRRE LTz,

14,21 EPS OB R CA M R OV A EASTER S 1UC 0 2 B T 2 %

E LTz, 72, BEARBZEE T2 OIE R TR R EICAE 35 =
L L, AFNOEEMENMETTHZ 2T OFR TR LK E
Nh7n, BELEKREZEHLTH Z TR WEITICAA T2 &
L7,

14.2.2 R{F, IHENEDOH D EJE TIE. ABNOEERN B2 DI D ATREEN H

HI-HRE LT,

14.2.3 AH|O B ERIENENS . BEOHEE, B2 - RIGRENENT DBE

MDD D o O EME LTz,

14.2.4 BEFIEATICZ Y — A, B— a NI\ X —58HTAHZ LTk

D AKHNOKAEMEME T2 D25 ToORRE LT,

14.2.5 AAORMEM & U Cl AEALALEE, 8 I EBAL T 5 FEk, Befd f g

P&, 1 FHEBAL VA N K O SR R S RIS N s S CkB v . [l
AT K LA 2 2 iz k0, HEERN BT 5/ /2ENH D
T=ORE LT,

14.2.6 2o THALAF L TV A A ZBREE T, Fr- 28R Abfr S il &

HOIRRBIZ /2% Z & AT D72 OITRRE LTz,

14. 2.7 KFNIDFH DT 5E O XD\ T, CCDS* D EHkIcHE UBER L7,

"VI-8 (2) T DODEINEH DS M

14.3.1 B&fF 24 BRI S ABI O D35 > TWB DT, HAFEAORANNE

@ﬁof%niﬁuoﬁﬁ%@mio HE LT,

14.3.2 AAIOE Y PLNBFIC FISAHE Ll ORBETEIC X o IRER AN E &

LTk %‘f%@?‘:&)%&“fﬁ L7z,

BRESN TV
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(2) JEERER
E:

HERIZE DL

BEESN TV
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IX. JERREREABRICREI SIHE

X-1. ZEEER
(1) ENEEAER (VI NP BT 2 ITHE | &R
(2) REeMEBEAE 1) AR R B R
&) Fl s w58 ShEay
L (mg/kg) B
0. 32mg/kgll | :
TEENE T
-2 1. Omg/kgll F :
(HE/3) (gL 0.32, 1.0, 3.2 IRIE K OV E FEEY O
8 1R R OB
3. 2mg/kg :
FOGHEAR T, Hile
EE RN 5 0.75 0. 75mg/kg :
(Ml /4) (#REET) ) R B e OV JBE 0D e A
0. Img/kg :
151 ~C#28 JE OD Mgk - |
A5 TR D PR
) ZYL . 0. 3mg/kg :
(ife/1~2) HEREEE | 0.1, 0.3, 1.0 i ORI I R
1. Omg/kg :
HJE DN M- K O
R, EENET
~ A MEERNE L | 0.31, 0.6, 1.5, 6. 25mg/kg :
(HE/6) (FREE ) 6. 25 Hh R FEE 0D Y
k 0 UNRF 7 I bR IE & U CREE
2) OE R RIFE T
B fE . e 58 gy
(/B | HTE (ng/kg) ABA
FE/LE Y b kNS | 0.001, 0.01, 0.1, I & O
(H/5) (RRIEET) 1.0 B L
X FrARINH S | 0.01, 0.06, 0.3, JIINEY S AONTIE Ep~ gie
(MERE/4) (FREET) 1.5 L
. 1. Omg/kg :
G SO#E | 0.1, 0.3, 1.0 Beb 1 R I
FEDIfE 5
k2 UNRZRF I EREEIL Y U TR
3) WK 2RRIC R ITE 4
B TE N wh& AERAE R
(R B0 i (ng/kg)
ELEY I RN 5 0. 001, OB BTE A~
(#4t/5) (BRI T) 0.01, 0.1, 1.0 | &L
o 0. Img/kg :
(%ﬁﬁg SOfE (0.1, 0.3, 1.0 | 5 5ENET
8 PR B L
k0 UNRRTF U BRI Y U CRE
(3) FDihDEEBHER 1) ABFHFEARFAMMIFE 5 2 1B
SH-SY5Y #f Ml UV ANAF 7 I AR 1 KOV 3 uM, 2P 0.3 &
WR1luM, XIZHF o ZI 0.3 N3 uMEUIML, F0 24 BE#12 A B 25-35
10uM 2T LT 24 BfSEs3% UT-, 24 RSB % OMisE 3 vk e vy
LI A~FA S 33342 (2 X 0 RAL L, fRGHEIESE &2 MR s k- 2 ek
BOBEE T L7z (0=5) , UNARFZ I AR 3uM. RX~<PL 1uM
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X-2. HMEER

(1) HEEEEEHER

(2) RERGHEMEHR

KOHF o2 I20.3uMOENNE A B 25-35 12 X A HINAFE 2 A =Bl Uiz,

2) HRZ AR DAEH

AChE }¢ ONBuChE ZBRr< B8 D ZEMR, A A F v X, FTUVAR—Z—K
OEERIIKTT 2 U NATF 7 I AEAERYE 10 umol/L OIEMEZ G L7 fE 5, 50%
YA EoMSIER 2 R TR MREEZ BB L N T o AR =2 — X580 bl
Mol

TR/ SR BeH Ik, B E RS o> Bt B

(MERI/ B %5) (mg/kg) (mg/kg)
FRAIRIN

<7 A /CD-1 f #E 3. 13
ME:1.25, 3.13, 3.75 :

(/4 5 ) fE - 313, 3.75. 5.00 I : 3. 75

A X/ =7 | #A. 5o

(HE/2) 0.3, 1.3, 5.0 :
o FRIRIN
S R/e=Tn | B
(el /% 1) ﬁ ; ?: é5\ 0.5, >1.5

ko UNRRF U UEEEREI Y U CERE

UNRZRF 7 I W BB E G FERBRITFERE L T Rnzd, v 7 &
Z BT BRI B AR P G- 25 M ERBR . WO A X & BV 7 BLELR O 5 B OV ]
RN G B ERBROEENS, UARRF I v 02MBEEIC S W TR L
776

~ 7 2D BE IR G- 2R BR Tl #ET 3. 13mg/kg, MET 3. 7bmg/kg LA D
BETHENERD HIL, A X TIE 5. Omg/kg DHFEHROH5IC LV TRHA LI
7273, 1.5mg/kg £ COHEFIRNZE LG TIIETIIA LN o7, A IR
LYNAF T IV OHEEGIC X DBk b E LT, BOEE TILkRE,
BEREUR . 3z XIER . MelE. B, RNIRRE. #EER. SIE. FT7 0 —B. MR
PERERE . MAE, WErk, BRSEEME T, R, DPEREE B, R, JRICEE, B
LA B DRI, FREML, REEML. REHE(E. T, ALPIEFEOEIN, TR B
GGt RME, ARG &Y, N, AR GAb, EECHR, iR, SEER
FT 7 —8, BN, BEEML, (KBRS OB, ~T S e e s,
~< b7 U NN, FROEREEN. SEME . IRERASFRD Bl

1) 7 v MBI 5 4 M1 FAER G m R

Eb7/ Be 551k BB T B
/ Tt /B 51 (mg/kg/H) (mg/kg/H)
Z v b BB (B A) | 0 (BEALE) . 1 5 15
/CD (SD) /43E ] 0 (i) . 5, 15, 50 )

ko UNRRF U MR UCERE

UNRZF I OREICRERN LR CITA LN -T2, —RIREEEIEIZB W
. 15mg/kg/BUL EOFEGREOME, FONT 50mg/kg/ B G REOHEZ TR
HED GO LAV, 50mg/kg/ H & GHEDOMEIZ IV T, WERE, &L VTR & & 5
7=, 50mg/kg/ H#EGHET, &5 FHNHECTHRE OIS, M CTEARED
B Fle, IREORAD & D WIXBMER A FRD H AT, 50mg/keg/ B £ 58
OHET, M/ DIEIME T VT I PRE DD IR BTz, 50mg/kg/ H #E
R OM T, MERROEEEMNA LN, WEMAKREZOREICS VYT,
15mg/kg/ H LA O GEEOME K% O 50mg/kg BEDHET, BH FIRICI 1T 2 IR
DHAEKR DS, 50mg/kg/ H EEHEEDOHET, MREMIE D 22 b L ORI IC 51T D 4T
FEVERERI OB ZED DAL=, 2 B ORIEIEIZ., 25O RIT T T
KT D0, HOHVKZZEFMEICEE L, VARNAFIZI%T v M2 4 #HH
AR 5 LT /55, 50mg/kg/ H B G-REDHEKL Y 15mg/kg/ H UL E DB HRED
MEZ IRV CTHE FARIC B T DR B B LN A BTz Z D, MR
HET 15mg/kg/ B . MET 5mg/kg/ B &I L7~

2) I=T7HXITBT D 4 W ATRR R G R
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B fE Be 551k P IR E A
=30 /B (mg/H) (mg/ H)
=74 | BEGE) |0 (FZEAR), 36, 108, 916
/Géttingen /AR ] 216
1: UNRRF I I It b U CRid
%2 EFIIKT A MENE, B RINCTT 2 EEEREIRETET

UNRZRF 7 Iy FHK% 216mg/ B £ T 4 BEALST (18mg 73 FH 2, 6 KX
128/ H % 4 R RG, &RE5RIm P BRI S, 2 A1 [
W UEBALIZ 24 BERIAGAT, ) L7k, 250 #EI gl Loz, 4
B MR 216mg/ H YW L7z, Fio, Sy FER OB B EUZ W,
FLBEOBEIEE SN L7203, WO GEECHALBE ORI 38 < | IR
Do oT, UNRF IRy TFHI%Z 2 HIZ 1 EL, [E LIRS L2
%%\UﬂxffiV®3myﬁ&5ﬁﬁ%®f%§®ﬂ%ﬁ%%ﬂt@ﬁf
bHot, £z, ZL OEBY TRMMNOOBIEDORER LBD NN, ZhbD
&ﬁ)ﬁﬁii77tf&5%¥%ab#m(@&“ﬁﬁif &J%:ht_é:b:% U

A2AFT I OEEICER L

=TI, FE

Iy Fahft Lz Z LICER

TEHLDEERZ DN,
3) =T XITBIT D 4 HEER G DAV

it/ &5 J51k SN B

SR /531 (mg/ H) (mg/ El)

3= g 0 (FZ7&R), 18, 36,

S=7 S RN gy e~ — o a ). 72
/Géttingen /B QFiFTn—T— 5 B

D UNRATF TR RS & L TR
>l<2 BT L HEEME, RERPTICET 2 EHEEREIRETE T

S=THIT

UNRAF T I Ry FH%E T2mg/HET 43

I, 2 RO K/ H 2z 4 BRREE G-, #3548 (777 2R,

VZHEAHE & 6 15
Fre328EE 6 &
YNRAF T I ER R OT 7 v REEREICEB VT,
ZHIT U ARF T o oBREIZERT
A/%@%HKEE¢5§@a%z%mto%H%mm
EATE L72RECIE, 2 fEATE L7oRE & bl U C R
. BN A e — T — g LT 5 2 TRSE

WAL E 2 1H

B L2 o T,
5 R FE DFLBE M OV G R D3 A L7208
HHLOTIE L, E
REATERALZ 6
%@&fﬁﬁfﬁ&ot_&wg

DN

pre L, il R D800I

At & D RE AL,

MR AL AT

RS (18mg 7X > T4
18 & X 36mg/ HEf)
—J7, T2mg/ HEEIZALSS
) L7efbR, 2HEo@Ettix
B>

~OEEEZRFCTE DL ENRE N, 2O mEEEIT T2ng/ B &CHIE L
776
4) =T HIZBT D 26 B RAER &G AR
i #5571 B h B e
E3 /B 51 (mg/ H) (mg/H)
- . 0 FFER). 18
/&;;in ﬁ%ﬁ%? 36 (12fifru—7—3 a L&), 36
J R 36 (6fEfTn —F —3 9 L)
CURRF T U EREE AR E U CRRE
>m BHIIRT D RENER, RS REETICHT o EHEEEIIRETET
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(3) EinEsER

UINRAF T I %y FH|% 36mg/ HE T =7 X2 23 B < 26 BRALST (18mg
SNy FHNT KON 2 B/ B % 26 BRI E G-, 7038, 36mg/kg BED—EBILALTERAL
N6 E SN, 77 RREHEEDT-EY ORI Z 12 8 & LT
. R 1 EFTIC 23 KRS, ) L72ima. BRI W T, BT ALEE DS
—IEPEIZERD DAL, ALEEORREEIL, BEAHMALZ 6 fEpT e L. 28 (18 18mg)
DY NAF T Iy FH B LT-REOF 3, AL A 12 fEET e L, 2 &
DY NAF T Iy TR R LR L CHRVMER R AN, £7-
o BEEHEAL A 12 BT E L. 1 Mo Xy FARIZ RS LTZRECIE, ALBEOREE 1355
VMHBI R AR BTz, T R_XTCOUNRAF T I R ERE TR MO FTIEFT RIxA D
NN olzZ D, 2EMEO®EEM T 36mg/ A & Ik L7,

AERE PERE B B - b FRAE
FARIFTAW | ienio =
e % iz (TA97. TA9S. gﬁi%ﬁi%ﬁﬁ? o
BRZERE BB | TAL00, TAL02, e =
TA1535) 312. 5~31250 1 g/plate
57| K S7. R
WD | gy f =t | (AR 1 T
et | ARSI | KOHGHET bt
% BTN 2 IR MIARE. V79 | 62. 5~62500 1 g/nl.
gﬁﬂ;gggl\ 7 yﬂgiﬁgiﬁ% 0. 32~5000 1 g/mL Rt
RFBE AL R IETT
YET s R
T =X | Ry | R
NBAS R | BOHFET : '
) v 1875 4 g/mL D HT
M. V79 N25~32Bug/ml | e o Y
B Hl i o 3 B AE FE
M L D K5 2 HIEEFE AN
i LAY REHEMEE R IETT
PASERIN XY ETF :
R AL R AFAE
i REHEVELRTAE T T
E}tfﬁgL KOEGFET - 687.4 ug/mL LA LD
159. 3~2503 11 g/mL PRI BTG
KR E2HT HH
Ji 0D 5% B FE A3 HE
n
oA I | v X, oDl ;ﬁiyﬁ‘%ﬁﬁf i
IR Mg 5 | e T o e =
TRATHEA A R HL

k0 UNRRF U BRI Y U CRE

In vitro Yo R B ERERIZIB W T, RHNEMALRIFE T O A CYefa R Bl
DOHMMB I ENT- b DD, oD in vitro TOBIGEMERBRIIT X TRMETH Y
L FETL in vivo w U RANERBROLEMTH T I LB U ANRTF T I TE
RE 2 H SR neEZ b,
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(4) BNARMERER

(5) &REFRAESFMRER

B TE/ o . b E e
B 54 P B/ Bt B GRRE (mg/ke/ H) A
WERER74
. ~ A 151] /7 . N 0.25, M AR
98/99 il 1H) /CD-1 (ot FRRE J O° HERL (e A) 0.50. 0.75 | 72 L
S Pe 5RE)
R <A MERES 69~71 | | 0. 25, AR
104 81 /CD-1 151/ &N 0.6. 1.6 | 72L
. VAN WERES 74~76 | | 0.1, 0.4, | BAAJME
104 AR /SD il / #EH 1.1 L

k0 UNRRF I EREE I & U CREEL

UNRRF T I va~< 7 A2 98/99 BRERLES, HHWVIE~YTAKTNT v
Mz 104 B RER OB UT2RE R, DAJRMEITRRD o7,

1) SARREM O AL LR ER

B/ 7 Beha* TR
X B, B G (mg/kg/ H) (mg/kg/ H)
XY
T - 2B AT 1038 5~ I R B - — AR
Soh/SD BMET 0.12. 0.55, | 0.12
Wt AR PR RT3 ~ AR | 1.1 EGHEE; 1.1
%EX@%%%M W AEAX;0.55
HET

% 0 UNRRF 7 lEREEIE L U CREE

F v R EROWTZZIREER O A B ERER Tl BEmICB N TY SR F
7V OIBERIZER Lz —BeREE DA B, —H THRELEEED
BN D Tz, FEWICRT AR, M., ZIeEe. EIRME. o
R OMHBRRICH L, VAR TF T IV EEOEBIIRD bRenoT-, F1 HA
WX, 1. Img/kg/ B RO MEME CRERINIH 2B O vz, FI HERO—&
HE, Flkr, A, thi, RETIRAE, BEoMb. Kie, +—7 7
4=V R, SRR, AFEELR A NT A—4&  WONT F2 JRIRIZKE L,
VNRRAF T I VEGOEBIIFRD bivenoT,

2) I - fR Ve R AT B % R

#hytE . &5 & s B
e | POTREES BEHIN o n) (mg/ke/ B)
RL#Eh4 ; 0. 25
AR I=R 0. 25, GBI KOV AR
/SD | HEHRT B ~4EHE1T B 0.81. 2.50 | 0.81
TEEIEIEZR L
TR | RO, 0. 36. %%%E8;6
INZW | R B ~ TR 19 A 109, 218 | puieuiol

k1 UNRAF 7 EHER AL & L CREHL

7 v RO X2 HOTR - R AEFEERR TR, B3z n Ty N2
F 7 v OFIEMICRR Uiz —eRiEE L, — M CREREDRD ® 5V ITE
HOBEMIMEI DA B3, BIRIZEB WO TN OB b7 0 b, Zofl
UNRRAF T I GEOEBIIA LN o7, Ty P RO S FICBVTER
TEAEITR O bR o T,
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(6) RFTRIEEER

(1) =D %sHESE

3) HARRIT M O AE 1% O FEAENE NS R OB REIZ B9~ % ik

) fl . &5 & Eile X =+
e | BOTEERL BGHN R (mg/ke/ B)
7 b %EQ7HNJW%%21 0.19, 0.63, REENY 5 0. 19
/s | Y 1. 88 HAE R ;0. 63

% 0 UNRRTF U UlEREE L S U CROE

Z v FERAOWTEHARIMOHARORAEICET 2R T, BEmIcB LT
NAF T I OEBERICER L —#eREOZE(, BEEE O & OUTEIRH
MO E DIER N B, HAEWRIZB W TREDIR T & 2 W BN 23580
SN, FOMY NRZAF T I R EORBEIIR SN 0T,

U RIZB Y D BT R ERER
ABRCR AR A [ALZEE Ve

B RERE

e 55 H

R (HEFD) |
H[E] (24 Wf R AL
1)

PERC (ARFT) |
HoE (24 Wy R RS
1)

el fi

HTL 5 B 7 Y /NZW 4. 5mg/2. 5em?

BT A e

B L5 L) o7 2 /NZW 4. 5mg/2. 5em’

FEREPEIZ OV T, 24 FEEBLATE (BrRZERL) 0.5, 24 KT 48 IREfE] D FZ i I
JGEBIEL L, Draize {EIC X DRESMT 21T o7, HONTZRESN D — AL A
VT w7 AU, FRRERIEME AN L, AT RANC RSV T, BRER
0.5 R CIT 4 Bl Z<BEDOABENRD B, 95 1 B TIEERER 48 BRI
AL, o 3 Bl CITkEE Lz, WIEITWFRoSTHLRD bR T,
R G RANCIBN T, BrER 0.5 B CII BB PN SERVELEE, KOV D
SEREDOIFIENRD iz, BRER 24 RERNCEH & HIFEITER L= 00,
HRAE SIS D SRORLBE X BR 2514 48 BER & Okt L7-, —RILA > 7 v 7 A1,
HAL LAY 0,58, IHALEBIKIA 3.50 Th o, ZDOFEE. Fril5iH ok
JEREPEIL T8 ) | 1B A o B eI 1 THR 2R D il | 1
SYEEREW,

1) KPR
UNRZF T I v OIEFEICHOWT, T AL Z -8 O 512 L 5505
B OB IR & S0 U 72 /558, ISR O b o7z,

2) {XEM D FEERBR

UNRZF 7 I ORI TH 5 NAP226-90 D HL[E# 53 MHEIZHOWT, v 7 2%
FANWTENRNIEEIZ L 0t L7z, NAP226-90 D51 & 5 — ke D2 ki
 UNRRF T I L RRRICA IR, REVL A B SEEMR T, MRV, BR
B, #RER, 2. WlE, FiRE. WCPERsE . IRERZZHSE A58 H v, NAP226-
90 512 & AR DO BIE BT T 60mg/kg., WET 40mg/kg TH Y, U ARRAF S
SOOI R (iEREEIL S UC 6T 3. 13mg/kg. MET 3. 7omg/kg) KV
FoTe, LTei- T, NAP226-90 OFMEIX U NAF 7 I IR L THW G
DEEZ BN, F£72. NAP226-90 % 7= in vitro IR JRR28 BBk M O\
AR A i L 722, BaEtEE@o bivieroT,

3) BERAEMERARR

R R B R/ R BhReE . G-I b5
Beuhler 3 E LV E v b R (BT 9mg
/Hartley A (6 WRERTALAT) (5em®* /X )

TE Y bR ERIEMIZ OV T Beuhler JEIC K W BEH L 72K R, /8
BAEMEITRO b o Tz,
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4) SeEEERER
UNRAF 7 Iy F Al (18mg/10em®) & N, EE Y FORKREEGIZXED
SRR A M LIRS R, EBEMEIERE O b v o T,
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REIR 7

A2NEAR
BEIRETOITE
L EDEE

BERITEM

EfREEFAR

BLERGTAREAHE
RUARES. Eif
EENHFFAR. &
R EAE

HEeX (TznREmM,
AZERUVHAEZEEE
MEDCERABRUZE
DAR

. BEERR. BiE

HBRRLAKRFABRY
ZTORE

. BEEHME

X.

%

B, AT 2
(EE—EFEOMLZICLVERTL L)

HEhEy

K
HEhHAM - 36 » H
HIRRAT

FEESH TR

YNRAFTI v

BEMERLTA R HY

<FVoOLBY : &Y

EEMNEHICEAY H5HE

#l: A4 27tEmr /Xy F 4. 5ng - 9ng - 13. 5mg + 18mg

A 7w XNy F (4. 5mg/9mg/13. bmg/18mg) DfEVNIF
( IXIL. -2. ZOMoOBEER OESH)

A3« U2 H v F®,yF 4. 5mg + 9mg + 13. 5mg + 18mg
(NBPSE L T3 H)

ISR« RARASONEE, 7T 5 IV RAKFERRIE, A~ o F Ui,

KR~

20074E7H6H (TFAU D)

RLE IR EARGEAE A B R OVKGRE =

A7ur Xy F 4.5mg BUEIRTEAREA R 201144 A 22 H
AR+ 22300AMX00529000
SEAMEEVEIEAEA H - 2011487 H 19 A
ARFEBEAEAEH B - 2011467 A 19 A

g BUEMRGEAGRAEA H 1 201144 H 22 H
KRS+ 22300AMX00530000
HEM L HENGEAE A B ;2011467 H 19 H
ARFEBHARAEH B 1 2011467 19 H

A=A &

A 7wy F 13. bmg

Ao RyF

9m

18mg

YRR FEAAGRAEH B 2011484 H 22 A

GRS : 22300AMX00531000
SEAMBEVEIEAEA H - 2011487 H 19 H
IRFERAMAE A B 2011457 H 19 H

RUIEERGEARREA H 1 201144 A 22 A

HERE S 22300AMX00532000
SEAMEEVEIEE A H - 2011487 H 19 A
RGP A B - 201147 H 19 H

9mg 2 HERAA L CIRAN 4 %12 18mg (ZH &3 2 HiEOBEMN :

201548 H 24 H

HREAREmMEH B - 20204 12 A 24 A
EIG, BRI D5,
T 3 5 (KEIESEH) 4O AFETOWNTIIZHEEYS LAV,

H. ANMER OV M ORERSFIZBE 3 D IEHESS 14 & 2

HRE N ONEERE D T )L oA~ —TRIZR

84F 1 201144 H 22 H~201944 H 21 H

MIEDIBM
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X-12. HREMEHRICET
EAEE

X-13. &£#@Ea—F

X-14. RRIGHLDERE

A LR

JEA ST B 81 531) 2 4 8 L7 MR

Wik | MR | a— K HOT%@T) WE S %5
EEGa—F | YJa—F) 7 a— R
P A 4=2%
Ny F 119070051029 119070051029 120816001 622081601
4. bmg
A 7Fa
Ny F 119070052025 119070052025 120817701 622081701
Img
A7
Ny F 119070053021 1190700S3021 120823801 622082301
13. bmg
P A 4=0%
Ny 119070054028 119070054028 120824501 622082401
18mg

PREF 0719 5 & (PR 234E 7 H 19 H)

FEAMFEAE D —HEIZ Y o R FHIZOWT

O AHHOMEROHEICBEET 2RI JFERIE LT, 1 H1EIZSE 1/
DOIHRATTH L, | ERBENTWERZEND, 1 HIZOX, 1 K&
HALEGAICRVAETEHHLDOTHDHZ L,

@ KRB DONEE NI TN TEE K N DT )L A~ —TIZRANEIZ B
B FAESEIR OBEITINE] ) THDHZ Enb, BEROFELED T LY N
A ~—REZBHIETH D Z EPMERINTZRFIZH L THEH LEZGAIZIRY
HETEAHLDOTHDHZ L,
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Francis, P. T. et al. : J.Neurol. Neurosurg. Psychiatr.
1999;66(2), 137-147 (PMID : 10071091)

FEPNEER B R O O T VY A~ —TERE R A RS
& LT 24 R#E S, 7T B R IR, B S BERG R

Winblad, B. et al.: Int J Geriatr Psychiatry. 2007;22, 456—
467 (PMID:17380489)

FEPERE ¢ [EIPNES TTT FEEER (D1303 3UER)

FENERE . AR 2 505 & Lo KR B30 (2011 47
4 H 22 H/&ZZ, CID2.7.2.2.1.1.1) (EM D1101 FER)
Nakamura, Y. et al. :Dementia Geriatr. Cogn. Disord. Extra
2011;1(1),163-179 (JEPN D1301 #BR)  (PMID : 22163242)
Nakamura, Y. et al. : Dementia Geriatr. Cogn. Disord. Extra
2015;5(3), 361-374 ([EP D1303 #&ER)  (PMID : 26557135)
NGB B O DT LY A~ —RIZRAE B & 55
ELEEWNE 1T 85 (E/N D1201 RER)

PR S . BERKSAES: 2015544 (6) © 901-915 (EN D1403 2KER)
Ogura, H. et al. : Methods Find Exp. Clin. Pharmacol.
2000;2(8), 609-613 (PMID:11256231)
PR« PN AChE &% UF BuChE BHZE/EM

Kosasa, T. et al. :Eur. J. Pharmacol. 1999;380(2-3), 101-107
(PMID:10513568)

Cerbai,F. et al.: Eur.J.Pharmacol. 2007;572(2-3), 142-150
(PMID:17643410)
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(PMID:12111444)
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Enz, A. et al.: Biomed. Chromatogr. 2004;18(3), 160-166

(PMID : 15103701)
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B ONO-2540 A= [ SEEEER  (ONO-2540-06 3UER)
HNER . DI L OPFRIIC X DR O F SR O SR B
H, ROBGREONRLFT AT YT ¢ (2011 5F 4 H 22 AKX
8. CTD2.7.2.2.2.3.1) (Vg W36l 75k

FENEERL . T 7 U 2 ORI X B 0 & 5RO SRR HAE
FA (2011 4F 4 H 22 H/K#R, CTD2.7.2.2.2.3.2) (¥4 W362 3k
1)

HNEER . DT B RN EOPFRHIC X B0 B SREO YR B AR
(2011 4F 4 A 22 H7KZR, CTD2.7.2.2.2.3.3)  (Mgsh W363 3ER)
HERNER : A F o ORI L 20ROy ME A
YEF (2011 4F 4 A 22 HKRR, CTD2.7.2.2.2.3.4)  (#F4h W365 &
)

FEPNEER B K N O T VY A~ —TERE R A RS
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XO. SE&H

XI-1. ERHBETORESE | AMITBIT DPREINR, MELXOHEFZILUTOLEY THY, HETOD
KR AGBIRUL & 13572 %, ENOAGBNAOHIE TAAZ #4252 &,

4. FHEREX IR
BERUDEEDTILYINA T—RBHEIZES T 5B
K D HE1THIH

6. AZRUVHAE

WE. ATV ARNZAF I L LT 1L B 1E 4. 5mg HBEREL., IS
LC4fEIZ 4. 5mg T o8& L, MFFEL L T1H 1A 18mg ZALF3 5,
Fo, BEORREISU T, 1 B 1[E 9ng ZBAseHAEE L, FHIE LT4H
BT 18mg [T ET HZ L HTE S,

AFNTAER, EBEER. BIEO WAL O IEF TR R RFICAERT L, 24 B
MR X D,

HESN TOAGRIL (2023 4 7 A B )
KERATSCE (2020 4F 6 A ZT) ORERE

544 ExelonPatch

K - && FIE - BE Sy F

-Exelon X F 4. 6mg/24h : 5em® I Y NAF T2 9Ing B E
H (in vivo fXHZRIX 4. 6mg/24h)

-Exelon/X > F9. bmg/24h : 10cm*lZ U NAF 7 I L 18mg & &
H (in vivo HLH=R1%9. bmg/24h)

‘Exelon /X F 13.3mg/24h : 15ecm* IZ Y NAF 7 IV 2Tng &

G4 (in vivo FrH=RIZ 13. 3mg/24h)

PRAE H 200747 H : 9mg, 18mg (5. 10cm?)
20124E8H : 27mg (15cm?)

i
p={lIY

T I NA < —IF
Exelon /Xy F L, TV oA ~—BIZREIE DTG % 1) E
ET D, FRITRE, PEE, KOEEOT VYA ~—
i (AD) T/RENTWD,

&
pusaig
o
o
i

IN—=F 2 IRITHE D RBEE
Exelon /N F 1L, /N—F 2V YRITHE 5 R FE ~ b 45 8 OB
JE (PDD) DG EEINE & T 5,

HiE - HE | #EREHE
HEHE

Exelon /3w F 4. 6mg/24h 1 #ZKEIC1 B 1 [\AL LT
IR Z G T 5,
THrHE 7%

Ml b 4 BENEE AT - T BERTO & AN
BIFRBBICOREET DL, BE~REED AD KO
PDD Z {9 BREE N & S BE D FRAE R 21T, IR T
4 v b EFRmESEsrnic, #HEADHETH D
9.5mg/24h THEKET D, TOHK., KB ADHED
13.3mg/24h (BT 252 L TE 5, EE AD BEFICIX
13. 3mg/24h NHELEH WA ETH S, 13. 3mg/24h LV EmH&E
ZRELTHOAWRMERE L Z 8137, BEEROREH
LNEEINT 5,
I8 J3E ~ 8 JEAD Ry OV J3E ~ FR 22 JEPDD)

Exelon 78 FDOAZHEIE 9. 5mg/24h X% 13. 3mg/24h % 1
H1FETHY, 24BFHIT EIZH LSy F L33 5,
EEEAD

I AD IZ81T B Exelon /Xy F AL AR 13. 3mg/24h %
LH1IEITHY, 24 L ICH LWy F &8t %,
TBPE D T
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XIO-2. NIZH T BEEK
FEER

BeHOHEN 3 HUANTHIUX, RICHEXITIZFNL LIV
WHETHT 5, 3 B2EBEx TR 2P LEEE.
Exelon 7 F 4. 6mg/24h TIHFEZ B L, LFLICHE-> CHf
HWyoZ L,

BRI D P A S0

(2023 5 6 HET) ORI

ongd

Exelon

Al - &

FIN = #&R Sy F

4. 6mg/24hfR 2 /%y F ¢ Bem® DFRFE /N FIMIZ Y N AF T3
L OmgEE A

9. 5mg/24hf% 2 /X F 1 10em*DREFL /Sy F1 KT U NAFF
S U18mg A E

13. 3mg/24h #& i 23 F + 15em® DL /Sy F 1 I Y NAF
IV 2Tng HEA

KB H

2007 49 H : 9, 18mg (5.
201341 H : 27mg (15cm?)

10cm?®)

Ihe - ZhR

BB T~ 005 EE D T LY A~ —FRUZRHE O e e 1

W% - &

T IV A~ —TUERHYE O W e OVRIERRER O & 5 [E RO ]
HoOb & CTIHREZRBT 2 &, BWNIRBIOTA R4
WS TIT D Z &, BBAERF I OIRIRZ AT 2854 &
RIS, MEHIC L2 EHN 2% 5 K OB il RE 2R 85 501
DI, AFNOEG Z2BET D2 &,

#IE &
4. 6mg/24h TIREZBALET 5,

HEFFH &

el kb 4 HREEG LIERICHBEMED BLAFCTh 5 & 1%
FYEAISHEIWT U= A %, 4. 6mg/24h 7> & HELEA 20 H &
THD 9.5mg/24h | ZHEET D, ZOHETOREL, HBE
WZIRIBEN R NGB BT HR 0 ki35,

THrHE 795

1 HOHESEMER 80T 9. 5mg/24h TH Y . 1BIFIC L D HE M
DELNDRY B OGN RRETH 5, HERGHETH
% 9.5mg/24h #HHIT, HERBAKERT (F : MMSE &
T) o/ TR E RN X DRI F R b B
Wi, 9.5mg/24h 27K &b 6 1 ARG LI RICERNE
DEIFRBEAIZIRY . 13.3mg/24h ~DEAZEZETHZ L,
YRAF 72 v ORI AT, EWAICFE - 5 S5
N5, s HETHEDRD G LN WSS R IESE
BT o2&, HBEMEORWEANBLEINEGAIZ. 2b
OFEWERNHKT D E TR 2 —IFhlid 52 L, #50H
Wr2s 3 H A 72WEEIE, A CHETRE Ny T O %
HELTYH XV, ToMOEE1E. 4. 6mg/24h TH5-% FHE
T5HZ L,

FREEEA, 20237 HBIE, 590 » EHL ETERRE SN TN D,

D) BHE~DREICEY H1EH

AIBZ BT DARORFEDE w2 AT 2 BEICHETOER 19.6 im) |

9.6

3w OEOLHITLLTO LB THY | KERMLESFEA—A T VT

HEEITRRD,

9.5 11im

P fm SUTSEIR LTV % aTREME D & 0 NITIE, Ta LA TR PEA et
Z LD SN DG RICORRETLZ L, BMER (T U

PF) IZBWT, UNRAF T I UIFONRFHH OIE R~DBAIT 3R
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9.6 ZELIF

1B EOAHRIER ORARBEOAEMEZ BRE L, IOk L1k %
B2 2L, 3R (T v ) IZB8WT, HITH~OBITRHRE S

NTN5,
it RNA
KEDOYHLE: | 8.1 Pregnancy
(2020 46 ) Risk Summary

There are no adequate data on the developmental
risks associated with the use of EXELON in pregnant
women. In animals, no adverse effects on embryo-—
fetal development were observed at oral doses 2-4
times the maximum recommended human dose (MRHD)
(see Data). The background risk of major birth
defects and miscarriage for the indicated popula-—
tion is unknown. In the U.S. general population
the estimated background risk of major birth de-—
fects and miscarriage in clinically recognized
pregnancies is 2%4% and 15%-20%, respectively.
Data

Animal Data

Oral administration of rivastigmine to pregnant
rats and rabbits throughout organogenesis produced
no adverse effects on embryo—fetal development up
to the highest dose tested (2.3 mg/kg/day), which
is 2 and 4 times, respectively, the MRHD of 12 mg
per day on a body surface area (mg/m’) basis

8.2 Lactation

Risk Summary

There are no data on the presence of rivastigmine
in human milk, the effects on the breastfed infant
or the effects of rivastigmine on milk production.
Rivastigmine and its metabolites are excreted in
rat milk following oral administration of rivastig—
mine; levels of rivastigmine plus metabolites in
rat milk are approximately 2 times that in maternal
plasma.

The developmental and health benefits of breast-—
feeding should be considered along with the
mother’ s clinical need for EXELON and any poten—
tial adverse effects on the breastfed infant from
EXELON or from the underlying maternal condition.

ok
F—=AMZ7 VT DR
(Australian categorisation system for B2 (202343 H)
prescribing medicines in pregnancy)

<BES>SFH—A T VT OHFEOMIE : Australian categorisation system

for prescribing medicines in pregnancy

B2 : Drugs which have been taken by only a limited number of pregnant
women and women of childbearing age,
the frequency of malformation or other direct or indirect harm—

ful effects on the human fetus having been observed

Studies in animals are inadequate or may be lacking, but avail-
able data show no evidence of an increased occurrence of fetal

7

without an increase in



damage.
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ESOERICHE > TIEL<BBLT T,

[FFESm)
-COREREANCEELTTEL,
JSAENEBE AL EEENCESRNL SEENBLET.

Oy TR, SRl s EEr o BE €S L S0 Lieh 0Ty FI T, 0ER e
flOnETFeSroETs Rt aMEMEDET . ARRAEWEELET,

SEOERATY =)L - BHC2WT

SomEEL tH1ElEDATTEW,

S OERIIRROE TN D, HRNCE RIFLSEROEIEE (4 .5mg. Bmg, 13.5mg. 183mgi i
B> TIET.

iy FRECE -l i e EEATSI TR ET,

) - amg 13.5mg 18mg
17067 o 7R 47t0y  7t0y
[

¢/ (/1)
3mg 135mg 18mg
(=% 0 L3 ne
B EDIERT
SLOETRELIEHOLTRD | afiCl2TFEL, | L.H
LS, IR RO ER IR - T F L, !

SECEEEDE SRR E TR,
ORRTRESL SN ESrPRLEN. ENL I REE |\h AJ|L'h
BHLTEC TN L EREM>TFELL
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