2024 49 AdET (56 13 ki)
BARERRSERS - 87119

EXRAIVIEL—T+—L4

BARREFIE<O [F SREEHE 2018 (2019 F£EHAR) 1THER L TIERK

TILYINA T —8 L E—/IMEBZBANE A EH
R R ARD)VIEEEIE O RE RN ARtk EE

S AR D)VIEEEEE OD &€ 3mg TZE]
S AR )LIEEEES OD &€ bmg [ZE ]
SRR )LIEEETE OD £F 10mg [ZE]

DONEPEZIL HYDROCHLORIDE OD TABLETS

#I

&

FEE (APER AR ESE)

| B - AL S S
A N e T . R

R AR~V ERYE OD $E 3mg[ZE ] :

1 BEH RSO VIRIRIE 3mg 2 5
RN~ VIE A 0D $E SmglZE) -

A =

N SR | g RSO LR ng B A
KRR~ VEEREYE 0D $E 10mgZE] -

1 82F R R VIR 10mg 25 H
_ i % & RRXULEREE (JAN)

= £ 4 : Donepezil Hydrochloride (JAN)
5 IR FE AR SRAM FE VB R 7E B 4h
HHH FH B HFHH

RS = £
RERETXRDEAA 0D $E 3mg 200187 H 15 H | 2011411 H 28 H | 20114511 A 28 H

= 3 i B 5S B gA
RELRNE - RhlasAH 0D % 5mg 20114 7H 15 H | 20114F11 A28 H | 2011411 H 28 H

0D #E 10mg 201348 H 156 H | 2013412 H 13 H | 2013412 H 13 H

@Jﬁ,ﬂﬁjﬂ_ﬁ(iﬁ)\) " 51% J’d_’i JC : }Aiiuuﬁﬁtxﬁi
1R # R 5t & # & | W&k - 2R LRSS

EEFREIBTOERE

RN TS EIERGHE

m 0120-189-228 TEL 06-6630-8820 FAX 06-6630-8990

ZAFIRERE] 0 9:00~17:00 (4=, H. HLH. ZOMYEOIRIER ZFR)
R BEURE AT AR — A=

https://zensei—med. jp/
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O

MW & h ¢
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1. BERAVEEa1—T4—LEROER

R E G O R R B e LT ERAEERRMSCE (LT, B CELRT) 28d 5,
PR BLSE CREAN - SEAIARSE O BRAEFH A B R0 B2 IR O W A RS WA TE 3 2 BRI,
WA SCE SRR ST AE WA AT 2 BICFEM RS ML E RS E NS Y | B E O ERE R Y&
(LT, MR &) ZICEROBMNGERSERE L CHERZME L THLLTETWD, ORI
T E A RN AFTH720OFEHMY A b LTEERMLA VX Ea—T73—A (BIF, I F &)
DFEAE LT,

1988 42 HAYEPEHAIMT 2 (LLF. RIS EIET) i 2 /NEB RN 1T FOMEM T, 1 F itk
Ao T FREEESEZRE L. D% 1998 I HANEAINE 3/ EB S, 2008 4F, 2013 4| HREEE
EIFMEBRD 1 F Uil HOUGET 217> TE 1,

I FROZAE 2008 LA, 1 FISAUEAROM T & L CoRMEAFRNO PDFEOBE 7T —4 & LT
T EBNFAIE Z2ofe, ZHICE D, IR CEORERYGT R H - 72HEIT, WRTORILT — % %
BIIL7Z T FAEHCRIESND 2 & &RoTc, BHRD T Fid, EELERERBEEE (LIT.
PMD A L W3) OB EIRLIEHRRIEDO— (http://www. pmda. go. jp/PmdaSearch/iyakuSearch/)
WCTABSNTAFARE R > TS, HIRFETIX, 2008 FELVFEREMLD 1 F OFRE BT 5%
LT IS ta—Tr—LRata) ZEL, Hx O 1 FRRMACEELHET 28 EEAFERE L
THE)NEFA - RETL TV D,

Z DB, 2019 FORAT LEFLBEEOL LT E DY, Bl HIRHEERIGREZEBE SN EHEZ G0,
[T FROHEEEDE 2018) & LTARINT,
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kg =&

B BENE

Ach Acetylcholine
TEFNal)

AchE Acetylcholinesterase
TEFLAY AT T —F

ADAS-Jcog Alzheimer’ s Disease Assessment Scale—cognitive subscale (ADAS—cog) D HAZEhK
T NA IR OFR AR RE R T 2 BT 9 2 FE A RE R

ALP Alkaline phosphatase
TNH) THRAT 72—

ALT Alanine aminotransferase
TI3=rT ) TR T T8

AST Aspartate aminotransferase
TARTGX BT I ) NI AT =T —E

AUC Area under the concentration—time curve
U FEE - IRs P b R T T A

AUC (0—168) Area under the concentration—time curve from zero to 168 hr
b 0 7> 5 168 HFfH] F C oD Jie B —Rp ] ik T~ i A

BUN Blood urea nitrogen
IR

CDR Clinical Dementia Rating
R R SR JNAE AT RUEE (REJNIE 0D B B Al RUEE)

CIBIC plus Clinician’ s Interview—Based Impression of Change plus caregiver input
BRGNP ST (S

CK Creatine kinase
JVLTFroxF—F

CL/F Apparent clearance following extravasculsr (e.g.,oral) administration
BT DTV T A

Coax Maximum blood concentration
¢ e I HR R

CYP Cytochrome P450
v M7 1 A P450

GPT Glutamic pyruvic transaminase
TNEIVBENLNEV RN AT IS —E

1Cso half maximal Inhibitory concentration
50%H. I

LDH Lactate dehydrogenase
FLIE M /K R 37

MMSE Mini—-Mental State Examination

Ao AIRERE 2 A9 5 B

NINDS—ATREN

National Institute of Neurological Disorders and Stroke—Association Internationale
pour la Recherché et 1’ Enseignement en Neurosciences CKIE[ETAHRREE « 25T
FepT—E AR R AR E ) ASVERK L 72 8 R EE D 72 b 2 1

NPI-2 Neuropsychiatric Inventory-—2

FRHVE ORSMHER « 1TEIEE O 5 B LR L R RE A B & FFAfh
oD Orally disintegrating

I IPEPN R 2
PTP Press through package




i ENE

RMP Risk management plan
EIG Y 27 G PRGN

S.D. Standard deviation
TR A2

S. E. standard error
TRERR

SIB Severe Impairment Battery
B R E SR T DGR RN BRRE MR AT

ti/e Elimination half-life
SR

Thax Time to maximum concentration

i e I R R e ]




I. $IZEICH9 51EH

1. $iZICEHT 51EH

1. HAROEE
RRANUNVEBEIL, 7EFral) o277 —ElHEAITHY . Ty onAg v BRI OIREIC
eI TS, AT T, 1999 4F 11 AIEEEEA, 2004 4F 6 H I O FENAEREESEN L ST
W5,
R 2~V RN OD 82 3mg [ZE) « [A] OD & 5mg [ZB) (32385 TENBREIRN & U TR 2
L. BRI 0331015 5 (CEAL 1743 A 31 H) IZES, HKEUORBRFIELZZRE, ERER, 4
W IR SRR 2 520 L, 2011 4R 7 HIC/RGRZ HufS, 2011 4 11 A EiL7z,
2013 4 6 AT TZhRESUTZ R KON THIELR OVHE] O—H AN AR I, BENOEEICED [T
TV A~ —RUERSE 2 35T 2 FRENESE IR O MEATHNG] ) ST DS & S Lz,
R VIEREH OD 8 10mg [ZE) 1%, [MERERSOLELRBIEEZRHIZ 5 2 LHICONT) (BB
%5 0310001 5 “FRE 184E 3 H 10 H) (TS X ., 2013 4F 8 HIT/KRAZES. 2013 4F 12 Hic EdiLiz,
2019 4 4 HIZ TEhRESUIEN R KON THEROHE] O— EERAR S, U e —/ MERIZRFIE
(23T B RBEERER OMEAT I ) (SAF T B G A B L7,
2023 45 5 H THEAERM R 2 £ 2 72 e E 36 O BUEIGE AR FHO —HZ FIZHE 9 %I =K O xt
AT OWT ) CGEASRER 1129 15 SM44E 11 H 29 H) IcES%, TL v —/MEREREIEIC BT
% FRAERER O TN (BT THELROHE] O—MEEN AR I,

2. HEROBEZNEMNE

(1) FR_UNERE 2 AR &3 2 AVEIRRAI T, MENOEEE TT X TOEBEOT LY
A~ —RIERAE M OV L B —/ MERIERHE [ Z G2 o D,

(2) TRREVEREBBETA RTA4 2 2017 TT A YA ~—IRBEDORBIMERERED - DIHEHT 5
oo nTtng HRER7L—FK - BT AL~V 1A),

(3) EARZEWEMAE LT, QT R, =M (Torsade de pointes Z G de) ., (DEEME, A 2JEMRE
e AR IE, SERIR, L7 vy 7 e, DIEZE, A%, HEEEE. + fEEEzE L.
LA I, e, IFRERERETE . BOE. MMMERSAE, MMM, AN A RRESs . SEAObpREES . BrRE
eRE (Syndrome malin) . BERCTIRMLARIE, PERINEE, Sk, SVEBRRES . RN OZEIRIE,
/B> B3t ST s, (TVIL 8. BWER ) DEZH)

3. HGOEFFIFME
(1) KbV - K LU TIRHATTREZR DIBENRESETH D,
(2) EHAE~AF 7 LI=RKIT, 3mg - 5mg + 10mg $ED 3 &Rz T\ 5D, F72. 3mg * Smg FEITD
WTINLOEERITH B

4. BIEGRAICEALTAMY NEHE
BIEEAICEY 2EM. REHERAKEENA FS(4UF
RMP

BIMD Y X7 F/METEE & L TER SN TV S ER
B RHEET A R T A~

PRI oD B B S d

b 2| s 2 :mi.
RIR|R|F g

5. AREXHRUVIME - EALOFIREIR

(1) ABHEH
Y Lg
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RWP D2
AL L7220



0. &MICET %IER

0. &2FIZRE9 HIEH

(1) 4
R R~ VIERRIE OD 82 3mg TZE)
R~ VIEREE OD 88 5mg [ZE)
R %A~ UHEERYE OD #E 10mg [7F)

(2) *4&
DONEPEZIL HYDROCHLORIDE OD TABLETS 3mg [ZE]
DONEPEZIL HYDROCHLORIDE OD TABLETS 5mg [ZE]
DONEPEZIL HYDROCHLORIDE OD TABLETS 10mg [ZE]

(3) BMRDHAE
EHHEE 935 5 CEAK 1249 A 19 )it T4 +AR+E8&8+ES IRELTHD
2. —p&4&

(1) 1% (&)
R3O AERE (JAY)

(2) #4& (@ak)
Donepezil Hydrochloride (JAN)

3) XFL
B

3. BEANTRMERX

0 .
1[.;&‘*”135;“/0‘@ - HC

I[%Ll“-{}

K OFifg AR

4 HFARUHFE
AT 1 CasllaNOs + HCL
4B : 415.95

5. k=24 (@fiE) XIFKE
(2RS) -2- [ (1-Benzylpiperidin—4-yl) methyl ] -5, 6-dimethoxy—2, 3—dihydro—14#inden—1-one
monohydrochloride (IUPAC)

6. {BA%. B4, KBS, BEES
K ek L

anj



M. AR ICEY HEE

M. B ICET SEHE

1.

(M

(2)

©)

(4)

®)

(6)

N

WEEFHME
VA% RREDN

RANVRBREII A CORMBEOM R TH S, MMEEIBO LD,

R
AIZRREET T, Y /= (90.5) (THETIZ N,

Wit
TR L

B (SRR, R, REA
TR L

B 2 AR A
VAR L

SERY
A L

FOMthDE LR MEE
KR (1—100) IIFEEMEE R E 220,

BEHEAOEEEH TS 2RER
BB L

AU DORERRRE. EEE
HE T RxSUVIERE ] OMRHAER
(1) SRAN TR B E v
(2) RAMBINL A~ MARIESE (BAEh Y ¥ AEERITE)
(3) At D EMEN
B [ RXUVERRE ) OF &L
Wik a~ 797 4—



V. #FIZEEY HIEE
V. &%IZB89 SHIEH

1. Flfz
(1) FlfznXH

BEA - FREE (DR AAEEEE)
(2) HENDONER UMK

.. RSy T R~ LR L
e 0D & 3mg [7ZE 0D & 5mg [7E] 0D & 10mg [7E)
{3 i ) Eé UGN
® I FHE (OWENFAESE)
= 0 =
e (mm) 8.5
z JE 7 (mm) 3.0 3.0 3.5
i (ng) 150 150 250
A — R 7E43. 3 7E44, 5 7E45, 10
3) #FAla—F
- R 3~ L R R 3~ L R R I
M 0D &% 3mg [7E 0D &% 5mg [7E] OD & 10mg [ZE
ENEN 7E43. 3 7E44. 5 ZE45. 10
| SR e ) PR ERTL P N ) Bk
Fzmxwﬁ&ﬁ | N SN o 30 R ARV R
& = 0D 3mglZE] 0D 5mglZE] 0D 10mg(ZE]
v—k 7E43,/ 3mg 7E44 / 5mg 7E45,/10mg
=K ER=) SR=) Hf
ar) jz — — —
(PTP) NNV VHERIE OD $E | M AN VT MERAHE oD B2 ANV VL ERYE OD B2
. [7EJ3mg, DONEPEZIL | [ZE], 5mg,DONEPEZIL | [ZEJ,10mg,DONEPEZIL
- S HYDROCHLORIDE 0D HYDROCHLORIDE 0D HYDROCHLORIDE 0D
TABLETS 3mglZE|,~ 75 | TABLETS 5mglZE), 75 |TABLETS 10mglZE) 7 5
~—7 /WO LT | = /RO LT | ~—2 /RO LT
~—7/G6GS1 2a— K ~—7/GS1 2a— K ~—7/GS1 2a— K
(4) HEIDYHE
FEEE - OD $E 3mg  EHME 30N ULk
OD & bmg  EHIE 30N DLk
0D & 10mg  F¥JE 30N LL E
(5) Znfth

Y L7



V. #HFIZE94 51EHE

2.

KF DA

() BMES GEMEMS) DEEE K VFHMHE

R 2RV R
0D #& 3mg [ZE]

R R~ VIR R
0D & 5mg [ZE]

R 2R VIR
0D #£ 10mg [ZE]

HE FRULVERRE
3mg

HiRE ROV
S5mg

HiRE RO
10mg

NI

T VN T L - AH
JUYNBEATFNaRY) <
—, N AFrzF L
J =)V =)l m—T
N, BlbTFH e ZNT
EaAag—A, D-v»
=hr—, bUERIV
Ty, it rn—
A, AN Aar—A T A
N T—5h (L-7==)b
T T = AbEY) | B
KFABE, AT TV 8
TR A, BWEBET
73475

T UNRETF N - A S
JIUNBEAFLaR) v
—, RUAFrzF L
J =)V == )L m—F
N, BT S AT
7o Aag—A, D-vo
=h—, FUERZV
VANV TR A=
A, ANV Aa—A, T A
2N TFT—h (L-7 ==/
T = ALEW)  BEE
KTABE, AT TV R
R DN

T YVIEEZT L - AH
JUNBEAFLaR) <
—. KU AFrzFL v
J =)V == )L m—F
N, BT AT
7o Aa—A, D-v
=—hk—, hUFEFBR IV
VAN AR R A
R HNAB—RAR T A
XV TF—h (L-7 ==/
T = ALEW)  BEE
KTABE, AT TV Bk
~ XU A =k
(7S

(2) BREFORE

Y LR
nE
Y LR

)

L

paKiiil
AR BrANA

DRI L

(1) hniEEHER

NMTBRBEOHREY

=}
"=

BAT DR D 3 53R

HHEDZRERTICBTIREN

RFRAR)LIEEEIE OD £ 3mg MZE) ¥

(@EESiA

= AEHOSICANERA LD
SRS © 40+1°C /75 +5%RH

(PTPAEE (RY e b Ly T4 NNARORTAI =T LS Lk, BRI HEx2 -T2

BRI H BRAAIRE 1 & A 3EA 6 f& H

PR R FEE) KN ik ik HiFEN

fife s akliR  (SRAN PR S I E 1) A STEike STEike pliikey

KN —ME B R — MR A - - pliikey

RN A Bliiey Sl Blikey

W (15 43 80%LA E) HiEN HikN HikN KN
Em (95.0~105. 0%) 98.97~99.47 | 98.57~98.94 | 98.90~99. 20 | 98. 87~99. 47
ley b n=3 3mv K




V. #HFIZE94 51EHE

FRARD)LIEFEIE OD % Smg [ZE]

WIEHE  PTP B2 (R 7 n L 7 4 VAROT IV =T M) Lz, BEAEE 2712
= AEROMIIANER LD

SERSME - 4021°C/75 = 5%RH

REREE B 4B g 1 % H 3 f& H 6 & H
PR (B ROFEE) RN RN RN FRAEN
filesB kB (SR4h wIAEIL Y S T E 1) Bkes SRy SRy ke
AN —E & E ) — MR Bkes - - ke
AR bRy A A A
WM (15 43 80%LL 1) HEN KN KN FAEN
EE (95.0~105. 0%) 99. 59~100. 76| 99. 69~100. 37 | 99. 29~100. 80 | 99. 47~100. 90
12y b n=3 3wk
WIERE WA 2R 2 2R ) = F LU ANER L2 b O
KBRS - 40+ 1°C /75 +5%RH
RERTEH B A IRE 1 &5 A 3 & H 6 4 A
PR (B EOFEEE) FREEN BN BN BN
flesB kR (SR4N AT O FE I 2 1%) A A e A
RUFNE)—ME B R MR e - - 1A
RAEEME iRy SRy Sliikey HE
WHME (15 43 80%LA 1) RN RN RN FAEN
EE (95.0~105. 0%) 99. 59~100. 76 | 99. 48~100. 44 | 99. 00~100. 20 | 99. 24~100. 38
12y khn=3 3avh

RKxR)LIERTE 0D £ 10mg TZE] ¥

B  PTP s (FY 7B L7 g VAROT VI =0 L) Uitk BARAIE AT L S
=¥ MEMORICAVER LT b0

SERSSLE - 4021°C/75 = 5%RH

RERIEH B A I 1 % H 3f&A 6 4 H
PR R AR D) HEN HikEHN HiksHN KN
Rt sl (FRAN wI O FE I ETE) Blikey Sliikey Sliikey ke
TUFNE—M BB MR ke - - SlEkey
R A e e BliiE
RHME (15 4y 80%LL ) N BN HikN BN
. 100. 84 100. 05
E R (95. 0~105. 0%) 99. 78~100. 35|99. 45~100. 05
~100. 99 ~100. 93
12y khn=3 3avh
(2) BAEKETOLREMRER
KR AR )LIERIE OD §2 3mg TZE) *
TRAF S BRI H B A RE 0.5 & A 1 & A 3 & A
PR GHEBOFEE) HEN HikEN KN HiksEN
10°C AR HEN KN HN KN
| - WM (15 4y 80%LL ) kN Bk kN HkEN
e pipen | L (95, 0~105. 0%) 100. 67 99. 88 101. 10 100. 66
A fEAE*L (30N LA L) 66. 8 68. 6 68. 4 69. 0
s E " (%) 0. 00 0. 00 0. 02 0. 02




V. #HFIZE94 51EHE

RAFSRA BRI H B A 0.5 f& H 1 & H 3 & H
PEIR RO R EE) KN ik KN KN
25°C | HAEEME FEEN N HEN KN
. T5%RH [ e (15 4y 80%LL 1) RN RN RN N
W | —
W - | E&E (95.0~105. 0%) 100. 67 100. 05 101. 00 100. 31
P | BEEE*! (30N LA E) 66. 8 38.6 33.0 31.0
HiwmE ' %) 0. 00 0. 00 0.01 0.01
PRI AERIAH Bf 4G 60 /7 1x * hr 120 J 1x * hr
PER GHEADOFEE) HREN HiREN RN
AR RN HiREN RN
+ 20001x | ¥EHME (15 43 80%LA 1) KN KN KN
KERE | ER (95.0~105. 0%) 100. 67 99. 90 100. 79
FEEE*L (30N LA ) 66. 8 65. 8 65. 8
fixmE ™ (%) 0. 00 0.02 0.04
*1: &M
KR AT )LIEFIE 0D 58 bmg TZE)
RAF S AHBRTE H B A I 0.5 A 1 %A 3 & H
PER (A BOFREE) RN RN RN Hik&
10°C AREEME HEN BN HEN HEEN
| sk - TRHPE (15 4y 80%LA 1) KN N HEN HEEN
e e enn | BT (95.0~105. 0%) 100. 45 100. 05 101. 60 100. 68
ﬂ%wﬁﬁﬁﬁi“(wNUiﬂ 55. 2 58. 6 59. 6 54.8
sixmE " %) 0. 00 0. 02 0.02 0.03
PER (B BOFREE) RN RN RN Hik& A
25°C | HAEME HEN BN HEN HEEN
. T5%RH | W HTE (15 53 80%LL L) BB BN Bk BN
A —
WL - [ E&E (95.0~105. 0%) 100. 45 99. 95 102. 08 100. 71
P |REEE*' (30N LA L) 55. 2 33.6 27.6%2 27.4%2
fizwmE " %) 0. 00 0. 02 0.02 0.03
PRI AERIEH BH 4G 60 )5 1x * hr 120 7 1x * hr
PR (BROFREE) N N HEEN
AR KN KN HiksEN
" 20001x | ¥EHME (15 4y 80%LA 1) HiAEN HiAEN ik
KER | /& (95.0~105. 0%) 100. 45 99. 68 101. 88
fili B+ (30N LA _|) 55. 2 58. 8 58.2
g %) 0. 00 0.12 0.23

*1: BEH

%2 TREEHEUE CTH D 30N & Flalo 7228, TEEA] « A 7B AH OBEOLLREE CO 2 EMERBRIE IOV
T (EH) ) CER 1148 H 20 H, HARPLIEAIRNE) OBIEOFMEERE L | AL 30%
PLET, BEEED 2. 0kg VL EOSA . BANOZ(LTH S



V. REIZEHTLHER

R~ S)LIEEEE OD £ 10mg TZE) ©

RAFSRAT: RERTH H B A 0.5 A 1 &5 A 3tEA
PR (RIR D FEEE) RN RN HREN RN
10°C AR RN RN HAEN RN
| - WM (15 4 80%LL ) HEEN N HEN KN
oo | EHE (95.0~105. 0%) 99. 28 98. 86 99. 01 100. 21
A FEEE*L (30N LA ) 74.8 79. 2 79.2 78. 4
fixmE ™ (%) 0. 00 0.01 0.02 0.03
PRI (RIR D EEE) RN RN RN N
25°C | AAEME RN RN RN N
T5%RH [V HME (16 43 80%LL 1) HiFEN HAEN HikEN KN
WA | Y - | EE (95.0~105.0%) 99. 28 99. 34 98. 72 99. 83
BAfL | EEEE*T (30N LA k) 74.8 43.2 41. 4 41. 4
fixmE ™ (%) 0. 00 0.01 0.02 0.02
PRAFSAF ARBRIE H BHARF 60 77 1x * hr 120 /5 1x * hr
PR (RIR D FHEE) RN RN Hik&
AR EEME HEN HEN M
” 20001x | ¥EHME (15 4y 80%LA 1) HiE g Hik&
KE R | E& (95.0~105. 0%) 99. 28 99. 48 99. 13
fEAE*L (30N LA L) 74.8 80. 0 79.8
g %) 0. 00 0. 05 0.07

1. REERVBBEDRENM
L

8. fhFl &L DESEILL (HEILFHEL)
AR BN

9. BHM

() BHEB-HTIESH
(& RS B2 5 R0 B RA OB AR SRR A R4 CERR 184 11 A 24 B A
FAIEH 1124004 B) TV, B BB AT - 12,

RARR)LIEEEE OD £ 3mg ZE] ”

R R R R~ VIR 0D $E 3mg [ ZE)
FEHERLA R~ VIR 0D i 5mgZE)
L5 75 B K HE B 7k %
SEE A RS e 7 — kiR - iR N RaiE
BRI 900mL
IR 37+£0.5C
EIL = 50rpm (pH1.2. pH3.0. pH6.8. 7K) . 100rpm (pH3.O0)
A pHI. 2: A A I7 OIRHRBRE 1K
;% pH3.0:0. 05mol/L U /KK =T h U 7 AL 0.025m0l/L 7 = W% H
ik BRI WTC pH3. 0 ICFREE L= D
pH6. 8: H ASE J7) 7 DS HIFEREE 2 K
K
S AN 7L
HEAERLE O IR R 85% A B A T2 TR T &5,




V. #HFIZE94 51EHE

@K

@pH1. 2 - pH3.0 (50 * 100rpm)
FEAERLAN A3 15 43 AT 85% LA IR 2454, RBRILAIA 15
Sy AT Y] 85% LA BRI T2 7>, XU 16 301351 2 iR flA] o0 -
WP SR DA AE BRI D SEIE R = 10% OEFHIC 5 5,

* pH6. 8

FEAERIFN A 30 73 LAPIT ) 85% LA LA L2 nWiA T, HEShiz
FRERFF S oUW TR YERIAI O SEUS HIERS 85% LA L L 70D & X | #E

) E H e ot N . ) .
HERLH D LIPS RS 40% Mo TN 85% AT D24 72 2 B A2 38U T
TR A1) D S 28] s HH ER DA HE R D SEREI R R £ 10% D HEPHIZ 8 D
M, T2 BEOMEIZ 50 UL ETH S,
(il 2 D ¥ HIER)
FEAERIA D SEIPEHZR DN 85% LA BT 5 & & BBREH O LA
RBH15%OHPHEZHE XD b O 12 fF 1 EELT T, £25%DHiHH %
2D HDNRIRN,
120 120 ¢
100 oge - " 100 | 3 & x]
g osof 5oeot
f 60 ,r" % 60 |
% 40 | —— FRRULIEEIEODEE3me ZE | % 40 | —— FRARYLIEEIEODEE3me [ ZE |
- / e AR - e E R
20 20 H
0 : : ) 0 : : )
0 15 30 45 0 15 30 45
R () BB (53)
120 120 ¢
100 @ & ® 100 r . =
5o o0 A
E g f £ 6
% 4 |/ & FRARUIUERIRODEEIme [ ZE | % 40 —— RS LG ODSEIme  ZE |
- oo R - - R
20 | 20
0 : : , 0 : : . : : ,
0 15 30 45 0 60 120 180 240 300 360
AR (5) AR (52)
120
100 e—= = e =
5 oeo}
£ 0 f
% 4 | —— FARRUJLIE#IE ODEE3mg ZE |
~ O R
20 t
0 . . .
0 15 30 45
AR ()

10




V. HH|ZE§d BIEH

K EHZEBICBT DR GRUBREGH K OFRHERA O P97 R O Hi)

. FEAERI | R~ VG et
SRR G - e
($EAI, 5mg) 0D & 3mg[ZE) ) E
BRI | ElSt | BB | iR R (%) EREEH R (%)
pHI. 2 15 4y 98. 71 96. 21 ey
pH3. 0 15 %y 100. 74 99. 56 &
I\ 3R AN
<R 50rpm | pH6.8 15 4 98. 92 97. 36 A
5%y 77.83 69. 90 .
7K pRey
45 4y 85. 26 83. 85
100rpm | pH3.0 15 4> 99. 36 99. 58 ke
(n=12)
#z WHEBHOREMEOHERBR (Hx O HFR)

RS SEHRH RO+ 15%DOFH AR5 H D HE
pH1. 2 0 1@ Cika
pH3. 0 0 1@ Cika

50rpm N
pH6. 8 0 & ke
7K 0 & J A
100rpm pH3. 0 0 & J A
(n=12)
<fEHR>

AR LA CARERRI O T 2 L L2 & 2 A TR TORMFICI W TH HEB) 04 E FEAEIZ 5
Bl ULy, BEBREA & ARERFIT A AR RE & Zm Sz,

(2) BHEBIZHITHHELUE
MR I D AW ERIRI SRR T A R 7 A > ) CERL 18 4F 11 A 24 AAT SERIFAIEN 1124004
) TRV, AR 21T o T,

FRARD)LIEFEIE OD & Smg [ZE) ¥

AR R R~ VIR 0D i 5mg [ ZE)
HE e AL 7 U® 7 b DEE Smg
SEIE H AL ey 7 — kiR - R N Mk
BRI 900mL
IR 37+0.5C
Efuzy e 50rpm (pH1.2. pH3.0, pH6.8, 7K) . 100rpm (pH3.0)
[ pH1. 2: H AR OV HFREREE 1
% pH3. 0:0. 05mol/L U /K56 —F b U o AL 0.025mol/L 7 = % H
R BT W pH3. 0 IZFHEE L7=H D
pH6. 8: H ANELJR) 5 OV HFER S 2 ik
7K
SR AN 2L
FEYERIF DI R D 85% B A - TR T &5,

11



V. HH|ZE§d BIEH

@pH1. 2 - pH3.0 (50 * 100rpm)

@K

PR H SR A R 4TI Y T B

* pH6. 8

FRHERGR 23 15 73 ANIZ 45 85% LA B3 2556 T slBREGH 23 15
Gy LA 85% LA LI T2 20, XUT 15 73161 % ek BR T D+
PP SR MR HERLA D ) IR =R £ 15% DOFEHIZ B 5.

FRHERGR 23 30 73 LANIC 18 85% LL LIS H L2 Wi& T, BlE S huc
BRI Fo U TR HERGA O 87 RS 50% L | 85% 22 L7a
& & EVERAIDSHUE S Mo RBRIF IS B 1 2 I =R 1/2 D

R OBUE S e IC BV T, Bk

HBLE D PR HH SR SR AE R O S PR R = 12% OFEFHIZ & 5 D>, X
102 B DOMED 46 LL ETH B,

12

pH1.2, 50rpm pH3.0, 50rpm
120 120
L - B - g ° 7 - . L]
" 100 2 5 100 e
W 80 f 4 o 80 =
% o | —— RRARY)LIEEEE ODEESmel ZE | % 0 J —e— FARARYLIEEEIEODEESmel ZE |
- / o e AR - ’ o R
20 20 |
0 L L ) 0 L N )
15 30 45 0 15 30 45
BHEFRE () AHEFE ()
05 50rpm
120 120
- 100 } —p——— - 100 .
B0 f b ol .r""»’_‘—'
£ 60 f Y i
SRR LIEELTEODS rzey |l o {0 e
% 40l , —;—I;:/\“/)l/ B 5 OD%E5mel ZE | % 4 o 000 — =
0 L RERH 20 —— FRAULIGEEEODEE 5mel ZE |
oG AR
0 1 1 J 0 1 1 1 1 1 J
15 30 45 0 60 120 180 240 300 360
BHEE (D) BHEFE ()
pH3.0, 100rpm
120
100 | 5 5 ]
= o
w80
£ 60t
% 4L —e— RRARY LIS ODEESme [ ZE |
- e L]
20
0 1 1 J
15 30 45
RHIEER ()




V. HH|ZE§d BIEH

# EHZEEICET DU GRBREGH & CEFHERG O TR H R O k)

i 2 e A R~V e
SR FEAE LA x 1% - o
($2#4, 5mg) 0D #& 5mg[7ZE ] . HIE
— N o — N i [ [ 5]
REFE | S | RBR | B | SEEEmE (%) SESEE R (%)
pH1. 2 15 4y 99. 81 98. 71 — bk
pH3. 0 15 4% 91. 02 100. 74 — Sk
50 H6. 8 15 4y 93.76 98. 92 - A
73 Rk . - 5»i? 30. 44 77.83 -
73 . . .
7] 16.0 | FiEa
K 360 4y 50. 53 92.53 oL
100rpm | pH3.0 15 4y 98. 19 99. 36 - R
(n=12)
<HEE>

FUBRIEPHL. 2, pH3. 04 O'pH6. 8 TIIARYERLFA & ¥ B OFALINEAGE D v, K TIFABIEITFE
Eﬁ“bf£75>o7to B RN S T 2R & L AR RS IERRER T, mRANT AR
FTHDHZLpfERsnTWD, (VL 1L mPREOHR ] OESH)

Kx~R LGRS OD £ 10mg TZE) ?

AR LA R AR AV ERY OD §E 10mg[ZE )
FEE e B 7 Ut 7 b DEE 10mg
SEE A ARSE R 7 —fakigis - iR N Rk
AR B 900mL
TR 37%0.5C
E [z 50rpm (pH1.2. pH3.0, pH6.8, 7K) . 100rpm (pH3.0)

pH1. 21 H AHK G 77 O HalBR o 1)

pH3.0:0. 05mol/L U v e/kFEZF v U v AL 0.025mol/L 7 = k%
PREATE W pH3. 0 ICFREEL7=H D

WarEH

pH6. 8: HAI G 7 D HalBR s 2 i

7K

S AN 2L
FEHERIAN D VR R 85% B A T-FF R TR T &35,
@®pHl.2 « pH3.0 (50 + 100rpm) - pH6.8

FEHERLAI 73 15 43 ANIT 1S 85% UL Ria 4 2356 C, slBREAI 15
S VAP 85% LA EIRHIT 5 7y, XU 15 /3012351 2 kBB A o 3
PJ s HH 28 DS A VE AR oD SR P 28 = 15% D #PHIZ & 5
[ Vi
) F v FEVERIF 23 30 43 ANIZ L) 85% LA RIEH L2 W& T, #lE S
FRBRRFANIZ d0 U THEHERIA O S RPR RS 50%ICE L7\ & & | 4%
UERLA 3 BLE S LT BRBRIGE TN 3810 2 SEXIR IR D 1/2 OSEHER
A R 2 7R R M OVBRUE S 72 iR R R L2 o W CRRIBR LA 0 S
PR =R A EYERIA O R R 9% O#BHICH B 5, Xt f2 B
BN 53 A ETH D,

13




V. #HFIZE94 51EHE

120 120 ¢
L P s ) L foof = - s
gj* 80 | gj* 80
£ 60 \ £ 60|
% 4 —*— FRADLEHIEODEE 10mel ZE | % 40| —e— R LB S ODSE 10mel ZE |
- oo AR ~ ) oG R
20 I 20 H
0 ; ; ; 0 ; ; ;
0 15 30 45 0 15 30 45
AR (5) AR ()
120 ¢ 120
100 | P . 5 100 R
e - R L2
’I.E 80 | ’; 80
£ 6 f % 60
% 40 | —— RRARYLIEFEIEODEE 10mel ZE ] % 40 2 o
0 -m- e R w0 | —— FARUJLIEEEODER 10mel ZE |
I e B AR
0 ; ; ; 0" ; ; ; ; ; ;
0 15 30 45 0 60 120 180 240 300 360
AR () AR ()
120
100 | — - =]
%
H 80 |
E g f
% w0l —— RARARULIEFIEODSE 10mel ZE |
- =]
20
0 . . .
0 15 30 45
AR ()
X AHEFEENC T DR GRERRLA K& U HERLE) D SR PE H R 0 i)
N A L) ROV R
R LA il O "
(BEH, 5mg) 0D &€ 5mgl ZE] - |2
Y : 7 PN e - — %
RERFVE | mlEEH | REBuR | B | SEWE R (%) SESER =R (%)
pH1. 2 15 4% 96. 56 99. 20 — e
pH3. 0 15 %y 98. 78 101. 28 — A
50 H6. 8 15 4% 98. 88 99. 37 — ik
/N Rk . : 5 /)\7 32.57 81.51 .
K K&l : ' 18.9 | MiH
360 4y 45. 72 92.09
100rpm pH3. 0 15 4% 100. 11 101. 30 — e
(n=12)
<fEHE>

FUBRIEPHL. 2, pH3. 0% U'pH6. 8 TIIARUERLA & ¥ 2B OFALIMEDS TR D v, K TIFEELMITRED 5
Nighotle, 7B, WEERALF &5 L Lz FmRSEMRER<ld, mRAITAY R R %

ThdI ENHERSINTND,

14
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V. #HFIZE94 51EHE

10.
(M

(2)

@)

(4)

11.

12.

& - A%

ARNDELRSR - 8. NENERLGERS - QEICET HIER

A LR

2k

(RRRD)VIEFEIE OD §8 3mg TZE1)

28 € [14 88 (PTP) X2, ®ZEEAIAY ]
140 & [14 88 (PTP) X 10, FEFIAD ]
(RRRD)VIEFEIE OD §2 Smg TZE1)

56 §& [14 58 (PTP) X4, ®EEAIAY ]
100 88 [, N7, FLMEAIAD ]

140 & [14 88 (PTP) X 10, FAEAIAD ]
( RRRI)LIEFEIE OD £ 10mg TZE )
56 £ [14 £ (PTP) X4, FfRFIAY ]
140 & [14 88 (PTP) X 10, FZEAIAD ]

FiREE
Y LR
BEROME
o Kin M
PTP &% PTP R T L7 4/, TILI =7 LE
(REMAIAND) Po—ak |73 =vA - BJTFL LTI Fx—KrT (LA
VAL A kv K xTFL
(HZIRAIAN D) Xyvs |RUTavrrr

AEiRt S S EME
AR BrANA

32
LR

15




V. BEICEET 5IEH

3.
(1) BERUVAZEDHESR

4.

. BAEICEHYT 5IEE

B AESIES
T IV A = —TUERAE K OV U B/ IMATUERANE (2 35 1) 2 RN SEE R D L THNH)

DEEX IR RICEET HEE

5. ShEEX I RICEEET 5FE
(BhEEH @)

5.1 KRBT WY A~ —BIERANE & O L & —/IMEBIERENE OJFREZ O b O OHEAT 2 B35 & \»
I AR S TR,

5.2 TV oA = —HUERHE e OV L B —/ IMATRIERE LA O BB AVEME R BRI B WO CTARRI O A DX
R STV,

5.3 MLDFREMEMER R L OERIBWNCEETHZ L,

(TILYINA I —BIZBENGE (Z & T 5 FRENGEFE R DA 1T HIH)

5.4 FANL, TV A <—RERHE LW INTZBEFIZORFERT D L,
(L E—/MAERRANSE (Z 6 11 2 SR ENGERE R D HEITHIH])

5.5 AN, BRAVERHRICHE@E L, 117, BRG] OTHONFIZOW T I B L7 ER X X%
DOFEEDOT T, L E—/MIEEBAEDRKRZB LIS X | MU ERBIEOREEICL L
B/ IMETIZRAVE & 2 S v, AFIOME RN & Sh - BE ICORBEHTH 2 L,

5.6 KGR AT ENRE S | BAXERARIER 6T 2 RAOFMEITMERR S LT, [17.1.3,17. 1. 4,
17.2.1 ]

RZERUVAE

(TILYINA I —BIZBANE (Z 8 T B ERANEFE R D HE 1T HIHID

WL AT PR AR & LT 1 B 1A 3mg 2> SR L, 1~2 @REI#%IC dmg [ZHERE L, #%
O8ET 25, BEOT VY A ~—REREERF1ZIX, bmg T 4 BMLL ERRE%, 10mg IZHEET 5,
ek, ERICK v EERET S,

(L E—/IMABIEBANGE 12 8 1 B RANERE K O T HIS])

BHE . RANCIE RRR_ROVEREE L C1 H 1 3mg 6B L. 1~2 BE#IZ Sng ITHEEL ., &
A% 59 2%, 5mg C4EELL ERE%Z, 10mg ITEET D5, 28, ERICEY dng FTHETE 5,
B 5-64A 12 BRI E CE HRIC, RBAaRmA, BEKOFE - /#EH ) 5 B RAER O %
IZ XD ARG A2 TV, REBERE, FEAHEIR - TTEVEE . A EAEIGEESE 2R EAICEHME L T
X7 4y MU R % ERD EHECE WG, &EEFILTHZ L, MM 12 HE%E
TORNEFAMORE RIS X GG 2 1T L7255 Th o Th, EWMICAZPERm 21T,
AR s AN Rk | RS S

(2) BERUVAEDRERRE - Rl

MM ER e L

RERVHAZICEET IR

1 RERVASICEET 5FE

1.1 3mg/ B GITAHETIT R, WEaREWERH OB Z M2 2 BRYe 0T, JFAIE LT 1~2
HZBELZTERLRNWT &,

7.2 10mg/ HICHET 25513, HLSERAERICER L 2R b&RE5T52 &,

1.3 ERWEEE ., FEREOEHOL & TRETHZ L,

16



V. BEICEET 5IEH

5. BERERAUAE

1) BRT—2/\vH5—2
MR L

) EREEHR
TR L

() RERGRRHER
TR L

(4) HREEAIEAER

1) BEHEREIEER
(BERUFZEEDTILYINA T —BIEBAE)
OEAE MEHKER
B RO EEE DT VY A~ —RIZRFE B 268 il 2 X B IC R R~ VIR R SE Smg (3mg/ H
Z 1 HBF 5%, 5mg/H % 23 AEHRE) X377 v R % 24 HEHR 5+ 2~ EEMR kR 2 &
ﬁmbt
AR ERRIER I T Smg BEIL 7 T B AR S il L THEICEN TV, THE LLED
ﬂ i%@ﬁ”%\77?ﬁﬁw% MR EEHEAL ) LT OEIS L 5mg BE 17%. 77 B AREE43% T

»HoTe,
Flf‘l'& HXEuu r*ﬁ(nq:ﬁﬂj

g | g | OF | | ©F | | 6| gy | g | O

il 1 19 40 36 15 4 0 1
5mg % (1) (16) (34) (31) (13) (3) (0) (1) 116

X453 % (17) (34) (31) (17)
il 1 13 10 40 21 21 5 1

77ER | % (1) (12) (9) (36) (19) (19) (4) (1) 112
X453 % (13) (9) (36) (43)

FRENHEBE & AT 5 ADAS-Jcog fF Al DRI L & RITR T (AR5 - 205 f51), & 5-BR4A
& OFFRZEOTFETIX, &5 12 % XY dmg BEN T 7 B RBEL Il U CHERGENRD S
iz, BH#ERED bmg BEE 7 7 B RBORGAIHEOBLEOEIL 2.4 K Th T,

ADAS-Jcog DFERFZAL,

. b g 0 H B DI X %{timﬁjtbifi
EHE+S.E. (n) W gg
1938 5mg —3.03%+0.47 (106) —
7T R —0.84+0.50 (101) 2.19
04 3 5mg —3.07+0.50 (96) -
7T R —0.11+0.56 (86) 2. 96
o 5mg —2.70%+0.48 (107) —
T 7T R —0.26*0.52 (98) 2.44
(w4 FAEITkEERT,)

17



V. BEICEAT 5I1EH

FOE FERFA R EE T db B CDR ORRRFZ L & RIS (i 5« 228 ), £ 5-BRAART & DA
FEOTVHTIL, B 12 8% L0 bng BER 7 T B AREEL Bl L CHERUERRD bz 00,
CDR A #Hm ORI AL,

] i g 03D & DR At B O FER] s
! SEYMEES.E. (n) R
. 5mg —0.1240.08 (113) —
= 7SR 0.2340.10 (109) 0.35
. 5mg —0.14+0.13 (104) —
= 7T R 0.72%+0.17 (95) 0. 86
o s 5mg —0.10%0.12 (116) —
S 751k 0.75+0.15 (112) 0.85

(A FAEITSEEZRT,)
X1 [(KFHERE ofE] — [0 EOfE]
X2 [T T RO 0D OEEOYEE] — [5mg #D 0 H 5 D& DL ]
3 ACHRBRIIFA & U C 24 BB ORI & L7, Rk - BB OV T, 12 BEL EOAREEA
HDHEE DT —F BT OXRE LT,

(BEDTILYINA I —EIZBHGE)
Q@EME I tHKER

BEEDT VY A~ —HIERANE B 302 1] 2 5B AT R~ LRI BE 10mg (3mg/ H % 2 M i #%
5%, bmg/H % 4 BRI 5, T 10mg/ H % 18 lfH# &), dmg (3mg/H % 2 WK 5%, bmg/
H% 22 & G) X7 7vR% 24 BE&E G535 B MR ERERZ % L7,

CIBIC plus (A AIERIRIESR M) (235N T 10mg BEIX 7T B ARRE & i L THEICER TV s (&
TEARAT X5 - 287 f31]),

F #&IEF D CIBIC plus

| | o | B | rm | G| me | g | MR | ew
Long il 0 7 35 20 19 9 0 0 90
% (0) (8) (39) (22) (21) (10) (0) (0)
5ng %k 0 4 27 26 30 9 0 0 o6
% (0) (4) (28) (27) (31) (9) (0) (0)
oo | Bl 0 6 18 30 34 11 1 1
B 7 B S B R TS B Y N Y R T N A C D C VR B

FRHBEHE 2 -9~ 5 SIB A D EMERF OB b B A RITRT (BRI 290 B1]) , & 5-BALAIE
L DFREDYYTIL, Smg B, 10mg HEZNZEI, 6.7 4, 9.0 8 THV, 7 BHREEL IR LT
B ENRD b 129
R 0 STB

by 0N 5 D[R %4&%@%?@%&
EXEES. B (n) SR
10mg 4.711.1 (92) 9.0
5mg 2.5+1.0 (96) 6.7
7T R —4.2+1.0 (102) —

(77 AMExEER~T,)
1o AR E LT 24 WO & L7, ik « BRGSOV T, kT — & 2T
ORI E L,
¥2 [k ofE] — [0 HOfE]
X3 [BEEGHO 0ENDOE{LEDOEEE] — (77 BREED 0l 6O L& O T fE]

18



V. BEICEAT 5I1EH

(L E—/MAREBENGE )

QEMRE I 1855
LB —/MATRIZRAE BB (MMSE 155 ¢ 10 /LA L 26 LA 140 6l 2 %F 5210 R R~ Lkt b
10mg (3mg/H % 2 WM 5%, dmg/H % 4 WM& L, R\ T 10mg/ H % 6 @& L), 5Smg (3mg/
H7% 2 lMEEE%, dmg/H% 10 HE#R L), 3mg T 7 7R % 12 Bf#FE T3 " HEHRLER
B 9k LT=,
AR REIR &2 395 CIBIC plus I28BWVT, 3mg B, 5Smg #E. 10mg BEIXWVFN b 7T B REEL
el U TR BEICEN TV,

B #&B# D CIBIC plus

Long (k= 1 3 13 8 1 0 0 o
% (4) (12) (50) (31) (4) (0) (0)

5mg il 5 5 10 4 2 2 0 -
% (18) (18) (36) (14) (7) (7) (0)

3ng %k 1 5 14 6 1 0 1 -
% (4) (18) (50) (21) (4) (0) (4)
o e | K 0 1 8 5 10 3 0

TR T T TG T Ge ey Ty T w ]

O RE 2 R 3 5 MWMSE 5 R O KREDO AL ED 7 7 B R L OF21%, 3mg B, 5mg #f. 10mg #f
FNEN L8 A, 415, 2.8 A THY, ETCORTT 7 EREEL IR L THERIELRD Hi
77

B KL oD MMSE

by b 0L75>B@”7WEE>Q AL B O FERT b
FEIEES. D, (n) g5 S
10mg 2.3%3.2 (30) 2.8
5mg 3.5+3.2 (30) 4.1
3mg 1.2%3.8 (30) 1.8
7T R —0.6+2.7 (28) —
(77 AEFSGEE =T ,)

FEMELR - TEIEE O 5 BLR., RAEREZEY 2 FG 3 5 NPI-2 S5 R O R EREO L L&D 7 7 R
ﬁ&@%ﬁ‘mgﬁ\mﬁ$1Mgﬁ%h%h/245\7&6ﬁ\752ﬁ?%9\%gﬁ\wm
BT IR L L CABERLENRD LN,

B AR o NPT-2

- 0 FH> & DI R A B ORER LR
SEHIEES. D, (n) e gg S
10mg —5.1%t4.6 (31) —5.2
5mg —3.4%+3.9 (30) —3.6
3mg —2.2%6.1 (30) —2.4
7T R 0.2+4.0 (28) —
(A F AEITSEE RT,)

ARBRITIRROEER CH V| BERHAGHE B3RS, FHIE A & - HEEORE DL EME S
fﬁ] LT 14),15)D
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V. BEICEET 5IEH

@EME MAEELER

LB —/METUEREYE RS (MMSE £ 1 10 LA E 26 SLLF) 142 il 2 58I B x-S Vi ieth b
10mg (3mg/H % 2 W[E#&51%. dmg/H % 4 WS, KWT 10mg/ H % 6 #HEH5). dmg (3mg/
H% 2 5%, Smg/H% 10 lM#E) 37 I 8R% 12 BE#Hx5T 5 _HEEmikns

S L7z,

SRENHEHE & ST 9 D MMSE 58 DAL BV ED T T B REEL OFL, bmg B, 10mg BEZ L1
0.85, 1.6 HThHV., I0mgFETT T EREEL I L THERKENRD LN,

B AEEFRL 0D MMSE

W 0 W87 B DI B %{K%mﬁ%ﬁtw&
SEHfE+S. B (n) S5
10mg 2.240.4 (49) 1.6
5mg 1.4+0.5 (43) 0.8
7T R 0.60.5 (44) —

FEHER - ATEES O 5 BAR,
e 1omg BEE BIZT 7 AR L ORICHEZITRD b RipoT,

(77 AMETSEZ R~ T,)

SRS REL B 2 3T 5 NPI-2 58 O Fc & D28k & T, bmg

B BB > NPT-2

g 0 WA & DI R A B O RER He#s
SEHIE S E. (n) RIS P
10mg —2.84+0.5 (49) —0.7
5mg —1.8%+0.6 (45) 0.4
7R —2.1%0.6 (44) —
(A FAEIXSEERT,)

1 BoERIRAIE UC 12 O & Lzas, ik « BEBIZOWTIE, Ki&T — X & il
DORIRE Lz,

X2 (B oofE] — [0 HOfE]

X3 [BFEEHD 0N DDEAEDOE] — [77BARED 0185 D EDFEHE]

AGRER ClE, FREBEREREE . KA - ATEIREE O MAEIRIZX T2 KR VR O A Zh i H3
TR L TENLTWD &0 ) MEHEEIIHEE ST 19

2) REHHB
MR L

(5) B% - HAERIRER
LR L

(6) ARHIER

1) ERRMEE (—REARERE. SEEAAERE. ERRALREE) . REREET— 4N
—RPE. WERSHEFRRBRONE
AR L

2) RRBEHLELTEREFENDABRRIEERLZHAE - AROBME
LE—/MARRAEREZ R E LI-ERNEERTERERKAR
L B —/ METIZRAE A (MMSE 55 ¢ 10 J5LL B 26 LA F) ZXZRIC, KRRV SE 10mg
(3mg/ A % 2 WM G-#% . bmg/ A % 4 WML, &\ \T 10mg/ A LI EKF 5mg/ A % 6 M [F &% 5-)
Xx7 7R %E 12 BEEGT210FEY (CHEERY 7 ERGR) & BRMEZET Lo
RO NVEFEESE 10mg (JREH] N R~ VIERAIERE CIE 10mg/ B UL ERF dmg/ H ., 18R~
Z Y ARRETIE 3mg/ A % 2 BRHE%., Smg/H % 4 BEHS-. £ O%I1% 10mg/ B TR 5mg/ H)
Z A8 MG T ki e 5 GEEMIERIR) M5 7o 2 BUIEARTE % BE R & 50 L 7=, 1RIE
TUE 160 B RRAUNAERRE LT 7 v A H G S, FEFHMBIEE Th 21BN T D k&
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V. AEICEY 5IEHR

REAMEE D AR EGRAELR (CIBIC plus BERHE) OOMRICBWT, 77 B REEE RV LVIERRE
B ORICABZITRD SR - 72 (p=0. 408, 2 FEA Wilcoxon HE., HMMENT DA B K UEIX
18] 0. 046),

B A& EHE R D CIBIC plus

e & W T BE = R
R e | O | e | ME | mp | BE | mgp | BT
RR~RUL | il 1 10 22 17 19 5 0 o
et % (1) (14) (30) (23) (26) (7) (0)
b e % 0 6 18 32 14 5 1
iR
TR T T E T ey T T o T T

B, HE-BAERT O LR DA BRI T ORI I 1T D B LG RE D 2R EFEARAE R (CIBIC plus #&
BRI OOHIFLLTDOEE Y Tho Tz,
T & EME D CIBIC plus (X184 HERI)

HE| FHH L2315 e L35 e A
1y R v | 9 | g | ME | mp | B | mge | AR
71 | R | ik 1 10 14 9 11 3 0 18
W HERE % (2) (21) (29) (19) (23) (6) (0)

H R 7 0 3 14 19 10 4 1

R
o | 77 ER T T T T T e T T e
% | R~ | Bl 0 0 8 8 8 2 0 o6
W HEERE % (0) (0) (31) (31) (31) (8) (0)
72 T 71 '¢ 0 3 4 13 4 1 0

R
Ll 778 T o T T ae T e T ae T T o]

143 P32 52 T L. €D 9 5 139 Blsikic e G-I BAT L, 105 Bl Asfkie i 5 258 T L7,
AIVEHIE R T & 2 Al R (TR M Ok s 5-31) 123517 5 MMSE D R—R T A 2 in b DA
fEEDHERBITITHDO LB Th-oT,

=)
) 4 o—e /SRR (MR SHIIRA VIR ERS)
o 34 e B0 LR 1 B
g
Q
C -
E| 2°
3
w1
o
o
B
H 0=
Eoy
H_
| i
18 |,| -1+
v ﬁ
038 6 I 123/ 24 A 36#A 48 A 60 A
h P i R 5 3 -
il

77 REHT 12 D KRSV FRRESE 3mg/ B, 14 25 5mg/H ., 18 M5 10mg/ H 5%
BAth (5mg/H ~DWEA]), HGHE, W, BGHEERFRORAEMZR L L, MMSE O~X—2
TAMEROA 7V —= 7O &AL E L L2 MRM (Mixed Model for Repeated
Measures), HHorHUEEITEMEL LT,

KRR (R & OSkRe i 5-41) 123610 % MMISE D_X—R2 F 1 Vb OELEDOHER

AFRERTIE, BRERARIERICR T2 FRAVEBIEO A ZMEN 77 B R L TEALTWS
& D BRRERGEUIARRE S 4T 7R0,
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V. afkIcBY HIEE

M ot
LR L
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VI. EDREICETSER

VI. ExhEFER(ICEH 9 5IEH

1. EEZMICEELSILEYMXRITILEYEE
URRFT I, BT 023 v RAbKERRE
HE : HEOH HILEMONEE - IRF X, BFOBTIRLERTH L,

2. FEIB{EMA

(1) EREML - ER%F
T W A~ —FUEBAE K OV L B/ IMATUEBANE CTIXIMPN = U S AEBh P R O BEE 7n B 2R
OBNTWNDL AT . TEF Ll o (ACh) 0T 2KETHLTEF L) = A7 T —F (AChE)
Z A ELE TS Z LI L 0 NN ACh AN S, N = U AEEMER R R A RIS+ 5 1P

(2) EMEEMITHHEBRIE

1) AChE FHE{EAR K U AChE [Zx9 % &R
In vitro T® AChE [LEVEH @ ICsfEI% 6. Tnmol/L TH YV, 7F Va5 7 —PIHEEHD
ICso 1% 7, 400nmol /L T - 7z, AChE (2% LRI LEER 2R L2 17,

2) fxP AChE BEE/E R K U* ACh ¥ in1EFH
BAEICLY., Ty MMO ACKE ZFH5%E L, E7-MMPA ACh 28N & H7= 1919,

3) FEEETHEMEMR

AN = U B EMRRERREIR T 7 0 (WP RREF OREEIC L 0 AEBRENEE ShT v 1) 12k
WTC, RAREICE Y FEEEFGEER R LY,

(3) fERSIBS - HHEEER
PH R L
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VI. EYEREICET SRR

VI

1.

EMEREICR T A1ER

i AR E D HEFS

(1) ARG MPRE
DR L

(2) ESERABR TR IN-MPBEE
1) BE%S
TR AN B 12551, SEAI AR FHERE NG L & & ofimmEFiRE (C.) KOUmEHE
FE— R R N fE (AUC) 13 5B OBINCRAF L CTrm< 7o 72, Smg X% 10mg H[AI# G-RFIZ 351
LIMBNRE N T A —F BRI LD,
TR A 55712 Bmg T 10mg HA[AIRE 5 L 72 B0 S @hie <7 2 — & (5241

Crrax Trax AUC t1/e CL/F
N
(ng/mL) (hr) (ng * hr/mL) (hr) (L/hr/kg)
Smg 9.97 3.00 591.72 89. 3 0. 141
+2.08 +1.10 +155. 87 +36.0 +0. 040
LOmg 28. 09 2.42 1098. 40 75.7 0. 153
+9.81 +1.24 +304. 63 +17.3 +0.043
CL/F: #2717 F A (Mean=S.D., n=6)
2) REHRS

AR RN B 7% k15202 BEXI Smg XX 8mg ™ & 1 H 18] 14 ARIKERO#EE L, KEHEE%OIm
R IR %0 2 B CEFERIEEICZE L, FHMtd 2 W ITENEIREICA biZ v EB 2 bk

22)
o

3) AEMEMRF AR

(FRRD)LIEFEIE 0D £ 3mg TZE)

R XAV REHE OD 8% 3mgZE 1%, TH &3 Bre 2% 0 [E K O AW R R SRR T A K71 v
CER 184 11 A 24 B FEEFAEFRE 1124004 75) JIZESE, R VHERERE 0D §E SmglZE) 2%
WERIFN & L7z b &, IWHEEINE LS, EWENICR% L AR Sz P,

(FRARD)LIEERIE OD £ Smg TZED)

KRRV EEYE OD §E SmglZE) & 7 U R DEEbmg &, 7 2 A4 —"—JEiIZ L ZNnEn 18 (K
AUV & LT bmg) BEEERA T ISR %, KD D R OUKZ LHERR A G L iRz
LR ZRIE L, 55N 3EYBIRE/XT XA —% (AUC, Cu) (22T 90%(5HE X [EIVEIS CTHEFHEENT
ZAT o T2k R, log (0.80) ~1log (1.25) OFPHANTH V. WHID LY R RS NHER S iz 29,
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SWENRE T A —H

HIE/RT A—H BEINTG A —H
AUC (o-168) Crrax Thax ti/2
(ng * hr/mL) (ng/mL) (hr) (hr)
K| Rt
% " 423.9183.3 8.83%1.19 3.1%0.7 72.1+13.4
0D & 5mg [ZE]
)
7B HDEE
# 434.5%90. 1 9.12%1.76 3.7%0.8 68.5+15.5
bmg
5
K| R thmit
7 " 452.8+126.9 9.2241.94 3.7x1.2 65.1+£16.5
0D & 5mg [ZE]
L
7B HDEE
# 443.9+116. 2 9.07%2.01 3.9%1.0 62.0+£15.6
bmg
5
(Mean=®S.D., n=19)
(ng/mL)
15
i 12 |
ﬁ —e— AU IERHEOD RS ME [ ZE
ke —&— 7 £7 hD§E5mg
% 9 Mean*5.D., n=18
~
M
n
B e
34
-1
b
- S

0 | | | | | | |
0 24 48 72 96 120 144 168

R (hr)
K& BeHREOIMAEF R0V PR IR P HER

(ng/mL)

15

12
—8— K2/ YL{EM#EODR5me [ ZE |
—&— 7 )& 7 DiESmME

[+] Mean+S5.D., n=19

AEERBESGY NS ISE

0& I I I I I I
0 24 48 72 96 120 144 168

B (hr)
K7p LB GRE D IMAEH R0 UK IR iR P HER
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VI. EYEREICET HIEE

(FRRD)LIEHEIE 0D £ 10mg TZE))
R R VIEERYE OD $E 10mglZE1 & 7 V&7 h D&E 10mg &2, 7 B A4 —"—iEIC XV ZNETN 16
(RIS & LT 10mg) SRR T F I, Kb KUUKZ LERERR A5 L Tl
HRZBLERREZNE L, BONTIEYBIRE ST A —% (AUC, Cpy) (22T 90%EHFEIXFEIZ THE
FHRNT 24T o 7245, log (0.80) ~log (1.25) O#FPFHANTH V. WAIOEMZFHIRIGEENHER S

7’: 25)O
FRYEHRE X T A — X
WENT A—H BENRT A —H
AUC (0—168) Cmax Tmax t1/2
(ng * hr/mL) (ng/mL) (hr) (hr)
K| o Lt
& 970.2+239. 3 23.36%£5.10 2.8£0.8 62.41+10.3
0D #& 10mg [ZE]
)
TUETFDE
B 2 h DS 1059. 1£260. 8 25.11%£4.93 3.1%£0.6 59.8+13.1
E. 10mg
KRR M
7 1038. 8+264. 8 24.70%5. 47 2.7%0.8 62.0E£8.3
0D &€ 10mg [ZE]
L
TUET hDEE
& 1046. 1£271.7 25.32%5. 17 2.9%0.8 56.7E£7.7
E. 10mg
(Mean=S.D., n=20)
(ng/mL)
40
m
% a0 | —e— [z~ LIEREIEODER10mg  ZE |
EE - —&—7 1)+ 7 D§210mg
2 Mean=*5.D., n=20
~
b2
v
1=
i3
1=
-3
E

72
B (hr)

KV B GRFOMSEH F RV R R EEHER
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VI. EYEREICET SRR

@)

(4)

(M

(2)

@)

(4)

®)

(ng/mL)
40
i}
® 30 + . ~v
ch —e— N x~ULIBEEODER10me[ ZE )
K —a— 7 1)+ FDit10mg
-+ Mean=+S.D., n=20
~
17
&
[
&
b
&
U ) 1 1 1 1 1 1 ]
0 24 48 72 96 120 144 168

B¥fE (hr)

K7 LG DM B RV R R FEHER

(A% LN TNE AUC, Coay B D3 T A —Z U3, BERE OBIR, AIEOLRIURIEL « BRSO BRI
Ko TERDL RN DD,

thh
AR L

B - HREORE
NREOHE

TREEERR A BT & R RIS KIE TR FEORELBE 2mg ™ THREFLREER, EREHE S o

AR R L FIZAER R B EZ R L, BFRICLDEBIEIRD N oT P,

) ARBAELOCHEZ, 7Y oA ~—BIFRME T DR, RASE RR_XUVEREE S LT1 H 1 H 3ng
PO L, 1~2 EEZIC sng WAL, ROREST 5, MEDOT VYA ~—RIEEAAEBE 1L, 5ng
T4 @M ERGE%, 10mg IZHET D, Ak, ERICK VEERET D, ). L E—/IMABRIEREE TIE Tl
BLORACIE RS VR E LT 1 H 18 3mg 7S BA L, 1~2 BRI%IC bmg ICHE R L, OS54
%, bmg T4 WML LRGRE, 10mg [T RET D, 228, ERICEY dng ETHRETE D, THD.

) BHREDEE

VIL 7. #H AR OSSR

EYRERINT A4

B A5k
LR L

IR S SEE FEE 7 30
EER R L

R R
LR L

D2UT7I 2R
Y EE R L

DMEE
UER R L
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VI. EYEREICET SRR

) Zoft
KB L
3. BEE (REal—vay) @i

(1) FRHTAE
AR L

(2) 185 A— S EHER
gk L

4. TRYR
MM ER e L

5. 5

(1) % — BiBPE B
gk L

(2) ik —HERREPL BB
LR L

(3) At~ OBITH
VL6 (6) HERLAH DEBH

) BEEAOBITH
LR L

(5) ZDHDIEHA DB
LR L

(6) MBTELHHFESE
In vitroBRBRIZB W T, b MR AFKESRIL88.9%THY . in vivo TOIMIEE HFED 1L 92. 6%
’C“?}Of’_ 27) ,28)O

6. el

(1) ACBHERLL R U BT R
EARHRERIT N T LT ACBUETH Y . LUK T 0l A FAALBOE & Ui Z7v 7 m v
AR T D L EZ BN Y,

(2) RBIBEETHER COYPF) OnFiE, HFEX
N=Ji 7 v 2 /AL BOSITIFE L LT CYP3A4 28, E72 0 A F /LRSI T L LT CYP2D6 233 5- L
TWAZ N RIBEEINTZ 29)O

Q) PEEEHNROFERVZEDEE

DR L
(1) REMOFEOERRUEILL, FELE
DR L
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VI. EYEREICET SRR

7. Heit

TERER A -2 RFGC B 2mg ™ & W R L7m & & | $5.00 7 1 H £ TSR PR S L K2

ARITHEGED 9.4%Th Y, R#MEEDDH L 2.6 Th-o7, 7o, 10mg OHEROHKELH, 11

H H & TICHR S U RZERIZIR P T 10. 6%, P T LN THoTo, REEELCREWZ GFFL

T IREPHEMESRIT 35, 9% T 0 | FPHRIERIE 8, A% T o 72 Y,

%) ABAELOCHRIL. TV A = —BIZBANE T TEE. AT RRSOUiEE S LC 1 B 1 A 3mg
MBI L, 1~2 BI%IC bng (CHIB L, BT 5, BEOTAY N < —BRAEBFICIL, Sng T
4 ERILLERGE% . 10mg ([CHET 5, Zod. BRI LV EEHET 5, . LU —/ MERERARE T [l
W* R RO L LT 1A 1 3mg 2> BRI L, 1~2 BRIIC Sng [HRE L, @ OB5T 2, Smg

TR EREBE . 10mg ([THIRT B, Zads, ERICE D Bng ETHRTE S, Th b,

8. FZURKR—A2—IZEAT B1EHR
AR L

0. BHEICLBRER
BRI L

10. FEDERZHAITLESE

(1) BgEEEEE
S RERE B At R HE bmg A BRI O &5 L7z & & OEYEhRE (T A — X [T JEERA DN
LHEBXEITRD LN o720 WEAT—4),

(2) FrigeelzEEE
T 23— )UAERTREZE FEE A BT HE Bmg & HLERE N4l L7 & X OFYBIE/ ST X — Z (TR
L U TR @ Co 25 1A fEE S A BEENRO G DT XA =2 ITHEETRD 5
nighoie® GEAT—4),

(3) =#sE
R B R GUCHE 2mg P BB OKR G L L X ORWEE T A — X TEFERA & i LT, TH
%#ﬁ%#LBHﬁﬁLEELtﬂ Coaxs Toax X OVAUC (A B2 ZEI1TR8 0 DR o 72 ¥
) AGRELOHEIL, TV oA ~—BZ0500E Tk M@E. AL i}?«\//lxiﬁ@&iﬁ& LTC1 B 1[5 3mg
OB L. 1~2 JHZIC bmg ITHEL, ROKRET 2, BEOT VY A~ —BERAYEBREIZIL, dmg
T4LWML%L% 10mg (2T 5, Zod, ERICEVEERET 5, ), U E—/MRRUGERAE T TE
BRAZIEE R RRUERRE S LT 1 A 1B 3mg ORI L, 1~2 BRI dmg (128w L, ROokEd
éo%gf4 R B, 10mg ([ZHEET 2, 723, FERIZEKY bmg FTHETE 5,1 ThHD.

1. Zoi
LRz L

29



VI &2 (EREDIES) ICBYHER

VI. Z&% (ERALOFEF) (CHAYTLHEE

NEEZTDER
&

H
|
EIN TN

s

2. ERARLEEZNDERH

225 (ROBEIZEEBELLEWNI L)
KANDRGY XIF e Y 2 BRI LEBUE OBEE DO & 5 84

3. MMRERIIMEICEEY HEE L TDER
(V. 2. REUIBRICEE S 5158 2R 52 L,

4. HERUA=ZICHEEYT HEE L ZTOER
V.4 AEROCHEICEET I EE] 22RBT52 &,

5. EERGEARMIE L ZNER

8. BEELERNEER

&1VH—AW@ﬁﬂﬁfi HEEEMENHIRIN D, &5 W IR IEHE % B9 5 FRE OHER
SNEIEEEZ AT %G, AAIOBRGICLY | $EERNKEEBLORBBLENE E DB N A 5T
wé_&ﬂ6\éﬁﬁﬁﬁ IRBAT L7 WX S BIE A+ TV, RIS U COE I k7 &
WY R EEITO 2k, [11.1.6 &)

8.2 &M TR @E%ﬁ9#$%®% B R L. ARIEETHOHRPEDOLNRWEE, &
SREFE LN Z &,

8.3 T EFNLaY = RT T —VHEEHZATHREME (FT72I0%) LOFH LW
B

8.4 7Y onA ~ —RIBRAE K OV L B —/MRBUERAE Cld, B BhH OERR S O ERE D MK T
TAHRRMELR D D, £, AANCL Y, EEE, oFW, IRRERHLONLZEDRHLHDT,
H Eh OB R 2 1 D B OBEICE R L7220 L 9 B IS HSICHT 5 2 &,

6. BRENDERZAI HEBEEICHET IIE
(1) SHE - BEEZFOHIEE

9.1 BHHE - BMERZEOHLESE
9.1.1 iMEE (LHEE. FIRE. DHESE) 289 58EF. EMEEE (BEHUDVLNES O
HHEE
QT #EF, LEMH (Torsade de pointes Z & de), (L=MME, AR SMEMRE, TG L, & ERIR,
7wy r (ME7mry 7, BETay 7)) ERbobhdZEnbs, [11.1.1 2]
9.1.2 ATLERE. DERRVEEZRSHCEETZEOLNEEOHLHESE
KRB AEAE I X 0 BRIk D VI RNk & 2 RTREME N B D,
9.1.3 HItLEEBOBREENHZEE
%@2“%@%@&0\{%% EB)OMEHEIZ L0 SRS 2 B L S E 2 ARt & 5,
9.1.4 & i%ﬁ%ﬂliﬁﬁ%ﬁﬂﬂir%@ﬂ%ﬁﬁo)ﬁéﬁ%‘
B SOV AR O IS B OVRUE SRR /0 D TUHELZ K 0 SR DS AL T 2 ATREME N B 5
9.1.5 SANKIEE (IN—F2 VYR, N—F UV VEERBHSE) OHLHESE
MREARD ) VR ETLET D Z LI L0, JEREZF R IHEEST 2 EEER D D,

A
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VI &2 (EREDIES) ICBYHER

(2) BHEEERSE
BRE I N TV

(3) FFHaelE=ZEHRE
BIE STV

4) XhEReEET HE
BRESI N TV

() Wi

9.5 T4

YA X ATATEHR LT 2 AIBEME D & B e EIZiE, 1RIE CORAREDNERIMEE EE 5 &l S by
BICOREET S Z L,

IR (7 v MEO 10mg/kg) THIZEROWD, FERE RS OB K OV KT O BN 23
WEINTWD,

(6) #=FL4w

9.6 &=FLIm
IR LOB /IR ORARBEOARMELFE L, ZALOMG TP IE 2G5 2 &
7 v M- RARUNERE 2R ARG Lic s & Jh~BITT 5 2 LB 6 Tn D,

(N MR
9.7 NRZE
INRE G & U RRBRI TS0 L T Zeuy,

8) =EE
BRE I TV

1. HEHAEA

10. #HE/EH
AFENX, F & L TEYIHIEESE CYP3A TV CYP2D6 T S b, [16.4 HHR]

(1) HRESLEZTDEH
RIE STV
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VI &2 (EREDIES) ICBYHER

(2) HtREE L ZDHEB

10.2 EREE (BIRISEESSHC L)

AL

BEAER - BT IR

PFE - fERIN T

A XY A = ALK
e

55 itk U 2 #8589~ 2w REME 23
b5,

D FH A1 D i 53 R 78 A6 ot A% £
ZYEERT D ATRENED B D,

= U RIS Al
TeFa ) Y
7 e = LY
A& a— ALY

2 AT 7 —BHEA
TR ) = LA
VAF T I R

v RRAF7 I Ry
RAAFT I

HEMRRIEA R E=2 U 0l
WAVER AR S D AT REME DY B
5,

AENE L HIica U AAEEMEDIE
FAAT=LEZHL TS,

CYP3A FHZEH
A Fary—n
T 2u~wA 5%

AANIONRFHZAEF L, 1EH 253
SELAREMENRDH D,

FEAEFIOF b 7 17— 5 P450
(CYP3A4) PBHEEHIZ XL 5,

T ) IF R UIVE
H
AANTT 740

AAIONRFH 2 EF L, 1EH 23
SELAREMENRD D,

BEAEA O F b7 1 — L P450
(CYP3A4) PFHEEHIZ L 5,

¥ = U U BRI )

AANOREHZAE L, 1EH 258

BEAEAIOF b7 v — A P450

SHDLAHREENRD D, (CYP2D6) PFHEAEMIZ XL %,
BN AANORB AR L, EAZHES | OFHEAIOF 7 7 — 24 P450
FEXHh AL SHEDLAREMENRD D, (CYP3A4) OFFHEIZ L 5,
TJx=bAV

T x ) N)LEH—)L
Uo7y oy 5%

HAPERT = U A
R A~NFT 7=V Ll
MRt
== F NP Ar AV 13t}
Y 7 AR

T huv Rl oA
TFNRaRT I RAL
7
VN R TN 3 W LY
5

KAL) CANTE WIS T
L. TNENDOMREBE SHED
ATREMED B % o

AAFN L= U CHIOIER, fHA
W9 %,

AT v A FHEIH R R A

THALVER B 2 5 2 rREMED &
60

2 ROIEIC LY HEE W
MEEIND,
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VI &2 (EREDIES) ICBYHER

8. BIEA

1. 8lEFA
ROBWER DR HOND ZLBHLHDT, BlEZ +2IATV., BENRBO NHEICITREGE
k4% 72 ETEO) R LB ZAT O 2 &

(1) BRGEIER & DHER

1.1 EXLEIER
1.1 10T R (0. 1~1%A%) . (ZESEIA (Torsade de pointes Z 5 1e) . ILDEME). AL SAEIREE.
RAfFLE., BERIK (SHEEAY) ., DTAvY (RE7BEvYY. BEJAOYY). K (% 0.1~
19%AT)

DMEIICELZ ERB D, [9.1.1 ]
11.1.2 DEEE, DAL (% 0. %K)
11.1.3 HietEESs (B - +ZHEBES) (0. 1%RH) . TZHEEBEBE (EEAY) ., HitEHm

(0. 1%Aif%)

AHND =2V RRIGEVERIC X 2 BB WL OV L E EB ORI X - T bMES (B - + 465
%) . + HREBEL, WEHLAH b EBnH 5,
11.1.4 Frae (BEEARD) . FFEEEREE (0. I~1%KR6) . B|E (HEARH)
11.1.5 BMERE (TADA. EEE) (0. 1~1%K5) . KEm, KNOEEE (% 0. %K)
11.1.6 SHANREE (7Y A ~—BIEBHIE : 0. 1~1%ARG, L E—/MRBIEREIE : 9. 5%)
HE), EERH, DAXZFRUT, VR M=7, Rk, RREEES), SMTRY, RBEE. SiEE
FHEOYMRIIKEEN D DONDLZ End D, [8.1 2]
11.1.7 BEMEEE (Syndrome malin) (0. 1%A7#)

MEENHRER, SREE ORI, W T IREE, SR, MEOEE), FITENFI L, T E e s BE
DA LINDEAIX, H5EFIEL, RGHEL, K- EEEHESO2EH L & HI2HEY) e %
179 2 &, AIEFIERFICIL, AMEROHEMLMIE CK D ERARA LN ENEL, £, 347
0 EVIREMNED BEEORTRALND Z LD D,
11.1. 8 BIEHRARE (FEAH)

PR, AR, CK b5, MR ORT I A7 e ey ER%ERE L b Saicid, &5 %2 dik
L. WUZREAITH 2 &, Fio, BBUHMAREIC X 2 2B EEORIEICIEET 52 L.
11.1.9 FRIREEE (0. 1%ATH)
11.1.10 2R (0. 1%AK)
11111 2EFES (0. 1%RH)
11.1.12 REFRBADZEATE (0. 1%A)
11.1.13 m/hiEd (0. 1%A)
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VI &2 (EREDIES) ICBYHER

(2) ZonaEIfER
11.2 Z0fbDEIER

1~ 3% AT 0. 1~ 1%A 7 0. 1% BB AN
0 E SN SES
TH b2R BHRAIR, WA, [, M, I | e g, EXsk
Mg, T

FERRRE R s, AfE, RIR, |V B R—JiiE, £ |&E
R&. SR, )| Fp. BRIRRE, SEL
. BB, A
=, =, 28,
oo, G
X - REEARRE R DEfil, =R, 98 . | B
HEN

JFlieg LDH, AST, ALT, vy
-GTP, Al-P ® 5
TE R A g, mE L5 DA HHED
MJER T, R
ARG, e
S

WAR BUN @ k& JR4%& JRPH
£ OBR

1% F L ER A, ~~
k7 U b
A A

Z Dt CK, #=a L X7 v | Bl B /e, | F&7T. B VI,
—JL. FUZY | HadE FEEN A
AR, 77—
v, R7IT7—F
D EH BB,
To< A, HRfE, 5
. ARERED

R

\f

R

9. BRRBREHRICRIETTHE
BE ST

10. BERE
13. BEKSE
13.1 fEIR

2 o RT7 7 —EBHEMOBEERGIXEERIES, T, W, T, WK, RiE, FERED
fil, mEM, SR Ol O 2 Y REWER 25 S 2 RIREBER B D, M) OFTREME S &0 |
MR DBFEIC LV FBTEICE D Z &b H V5D,
13.2 g

7 a UK O X5 7e 3 kT X R Gi=2 U RIS ARA O B G OffFEAl & L CEA
T& 5, 7 haEURBEERTHO 1.0~2. Omg ZHIHE G &L U TEEL, BRKGIZE SN T
ZTOHDOHABEEZRD D, MO ) AMAEFER T 4 BT T2 2% 2 U VARG LIZ5A.
MJER BN RNEEBIZRD Z ERREIN TV,
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VI &2 (EREDIES) ICBYHER

. BREDIE

4. BBRLDEE

141 BRZFBFOIE

14.1.1 PTP GlEED AN PTP > — bSOV L CIRAT 2 L2852 &, PTP v — h DA
L0 BSOS EEREICRIA L, BT EILE R 2 U CHEBRIR RS 0 B 22 & OHE % 0f
RITHZ BB D,

14.1.2 AFNIFO LICOF TR 2R S5 EAET 2720, K LTRAMETHD, £,
IKTRHTBHZEHTE B,

14.1.3 AFNTE = F T ORETIX, K LTRASERW &,

12. ZOMDEE
(1) BRERERAICED IEFR

15.1 ERERERAICE D < 1F#R

SMENZF T, NINDS-AIREN 2Wr kI A8 L 72 i MERRAE (ORI X E N ARERR) & 2k
SINTBEERR (T YA ~—BERIE & W S BEIIERAN) 12 6 W AMO T 7 v AR%t
FRIEAE 2 B B ikl 3 BB E i S 7z, B ORBRDOIETHIT KR~ /LIRS Smg £ 1. 0%

(2/198 Bi) . RRATVIEFEHE 10mg BF 2. 4% (5/206 fl) KO 7 EHREE 3. 5% (7/199 ffl)) TH
277,

2 % HORBRDOIL TR IT RV VIEFE dmg BE 1. 9% (4/208 ) . K3~ VHERAHE 10mg £ 1. 4%

(3/215 %) KO Z7®AREE0.5% (1/193 ) Th-o7=, 3 HFH ORBROIL LKL KR UHTER
HE 5mg #F 1. 7% (11/648 i) KOV 7B AR 0% (0/326 i) To 0 WL EH PRV A B 22D 7
b, B, 3EBRESDEILTRIT PRV VEREE (5ng KON 10mg) £ 1.7%, 77 &R
BEL 1% ThoTon, MEHFINRAERZIT R -T2,

(2) EERPREAERICE D IR

15.2 JEERIREABRICE D < 15HR
BYHER ((X) T, ¥ I - X2 ML EE — VR T B oL E S — VRRER FIZ R R
NRUIERRIE A B LT I 2 B OB ICE 572 & OWE RS D,
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IX. JEEREREERICEHd SIER

X. JERRPRFABRICRE Y SIRE

1. ZEIEER

(1) FEhEFEIBHER
(VL 3BT 2THE | OIS

() REMEEHER
gk L

Q) ZDihnFEEHER
CAEE R L
2. HEHER

(1) BERSHERR
PH R L

(2) REBSHERR
PH R L

(3) EEBIEHBR
PH R L

) BARIERER
PH R L

(5) EFERLHMLRR
VAR L

(6) BAFRIBILHER
PH R L

D) ZOtORHENE
DR L
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X. EHEMEIEICEEYT S5IEH

X. EEMEIEICEHT 4I1EH

9.

RHX 5

B B, T RIEE S (EE-EMEOLGEICEVERT S L)

ARGy - #EE (L R E LTI g U F2EHTDEOKRD0.456%LL T 25 A3 5
RIAl)

BEAR
AR : 3 4

BERETOITE
Hris  SIRRAF

L EDTE

20. RV EDEE
BRERITIR R AT TRFT 5 2 &

HBEMITEM

BERMERLTAR  HY

<THOLEY : HY

ZOMOBEWTEM : HY
R VRS OD $E [7E) Z M S5 BERRD ZFKK - B DS~/ RO VIR
oD #E [ZE] #RRA SN2 HBEE~ (X1 2. ZOthOREHEER OEER)

m—m5 - RBE
HEFKESK 4 - 7 U7 R DEE 3mg - 5mg + 10mg (m—H 1)
FIZhEE : URRF I v T4 2 BALKFRRIE, A~ v F i

EfFREFEARH
1996 £ 11 A 25 H CRE)
4$K E&JL%WL\EH E&Uﬁmh\%?s %1@%—%”ﬂ§k¢ﬁ E E‘Eﬁﬁ‘ﬁyﬂﬂiﬁ E
HR 724 RERR FEKERAEH H TRE HAGIEENEAFA B | WKFEBALA4EA A
NEPRES ey
Fx h// i 201147 H 15 B | 22300AMX01045000 | 2011 4E 11 H 28 H [ 20114 11 H 28 |
0D &€ 3mglZE]
RO R
}\Z/\,,,// i 201147 H 15 B | 22300AMX01046000 | 2011 4E 11 H 28 H [ 20114 11 H 28 H
0D & 5mglZE]
R~
oD 5% 10mg [ ZE) 201348 H 15 H | 22500AMX01467000 | 20134 12 A 13 H [ 20134 12 H 13 H

MEEX(IFNREM,. FAERUVAELEFEMNENDERHRUVZDAR
0D £z 3mg - OD £z 5mg)
2013 4£ 6 H 26 Aff

) CIERAESHES |
T I NA 7 —
[HER O E]

RUERAE

%ﬁ@?»yﬂ4v~@ﬁﬂr$%

WX VEEHERET 5] ARSI,

BT 2 RBEELER DTN

1%, 5mg T4
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X. EHEMEIEICEEYT S5IEH

<0D £t 3mg - OD %% 5mg - OD £ 10mg)

(1) 201944 A 10 At
MZhme X Ezh 3]
L B —/MEBIERAEE IS 35 1T 2 R AVESE R O LT H
[ FHiE KR OH &]
HHE RN RRAU R E LT 1 H 1B 3mg 2> R4 L, 1~2 BRI Smg (ZH & L |
BOEG3 5, dmg T4BMLL ERRE%E, 10mg IZHIET 5, 7edks, MERICE Y bmg £ CTlET
X5, BARBINT

(2) 202345 H 17 Bft
[FERORE] O— R F AR
L B —/ MERIERAEIZ 31T DR AESE R OHETIH O [HIEROHE] 1T FORNEZ BT
L7,
MG BAG 12 A% E T BLIC, RARERAE, B R OEE - TS 6 BREERO
PRI K D AR 21TV, FREnEERE. FEMELR - 1TEIES . B AEIEE 2R AT
L TR 7 0 RS U R % B D R CER0GAIE, xRk sZ &, HEH
bh 12 JEREIE E TOARDMEFHI O RICE S E G L1 L7 HE Th > Th, EHMIC
AR 21TV, B EMR ORI G 242 2 &,

10. BEEHRR. FHERBRARFABRUVEORE
Y LR

1. BEEHRE
L

12. HEHEHRICET S5
AANL, B (DD HIRICBET 2 HIRITED ST,

13. HEEa—F
Wi JEAE T B A AL | RS = — N HOT (0 8) 8 L& NEE
” IR H = — N (Y] 22— K) T | oxFafa—k
R R VG R
oD & 3mal ZE ) 1190012F3100 1190012F3100 121133701 622113301
I mg
R R VI R
oD & 5mal ZE ) 1190012F4106 1190012F4106 121134401 622113401
7 mg
R L e
0D & 10ma 7 1190012F6133 1190012F6133 122683601 622268301
i mg

14, RIRFEH EDEE
AANTZHRHN L OEFEEIELTH D,
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XI. 3k
1. BIRAXE

1) fEPN&EFR: SR (0D £ 3mg)

2) tENEE: EEEER (0D $E Smg)

3) FENEEE: NEREER (0D $E 10mg)

4) fEWNEERL: SEOEREBIC BT 5 EMERER (0D 5 3mg)

5) fEPNEEL: EEOERBICR T B2 EMERBR (0D 5 5mg)

6) fENEEL: MEOERAEIC T 5 EMERER (0D £ 10mg)

7) AR EEHEER (0D £ 3mg)

8) tEWNEEL: FaHEER (0D HE Smg)

9) tENEEL: EHEER (0D §E 10mg)

10) Homma A, et al. : Dement Geriatr Cogn Disord. 2000; 11 (6) : 299-313 (PMID: 11044775)

11) ERREMFERER (7 V7 MeE: 1999 4F 10 H 8 H7&ZR. HEEEMYEE ~. 2. (5))

12) Homma A, et al.: Dement Geriatr Cogn Disord. 2008; 25 (5) : 399-407 (PMID: 18391486)

13) EET YA v —HERAE 2 x5 & UTZERIREE AR (77 Y &7 MgE/D BE/fRI: 2007 4 8
H 23 AA&GE., FAREE)

14) LB —/MERIEBAE 2 x5 & U7 iER S TARER (7 VU &7 FMg/#k/D $8/NIREY —/ K74
vay 7 201449 H 19 HKGR, MGEERMEE 2.7.6. 1)

15) Mori E, et al.: Ann Neurol. 2012; 72 (1) : 41-52 (PMID: 22829268)

16) Tkeda M, et al.: Alzheimers Res Ther. 2015; 7 (4) : 1-10 (PMID: 25713599)

17) [LPEEEME & 0 HKER L VAR, 1998; 26 (S) @ S1277-S1282

18) [LTEEEIE & HFL L VA, 1998; 26 (S) : S1283-S1294

19) /NEE S HKER L yAHE. 19985 26 (S) @ S1303-S1311

20) /NETEBES ¢ BEFE L JRME. 1998; 26 (S) : S1313-S1320

21) BEEERRANICIR T 23 EhRE (HERE e G38k) (7 V&7 MEE: 1999 4F 10 A 8 HAGR, HiEE
BHEEE~. 3. (1))

22) fEFERRNICIT 2 ERE (RERNEGHE) (7 V&7 MgE: 1999 4 10 H 8 HAKGR. HFHE
BHEEE~. 3. (1))

23) FENER: A FERFRZERER (0D 5 3mg)

24) FENER: A FERZMERER (0D 5 Smg)

25) fENERL: AEWERE SRR (0D #& 10mg)

26) BHEOFE (7 V7 ME: 1999 4 10 A 8 AARR, HiEEEMEE~. 3. (2))

27) MIEEAE & OFES (7 U7 MEE: 1999 4 10 A 8 AR, HHEEEHMEZE~. 2. (2))

28) fREERKAICR T 2 Y ERE (BRAMKAEER) (7 V7 hE: 1999 45 10 A 8 HARS, HiEE M=
~.3. (1))

29) MAHEE] S R EIRE. 20005 15 (2) @ 101-111

30) fEEERK ANIC I 23 EhRE (R A ORI (7 U &~ MEE: 1999 4 10 A 8 HKGR, HFEEEHY
a3 (1)

31) Tiseo P, et al.: Br J Clin Pharmacol. 1998; 46 (S.1) : 56-60 (PMID: 9839768)

32) Tiseo P, et al.: Br J Clin Pharmacol. 1998; 46 (S.1) : 51-55 (PMID: 9839767)

33) mEERE BT Ay ENRE (7 U B REE:D 1999 4F 10 A 8 HKRR., HEEEMEZELA~. 3. (3))

34) tENERE: Bfitt O EMERER (0D $E 3mg)

35) fENERL: etk O EMERER (0D $E Smg)

36) FENERL: Ffitt O EMERER (0D $E 10mg)

2. TDHDOSETHR
MM ERe L
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Xi. Z&#

XO. 5&ZE&H

1. ELNETORTRKR
WS OARFRIRPUTLL T 0@ Y T, (2023 45 5 A BIfE)

&4 W4

K [E ARICEPT, ARICEPT ODT

PRI Aricept Tablets, Aricept Evess
A—=ANZ7 VT ARICEPT

E) FRRRAICOWTIETA B ZABRO R WNEENRTE L TW5D,

2. BHVZHEITHEEKRZERER
FiRICET 5 BMER (F—X ST HER)
AARDEFIRILO 19.5 4] 9.6 &3] OHOTLEIIUTFDOEBY THY, A—A T VT
SHEL IR D,

I . BEDEREZFITHEBICEHT HIE

9.5 114%
Bt SR LTV 2 ATREMED & 5 ZeMEITIE, TRRE COARIENERMEL LRI S &l S 555
HAlCOHREETH L,
RS (7 v MEO 10mg/kg) THIAEROR FERE VAR OB & OVERIKRE O S INEH 23
WEINTWD,

9.6 =ELIF
16 EOBRRMER ORI RBOR ML ZBE L, IO UIFILERFTT 2 2 &,
Z oy M- FRA_ONVEBRE 2R AFG Lt &, AHF~BIT T2 2 e RROLNATN D,

2k

F—2 F 5 Y TLE B3 (20244E3 ) *

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

Studies in animals have shown evidence of an increased occurrence of fetal damage, the

significance of which is considered uncertain in humans.

%  Prescribing medicines in pregnancy database (2024,78,722 7 7 & &)
<https://www. tga. gov. au/products/medicines/find-information—-about-medicine/

prescribing—medicines—pregnancy—database >

INREICER T HECE
AARDEFIRLD 19.7 /N OHEOFEHIFLLTO LY TH Y . KEORASCE L OWEE O SPC
VTR S,

I.HENEREATVBBICHT IR
9.7 MR
NS G & U T BRIRERBR IS L T 7y,
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Xi. 3E&H

HH RN A
NENN O Pediatric Use
(20224F11H) The safety and effectiveness in pediatric patients have not been
established.
HL[ESPC Paediatric Population
(20224F12H) ARICEPT is not recommended for use in children and adolescents below 18
years of age
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XI. &

1. FR%H - REXEICKRL TERRHIBZET S ISH=> TOSERER

AN

AEOERICET 21EE AR 2T TORWREICET 2 HRS S E0 5, RBRTIEFD
MLTWRWHNAELEENTEY, HSETHRBMSN TV IRBRGETHE LN REZFEL LT
AL TS, EREFEPBAERNZHBFT 5 LTOZBFRTHY . MLFEOAGZRTH O TIEAR

FerfARAL - TR FH 1= 3 5 D BRSBTS TR N B 2 U A BT A 2B 2 QA IZHONT (2D 3)

(FFRUTEAE 9 6 FH JRADH A K - AT E DB BLIR S - AR

(1) Bt

KRR )LIEREE OD 42 3mg [ZE)

PRAESAE © 40°C, I - Bt

RS ES)

RERTH H LGS 0.5 f% A 1 A
si 8 BODMKThHoTe | HADHKTH-7 | HADOHKTH-T-
& (95.0~105. 0%) 98. 78 99. 05 99. 62
iz (%) 0.01 0.01 0.02
PRAFSRM: « 25°C/T5%RH, G « Bk

AR H BA LAl 0.5 & A 1 & A
) WEDOMKRTH o1 | HADKHMKRTH-T- | HADOHKTH-T-
& (95.0~105. 0%) 98. 78 98. 75 99. 58
iz (%) 0.01 0.02 0.01
PRAFEAE - 20001, M€ - 254

ABRIE B BH A6 60 5 1x « hr 120 77 1x * hr
el WEDOMRTH o | HADHKRTH-T | HADOHKTH-T-
& (95.0~105. 0%) 98. 78 98. 97 99. 43
smE %) 0.01 0.03 0. 06
R~ LIEELLE OD §% Smg TZE] *
BEAFSAE - 40°C, Y - 2Bk

ABRIE H B bk 0.5 & A 1 & A
A4S HEOMKTH-7z | HEOMEKE T | HEOHMETH-
EHE (95.0~105. 0%) 99. 30 100. 11 100. 38
mimE %) 0.03 0. 04 0. 04
PRAFSA: + 25°C/TH%RH, HEYE « BRIk

ABRIE H B bk 0.5 & A 1 & A
A4S HEDOMKTH-o72 | HEOMEKETH-7- | HEOHMETH-
FEHE (95.0~105. 0%) 99. 30 100. 01 100. 55
amE (%) 0.03 0.03 0.04
PRAFESAE 20001, A - e

AERIE H BH G 60 /7 1x * hr 120 J7 1x * hr
4s ) HEOMKTHoTe | HEOHM K ThH-o72 | HEOMKTH-7
EHE (95.0~105. 0%) 99. 30 100. 33 100. 42
azmE (%) 0.03 0.14 0. 20
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FRAR LIRS 0D £2 10mg
TRAFSRAT: - 40°C, #OE - e

rZEJ 36)

A BRIE H BA by 0.5 A 1 %A
sh8l WRREDM KT o7 |RFREOHMRThH T | RFREADH R TH T
ER (95.0~105. 0%) 99. 00 99. 09 99. 64
e (%) 0. 05 0.09 0.10
PRAFZRA: - 25°C/T5%RH, S - BAk

BRIE H BA by 0.5 A 1 %A
sh8l RREDM KR Th T | RFREDOHRThH T | RFREADH R TH T
& (95.0~105. 0%) 99. 00 100. 15 99. 45
e (%) 0. 05 0.07 0.06
BRAFSAE 20001, M - Bfe

ABRIE B FEREIRE 60 75 1x * hr 120 J7 1x * hr
sh8l RIREDOMETH ST | IRREOMKETH T2 | REDK KR TH-T-
EH (95.0~105. 0%) 99. 00 100. 26 99. 43
sigmE %) 0. 05 0.16 0. 20

@
VAR L

Bk - BAMRURERSF1—J0BBEN
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2. ZTDMOREESEH
[ERRBAGRE a1 E ]
L B —/MABIZEEE (DLB) OEFRZMIEYE (2017)

E—/JVFEER%07E (DLB) D
BRFREZEREE (2017)

DLB @EH#ilCld, #H2iH A0 FHEREEL, BROERERCKEEER T BEOETHORARMEE T8k 205E
THBIZENRETHD. PHICEHRNTEALREBZRIROLBLTHLIVY,. BEETEEDICHESHIES. FE. &
iTHEE, HZEARAOTAMNILH>TERABEERLIELIEHSND.

ZAEE (RY0 3D3BENICEERANSLHEL, REEEZELTHRTD)
CEELHEHEOBREE(LEHSRADES)
o2 )EUHIRT 2EBESNIEHNBLR
OFAEEEDEFCKITT B LB B VLABERTERTRE
ORFEMDN—F VYA LOUFOEROSS 120 L enfEES. S8, FHILHRE. HaE
. SEIFHEE
NAEMRECNT2ERTER . BLOFRZEN: BUETERE SHFLE—BMORRIGAEOIEY—F: SEOB
EREEES (Eh. EiMENR. RAREE) | BiE: BREHM ORLANODNR: aRESNEER: PNV— T2
32
EERNAFT—h—
® SPECT F/z[3 PET TRENZEBEZICH(ID RISZD RSV AR—5—DEAHETF
® MIBG DBF Y Y F T 5T« TOERVIAIHMEF
SEEEEI 'S TRECLBHFEREFEHDLBL LAEIRORESR
CEENNAFI—h—
© CT > MRI CRIBEEEARISBHI L BNRENS
®SPECT, PET L&D HEEDFERHENE A SILMEDIVARET (FDG-PET (CLW cingulate island sign 25383
ZEHY)
O3z FICHIFTDERBLHROZARRREES)
Probable DLB (3. EIFIC&UZEIENS
a.2 DRI EOPEHRHNFET S
FrzlE
b1 DOPYEENEFEL, 1 DU LDEFHNAFT—H—HEFETS
Probable DLB 34828/\ # I—H—DHEIEDH TEET BNETIREN

Possible DLB [, LITFIC&WEZHENS
a.l DOPEH/FHENFET BN, 8RN/ F T —H—DFEEFDEN
Fel&
b.1 DL EDIEBRANAF I —H—DTFETDH, PRAFHOEELLEN

DLB D2 EROTTEEEAMELY
a. BRBO—BHRE2EFEHALS S, HOBFEEPROEEEESOMESOEE (22U, NS DLB O2E
EBRAE T BREEHPTIEROREETLTVAhELNEL)
b. EEREHAEDORBCESTIH TS —F Y XLBHREUES

DLB FBAENNN—F 2V Z X LOFThERICHERE U & S CZ2HEN2XETEH S, PDD 3. BBShVE Parkinson j#0#ED
[CEC I RAEETH T BEHICENSNZNETH 2, REDBTR, ZOBRKAOKRCRDEUVCEZIBLSNENET,
Lewy /J\v&#% (Lewy Body Disease) &WW>TcéE#intLIFUIEEII D, DLB & PDD OXFIHHELRAETIE, RAEORIE
HIN—F VY ZZXLFEED 1 FLIROEE DB £93 “1 FIL—IL " ZHVSI EHHEEINS.

[BIEESEEA RS/ 2017] |1/ 239, B3EEE: (5. [ROEESZEARS/V] FREER W, ESFSkh &2 20178
McKeith.L.G et al.: Neurology. 89: 88-100. 2017

i

N

w

&~

friyi=tnz ol SETTIEDSRAIREERETICE Y. BN, BRN. FREFAREBICZEEZERLZLTVS J

it BiEMNA AT —h—
OIE IS OFRLBELEH SRADOEE) @ SPECT Zizld PET TR N3 BEERICHSITS
O 1EUHRT BB NI EHNGLIR KRS bSYAR—9—OHRUAHET
OFAMEEDETICHTT 3T £bHd U LM ® MIBG DEFY Y F TS5 7 1 TCOBMUABET

EEER{TENRSIE OERR ) 7S T HEC L BHRRETEHD
OISREMD/N—F Y ZXLDIER (BHFEE. BLL LAEEREORSE
=8, BIERHRE. #hEE) 0551 DLLE

RGO S 5 2 DLLE  THAZEISE 15 DD ISHEN/NA AT —H— wuxj
BIEEOH 15 BN AT ——0F 195LE j
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