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rv— L fe FrAn—R, ~yn T 6000, BT H . HATF Y Am Y
$E 20mg A= T R 20mg
D-wr=}Fr—JL, fEghELE—RA AN AQ—ABINLI TN, TIVT
Rl — 1 gEth 7—ibF T, JuARE Ry, B Redy o itilio—X,
OD £ 5m x;y%ywmw5m A&7 YNEaR) ~—LD, 77 YIRS N 7 A BY YR
»E omg MR OME ) 180, s R =T, AAY . T AT —A (-7 ==L
T ALEY) . AT TV VR Ry AL = bgk. FE
D-~vr=hr—), fEtELa—X AL Aa—AhLT TN TILT
Rl — 1 gt 7—ibF T, JrARE Ry, B Redy o itilio—X,
§ AZ 7 YNLEBaR) w—LD, TV VAREBRT Y T LA KU YN
> ~ ~ ;lﬂ
OD §2 10mg AT ARIEA0mE | Ty g k) m . 4T T AT b (LT ==
TS ALE) . ATT VUi~ IR A, B kg, FE
D-~vr=hr—), fEtELa—X L Aa—AhLT TN TILT
P 1 gt 7—bT T JRARE Ry, B RrFdFr T Err— X
g AZ 7 YNEBaR) < —LD, TV VAREBT Y LA KU YN
”’" N N ﬁﬁ‘ﬁ &
OD § 20mg AT BRI 20mE | _ a0 g kL, AAY . T AT (LT ==L
T ALEY) AT TV VR~ SR T A, FE
AIY—F340y 7T 2%
R 58 4 HEhSy wom Al
D-~vr=h—Jb, DNV AO—AANT T L BIEAZ T UAFEARY
AV — 1g ~—LD, ZU UM N oA, RV A_— | 80, T AT
RIAL2 a7 2% | A~ F okt 20mg | —& (-7 ==AT7 7= bYW . E Faxs o ikilio—2R,
B MK A B

R)EREFNDRE
L L
)& =
R L7

3. RTEMBDMERK
%Y L7an

4. A1 @i
FE L

UBE




Iv. WANCEE4 5 H

5. \BAY SR D & 5 KM
77 b=k (A= U —BEDH)

HO HH OH
HO . 4

HO H > o

NH

CHj

6. HEIDKREEFHTICEITEEEH
A1) —%E 5mg - £ 10mg - £ 20mg
OB RIS PRATIAH] I RE R
PTP+ 7 /L 3 4%
EMEGRE | 25C/60%RH 36 5 1 A Zfbr L
T AT IR MV
) PTP+ 7 /L 3 4%
H R RS 30°C/65%RH 12 % A — . ke L
TIGAF TR MV
PTP+ 7 /L 3 4%
IR 40°C/75%RH 6 5 1 AR SR ORI
TIGAF TR MV
EE | 60°C 1% A Ty — LK FHiFE DN
Y= A 9%, N — iy
R 1BJE | 25°C/90%RH 3% A >y — LB Eieia L
W . . .. | =120/1x+h o N
St | 25°C (D65 7 ) (=200W - h/m?) >y — LRI b7 L
HEREE - R, EERYE. B, S2
#A<1)—OD %2 5mg - OD %& 10mg + OD $£ 20mg
OB RIS FRAFH R BT RE FE.
TFGAF IR R
FEWIRFRER 25°C/60%RH 36 » H + HZ SRR 7z L
PTP+#2H + 7 v 48
FIAF TR MV
JIBEE 40°C/75%RH 6% A + REJE A b L
PTP+#zgf + 7 v 48
N o TIAF v 7R bV "
HE | 60°C 3% A + Eieia L
. . . . NMEEN FEHOISSX)
He = VH [0} N —
FilEERER | REE | 30°C/75%RH 34 A > — LK T
. | 2,0001x 120 57 1x-h vrx—L+RYZFLL |
| 95 (D65 F>7) | (=Z200W-h/m2) | Fv7 ZesL

ABRIEE - PRIR. B, BRME. R, SR, B




IV. BFIZRE4 5 IEH

AR)—FKS420972%

AR PRAFSR1E RAT S [H] AP iR
TTAF IR MV
RMRfraR | 25C/60%RH 36 # J1 + R B L

V)

TITAF IR MV
sz ER 40°C/75%RH 65 A + WA X (Aas
V)

o o FTAF v 7R bV .
IR | 60°C 3% A o B L
1R

Ty R R - | 40°C/75%RH 3% A v — LBk 7z L
o

2,0001x 120 7 Ix*h R .

N ) _ B R — 7R f
e 25°C (D65 7 > 7) (=200W - h/m?2) v LB EferL

AR E « PRIR, BRE. TR, SR

7. AEEARVBREOREN
ARY—F3S40v7T2%
AFNT, RAERNCAKIZIERE LESCOICRAT 228, BROETEARE EBICRATAIZELTES,
VL1 EALDFE 2R
A 1g Z 10mL OKIZREE L, 24 FEERAFHE (IRIFSRME © 1,0001x, 25°C) OLEMEIZOWTHRE LIz L Z
5. a8k OEGWE B ITRD bR o T,

8. L DEEEIL (WEBILENZEL)
ARY—F3420y7T2%
[XM.2. ZDMDEEER <ESELHERE> ) 1

9. Bt
HE—fkallRis atais OSSRk ) Icks

10.84% - A%
(1)EENLELESR - A%, NEI’EHRLERS - QEICET 51ER
L7
a %
(A= 1)—£E 5mg)
(FT7AF 7RI 3"7) 100 §E
(PTP) 14 #& (14 %EX1) 568E (14 §Ex4)
(A=) —8& 10mg)
(7T AF v 7RI 28F) 100 §E
(PTP) 14482 (14 8EX1) 568E (145X 4)
(A=) —8 20mg)
(FF2F v 7R K 2"F) 100 §E
(PTP) 56 % (14$Ex4) 112488 (14 §£X8)



V. ®HICBI9 5HH

(A< 1)—O0D & 5mg)
(FTAF v 7RIV AT FEAIAY) 100 88
(PTP : #zAIAYD) 1488 (148EX1) 568 (14 §EX4)
(A< 1)—0D %% 10mg)
(FTZAF v IRV XT HEFIND) 100 62
(PTP : #zlHIAD) 1488 (148EX1) 568 (14 §EX4)
(A< 1)—0D £& 20mg)
(FTZAF 7RV T gEFIAY) 100 §E
(PTP : #4gAIAY) 56 6E (14 5EX4) 11252 (14 5EX8)
(ARVY—F3428v72%)
(/38)  0.25gX14 1, 0.5gX14 1 1gx56 4
(FTZAF v 7R MV BREAIAD)  100g
QB)FlHEEE
Y LR
G)BHB=DME
AT 1)—%&E 5mg - £ 10mg * £ 20mg - OD £ 5mg - OD £ 10mg - OD £ 20mg
PTP: RY Fub’Ly, TIAI=LHE
TIAF IRV RV ZF LRIV, RV FLoFy v
ARY—FK34>0vy7 2%
S TNAI =T A Ry FLUFIR— N7 VA
TIGAF IRV RV ZFLUR ML, RYFa’Ly - RYzFLoFxy v/

M. AR SN SIEME
L

12.Z Dt
Y LR



V. 1BRICEEd HEH

V. ‘aRICEI SIHE

1. EEXIEHR
PEERUVEETILYNA T —BRIEZH 1T 5 FBENEE R D ETHIH]

2. MERIFHRICEET HFE
5. MEEXFMRICEHET HEFE

5.1 TV A ~—RERFE L W SH BB IZORENT L 2 &,

5.2 KHINT W A~ —TUERFEDIFRET D & D DHET 2 M T % &\ 9 pliE 3G b TV 7eny,
5.3 T A = —RIEEREE LIS OFRFENEIR U B W TARF O A LIRS ST 2wy,

5.4 OFBHEMEL R & OERIZWICHET 2 Z &,

fiREn -

51 KFNEX, 7oA ~—RERAYEBE & RS ERBRN FEE S v, AOMERRO LN bDTHDHT2D,
T NA = —RERFE & W ST BT ICORMEHT 52 &,

5.2 ARAE NMDA B EFEFERIC L D . 7Y oA ~ —BIERFE OIER O T2 M5 2 L 2 HiE LT
BY . HEZO L DOOHELTZIHIT 2 IEHTITAR,

5.3 AENL, TN oA~ —BRIERFIE LIS O fth O FBENEMESR R CO AN IEITHERR S Tuh7Ru,

54 AKENL, TN oA~ —BRIERFIE LS O OFBIIEMER R CTOF MM - BEMEIIMR SN TRV OT, #
BIBBHCHEE L, TV ong ~—HIERHE L B SN BB COREHTH Z L,

3. HiERUHAE
(WRERUVHAEDOEDR
WH L, RAICIE A~ F U E LC 1 H 1A 5mg 225044 L, 1 #REIC bmg F o L, MRS LT
1 H 1[a] 20mg ##EO#& 535,
FAZRUHAEDHRTERZRE - 1Rl
AKX, 1 H 1[E 5mg 2254 L, 1HEMIC bmg T O ET HWIEIC L 0 RET L2 &, Efimie L
T1H 1M 20mg ZR&O#KET5Z &,

188 1 HB~788) :5mg/B % 7 HE® 59 %,
288 (8HE~14HHB) :10mg/BH%* 7 HR&XEY %,
3@ (M5HEBE~21HEB) :15mg/B% 7 BfE&ET %,
4 BBMS (22BHEBM L) H#HFELLT20mgBEEET S,

1) LIz DN T
1 H 108 5mg 76 OEHEHEEIZHOWTIE, ZEEOBLANSRTE LTz,
BBRtA (BRAAREHI & : 10mg/H) 725 1 ERELAINICHER & (20~30mg/H) & CH{®RT 25 ik THEM S
NI R ERER Clx, E S BRAMIHICREIER FbE ok s, ERN, FHIE, ek, HFEtko
W) OFBIERNE 12 AKHIE RIS E LTSS ICEIER ORBLENE < 78 5 rlRetEme s hiz,
B BRI RS D BIVER & B9 5 723D, AH% 5me/ B HBIMG L, MEFFEE T, 1 @M 5mg/H
PO ET DL A RRE LT,



V. BRICEd 5

2) HEFFEIC OV T
I T FERRER K OV AR AR BR OGS, ARIEDmE 2> & FHBRISTEN RS D, AFIOHELEHE (HEFFE)
Z20mg/H & Lz, 72, Mo CITHBIC L2 AEFRLORIERORBRRICAE TR, BEHEE
IZBWTHAAD 20mg/ A 51X, +0RBEMENH D Z LRI T,
PLEOFINER LMD RER I . AFOHEFF &I 20mg/ BT E L7z,

4. ABERUVHAZICEET 3R
A1) —48E 5mg - £ 10mg *+ & 20mg - OD #& 5mg - OD £ 10mg - OD £ 20mg
7. BERUVAZICEET 58
71 1 H 1[0 5mg 7> 6 O E 515, BHWEHORBLZMZ 5B THH DT, HFEECHETHZ &,
7.2 BEOEEERE (Z7 L7 F=27 U7 7 ZE : 30mL/min #Kiili) Do 5EEITIT, BEFOIRMEL B
RULANOHEEICKG L, #EFREF 1A 1R 10mg E 972528, [9.2.1, 16.6.1 &[]
7.3 ERFRUEFEE, FREOERO FTRET L L,
fiEER
7.0 WEES MERFRICOWTIR, [VI.QRZERUVAEDHRTERE - B 23Rz L,
7.2 AFNTBPMILOFEHAITH U | BHEREPME T T HRREITE U T, AHID tye DIER & AUC OIFRBGED H i
T3 9,
EEOBEERESE (7 L7 F =027 VT 7 AfH : 30mL/min Kif) AT 5 HREICIE, BEORELZ B
LARGEEICHRG L, #FREX 1A 1H 10mg & 752 &,
MVI10.(1)BHEEESEE 2R
7.3 AFNIHHEEROEET VYA~ —BERAEBE I H SN HEAI D70 IRIEIX, EEEFE . FiE%
DEBFTITHY Z &,

AR)—FKS420972%
7. AERURAEICEET 535
71 BB B TDERIA vy 7L LTOREIZROEBY TH D,

BRIy N A=
5mg 0.25¢g
10mg 0.5g
15mg 0.75g
20mg 1.0g
7.2 1 H 18 5mg (K#l0.25g) 26 OMEHE 1L, BWEHOBBEAMZ 2 HITH L DT, HFiEE Tl

BETHZ L,
7.3 EEOBEREREE
LN HIEEIC
7.4 ERFREEE . Fik
fi#Es -
7.2 WiHEES, MERFRICOVWTE, [V.SQBAZERVHAEDNRERE - BRI 2zHoz L,
7.3 AAFNTIBHHTLOKAITH VD | BHREDME T RIS U T, AFID tye DIER & AUC OEERDGED B
Tn5 9,
HEOBKREEE (7 L7 F=2 2 U7 7 AE  30mL/min K AT 5 EBEICIE, BEOREZBIE
L7eNBEEICE G L, HEFFREIT 1 B 10 10mg (KA1 0.5g) &352 &,
VI10.(1) Bl EERE SR
7.4 KRENIHEE R NEGET VYA ~—HERAERF ICEH SN LA 00, R, EREFE, FE%
DEHTTITH) Z &,

(ZVv7F=r27 U7 T2 : 30mL/min &) Db 5HHEEITIT. BEORELE
b L, #EFFEIX 1 H 10 10mg (KA 0.5g) L9524, [9.2.1, 16.6.1 &[]
EZOEHOTTRETDHZ L,
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i788%

(MEBERT—% /Ny 5 —3

BRERT—2 /Ny —

T (FHEER)

R ES e Wk | AR | &4
OB e | RERNE b 22 AR 5 g o | pro | o
A | ey m e | bmg $EK O 10mg FE 0 B4R MR R IE1301 O - O
EENIREEA 10mg § % U} 20mg 520D /M= R S 38R TE1602 ® — ®
R R 1
AA | BUF 23y | 55 1TAHRER (BalkR 0k 535R) 1E1801* O — O
HERABR
T IV NA =
—IRIERAE | T VY oA~ —TERAE R BT B R )
AA | 1o 505 5 3 | scmatmn [E2201 © oo
Yy Re R
HA AR E BB IC B 1T B R EhRe R 1E1601 O — O
B —— NEMEERE - ——
stEr | O | gt L sk | IPRRRERS T B 1 C 01T D B HERRR MEM-PK-15 O - -
KO HA | BhiERER AARAKLR O A AN SIS (BT 2 s B
FaRE | e i [E1302 © ©
B | st BEOEBOME MEM-PK-01 O - -
24N K pH OO MRZ90001-9601 O - —
24N R~ VIR & D3RR HAE B MEM-PK-07 O — —
ANRMEERZ | ZT1a e zx® (FYRo 753 RIA MK
WAL | BRET L7236 | VS UIERRIEELA D) L OZEYFREAERR MEM-PK-05 O — —
R B *ENRRETE
s+ F R 3E & O 3EWFE B AE R 961201/Me.Me O — —
s+ 77 v ARG & Oy EERRE | MRZ90001-0519/1 O — —
S TT 7 Y b DY A AE AR 11653A O — —
HA | FExt HRaER ATHASE AR (BERARER) 1E2901* — @) (OL)
5 AR 75 ¥ R %t
MB | pok | CES M | S R (R ERR) [E2101% — | o | o
H A AR (REERFER) 1E3501* — O (@L)
arin i . AL [{E c) E=R= =g
A \ :%?éiﬁtait% (8% - PEERT AD © HERE/MR MAS3301 _ o ob
iﬁ sk | CEE MR HUHRAR (ORI - #/€ AD ORGERIR | MRZ90001-9605* | o | ow
" SR B —HEEBRH
sk SEITFHRRBR (h % - & 5 AD OREFYER) | MEM-MD-02* - O o
sk SEITFIERBR (T4 - &5 AD O EEAYER) MEM-MD-01 - O o
A A R G (12101 S EHIN% Ok IE2101 _ o | ow
oot 5-ER) FEE IR
Eff;g A | B 5a | E 0 53 (MA3301 4 OMkEe 5 3050 MA3302 T o ow
MG (IE2901, 1E2101 FHEEMRIL N _ -~ "
HA M. TE2201 1% ORERER: 5 35) [E2301 ©
— . o
%%@ A | — B RaRER | —AXERRERBR (20mg HED RER IO KT IE3604 — — op
a) O: FT—=F Ny r—IEn -3k ¥R A 2 —T 3 — B E L TV R

b) 7— 5 G L TR G & Lok
C) 77/1/\‘//\/" —7;_@3;:&9315



V. BRICEd 5

(2)ERPRZEIEEER (IE1801)
BEERRCN B 32 B (A~ o F Mgl 24 B, 77 B R$ G 8 Bll) ZXIGL L, A~ F Rt oo Halkk
NEGICRBT 2 LZete, 77 eRedMETIHERIEICTRI LI, TORE, A~ FUERED 5
~40mg HE#E O GIZB W THEAMEICHEIE R <. £, BWEHORIRE R E2 BT 5 L. HREEREGT
DRI EIT 20mg & & 2 BT,

W) AFNOER SN HEROHET TEE, RAEAS T U ERES LT A 1R 5mg 22684 L, 1EMIC bmg T 28&E L.,
MERFEELTC1H 1 20mg 2 O#% 535, | ThD,

R AERIGIFEZRRE (IE2901)
HEEFE DN O B EE T VY oA ~ —BIERAE S 51 61 (10mg/ B BE 24 #, 20mg/ BB 27 6) 12X LT, A~
F U HERHE 1 ] 10mg i 20mg A HERFAE S L, 12 BEEPIR%RE N &E Lz & & 0FM R V2 eI
DWNT, PREBEHIICHET LT,
ZOFER, TEAEER (CIBIC plus-J, ADCS ADL-J %O SIB-J) K& OEIKEFHEEE (NPI, MMSE & O®
FAST) oW IZHE W TS 10mg/ HEE, 20mg/ AREChEFMICEL L TR, A~ T UEBEORME
DR STz, ZEMEICHOWTIE, 10mg/ H#E KO 20mg/ B REOWF G K ERIE S 72 25 EFRITRO 5
Y, ZAeRMICHEIZ VW EB X b,

) AFNOAGR S NI HELOHET TEE, RAEA~ T UERES LC1 H 1B 5mg 26861, 1 EMIC Smg 28R L,
HEFELLTL1H 1[E20mg 20545, | Tho,



V. 1BRICEEd HEH

(4)RREERIERER
1) BIERIEEER
O EEALHETRAEREHE (1E2101) 9
a. R E

H B | FEENOEET VYA < —REREERE ICX LT A~ U F U 1 B 10mg X%
20mg % 24 WFE ARG REOZRE Li- & EOFMEROLEMECOWT, 77 2R %2
& L7 T EERBEM BRI LV e LR R A2 E T D,

) G| FRURMF 2o TS SR E T VY A < — RGN R

» DSM-IV 7> NINCDS-ADRDA O 7 /L /A ~ —RIZBFIE O Wi A i 7= 3

- MMSE 2 =7 5 524 £ 14 5iLLF, 2> FAST 27— 6a LLE Ta UL F &ii72 9
* 50 Ll b

B 5 Bl $:31561 (F7BREE 108 B, A~ F U HEEEHE 10me B 107 41,
A= T YEEEE 20mg BE 100 1))

R FEA R BI5 - 314 6] (T BAREE 107 B, A~ F R 10mg BE 107 4,
A T U YEERE 20mg BE 100 f1)

LM AT R B3 - 315 6] (7T BREE 108 i, A~ F MR 10mg BE 107 41,
A~ o F U HGEREE 20mg BE 100 1))

- BROMEEYE  (PF)

SETHR HIS A 2 7 73 5 LA D AR DSM-IVIEEHED K 9 DR = Y — NIZAET 5K
PERBEIE N B B S 7 LY A~ — BB AVE LIS OFBEIE 2 A OF 5 3,
ZOM, FRERICEEE 5.2 5 AlREMEN & 2 BB CIRBR B LAl X X657 55 P02 Al 03 A 1
W LT L7 R

- HE | 77 8RR e U BIEAL B S RGaAER

THEHEMR T AU FUBEME I I ARE 1 3 1A 24 B, @8R IcKERAKS
L7, A~rF UHEFREREIE dmg/H LV BAAGE L. 1 HRIC 5mg T o &E L T\ &, HEF?
HAE% 10mg/H & 20mg/H ® 2 BEIZEEAEILT LT,

BREREBRSERVRBREDRES X

i Bz JH ER T 4 EAERFI
—4~0 | #1E | H2l | H3M | H4l | H5~24 M
A7 Y 4 7Z 'R 7Z 'R 7Z'R
AT
BN 30N 7R 5mg 10mg 10mg | 10mg 10mg
10mg #%
AT
BEoN L 30) 7T R 5mg 10mg 15mg | 20mg 20mg
20mg Ff

FEAE B | (D) EEAELE
+ SIB-J (GREMEEE DFEAM A &7 — )
+ ADCS ADL-J (H & AEIEEEDORHE A 77— 1)
(2)EIRFF-Am TE B
+ CIBIC plus-J (ZfEHIEGHRAER O FEAR A 27— 1)
« NPI (f78h- LELEIR OFEM A -7 — L)
- MMSE (fifi 5 i Fnire i 4r)
- FAST (H#ATREIED & FBHE O BIEE 2 31l § % A 7 —/L)

. BIIEOFAECIE, Wik, BEBIC DWW TIE. F O S TOIN & ik T — % L
L Cakli L 7=,

) AFNOERENZAEROHAET HEE., RAIEA~F UoEREEE LT 1 H 1E 5mg 5L, 1AM 5mg 3 o8
BL, ML LT H 1M 20mg 2R 0&545%, | ThD,
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bEEER

AT A F
7T R R Rt 2t
(n=107) 10mg #¥ 20mg B (n=314) p fif
(n=107) (n=100)
- Bk 31 (29.0%) | 35 (32.7%) | 26 (26.0%) 92 (29.3%) | 0.5678
o 76 (71.0%) | 72 (67.3%) | 74 (74.0%) | 222 (70.7%)
i (%) mean+SD 73.6+8.9 73.2+9.6 73.2+9.9 73.3+£9.4 0.9396
&HE (kg) mean+SD | 50.22+9.35 | 51.22+10.16 | 50.51*£8.77 | 50.65+9.44 | 0.7263
FRBERE (HFF) mean+ SD 9.8+3.2 10.3+2.7 9.9+2.8 10.0+£2.9 | 0.4412»
Hh A ] 1EE 99 (92.5%) | 97 (90.7%) | 93 (93.0%) | 289 (92.0%) | 0.8024
IRt ik 8 (7.5%) 10 (9.3%) 7 (7.0%) 25 (8.0%)
Z Dt 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%)
FIEFH (%) mean+SD 69.0+9.3 68.2+9.9 68.2+10.2 68.5+9.8 0.7940P
FIIE 2L 88 (82.2%) 92 (86.0%) 86 (86.0%) | 266 (84.7%) | 0.6822%
EoR)) 19 (17.8%) 15 (14.0%) 14 (14.0%) 48 (15.3%)
BEE 2L 33 (30.8%) | 33 (30.8%) | 37 (37.0%) | 103 (32.8%) | 0.5563%
koR)) 74 (69.2%) | 74 (69.2%) | 63 (63.0%) | 211 (67.2%)
A OHE 2L 27 (25.2%) 26 (24.3%) 22 (22.0%) 75 (23.9%) | 0.8553%
HY 80 (74.8%) | 81 (75.7%) | 78 (78.0%) | 239 (76.1%)
I 27 (25.2%) | 28 (26.2%) | 32 (32.0%) 87 (27.7%)
B PR Ipi 12 (11.2%) 7 (6.5%) 8 (8.0%) 27 (8.6%)
IEIME | 36 (33.6%) | 27 (25.2%) | 29 (29.0%) 92 (29.3%)
Z DA 67 (62.6%) | 67 (62.6%) | 68 (68.0%) |202 (64.3%)
ETh HIS D mean+SD 0.5+0.9 0.6+0.7 0.6+0.9 0.6+0.8 0.8771P
ATAREIE 2L 17 (15.9%) 13 (12.1%) 12 (12.0%) 42 (13.4%) 0.64249
HY 90 (84.1%) | 94 (87.9%) | 88 (88.0%) | 272 (86.6%)
KRR _RUVIERRIE | 7e L 62 (57.9%) 45 (42.1%) 49 (49.0%) | 156 (49.7%) | 0.06622
AR5 Y 45 (421%) | 62 (57.9%) |51 (51.0%) | 158 (50.3%)
ey F—ar | 2L 50 (46.7%) 54 (50.5%) 53 (53.0%) | 157 (50.0%) | 0.6612%
HY 57 (53.3%) | 53 (49.5%) | 47 (47.0%) | 157 (50.0%)
MMSE mean+SD | 10.42+2.91 9.79+3.28 | 10.09%+2.73 | 10.10£2.99 | 0.29932
FAST 2 mean+SD | 2.52+1.30 2.83+1.36 2.73+1.40 2.69+1.35 | 0.2371Y
SIB-J mean+SD | 72.57+17.84 | 69.06+17.77 | 71.78+17.89 | 71.12+17.84 | 0.3215P
a) x2HRE
b) — JELE 53 BT

7 1) HIS (Hachinski Ischemic Score, NF > Ax—EIlLA 2 7) 7 8 %282 5EA 1T ME HFREE %2 RIE,
¥ 2) FAST A7 — oW TClE, Fied B FAST A a7 |l z CEEHEITo T2,

|

=4, RAT—T 2
—Y6b:2, AT—V 6
Tc:8, A7 —T7d:9, A7 —V Te:

C.HMMEICEEY DERRAE
)EREIHREETE R 2 7 L EDHTR

SIB-J A =27 2 k&I

7o # 5241

WA S O I |

-3, A7 —V3:

-2, AT —V4:

BEE A~ T MR 1Ong$@F'Eﬁ IENTENWAREEMHO N, (*
X, ZORFRTOFN A o7 — 2 & L TaHE L7z, LIRS [FER)

-1, A7 —=Y5:0, A7 —V6a:1l, AT
3, AT —V6d: 4, AT —V6e:b, AT—VTa:6, AT =V Tb:7, AT —Y
10, A7 —v 7f: 11

BT, A~y F UHEBERHIHEOGMEZ R L7 (ANOVA : p=0.0034) ,
BWT AV F U 20mg B & 77 B ARRE, %7/7“/13’;ﬁ&i’520mg
BB - Rk, BRI

Z oW
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3.00
mnE
A 2.00
1.00
0.00
A
7 -1.00
ﬁ
it -2.00
=
-3.00
-4.00
v -5.00
Eie
-6.00
FTUF AR OmgdE (n)
FTFERIEmeE (n)
FoREE (n)

SIB-J a7 EILEDH#FH

mean=SE
— Wilcoxon &%
_ -..,.-‘ —
- |p=0042¢ T T | e=00082 - A %
.................. -.,_,~~ I
S S~ p=0002
...... ., e p=00217 p=0.0309 p=00051
4 T, -...“
......... "s,_
N *—e ;v F s B 00
O ==O AquFUAgHE 0mg/BE
1 OO TS5kl EE
T T T T T T T
0 4 8 12 16 20 24 =% i
B 5k GA)
107 101 97 92 107
100 96 89 83 100
107 104 95 85 107

iBEEFBETFMRAIT7ELLEDHR

Beh 24 1123517 5 ADCS ADL-Jd 2 a7 2 b&iX, A~ F U RO HERISHEITFRO 5T,
T, BRI E NG Lo i OfE R, 77 B R L A~ > F VR 20mg FEORBICA B ZITRD 5
Nigino7e (p=0.8975, Wilcoxon fRiE) ., EI-HRMKFFTIXA v F VR 20mg #-1.65 51, A~
v F UMEERE 10mg BE-1.59 Ji, 7 7 BEARE-1.64 5T, HEKISEITERD bivie oz,

1.00
wE
T 0.50
0.00
= —0.50
jun |
; -1.00
1k
= -1.50
-2.00
v -2.50
Eik
-3.00
RUFARE I (n)
FRUFUERIENmE (n)
FSEREE ()

ADCS ADL-J R a7 ZILEDHH

B mean+SE
ANOVA

4 eo—e suuiEtOngEE 0

Cr =-0 AuFiEEE ng/ B E
N Orasna @] jf"t’l \gi
T T T T T T T
0 4 8 12 16 20 24 R
5 %56 GA)

107 101 97 92 107

100 96 89 83 100

107 104 95 85 107



V. 1BRICET HIEH

iil) £ A% A ER PRIE R FTM D HERS

e 4 8% L0 24 WITHT T A~ o F U HEEEE 20mg #EIE. 77 B ARBER Y 10mg BEIC L~ #5716
THERS L7278 24 1% ST Hf&REAMRE O ik a9 AEIRFEAR  (CIBIC plus-d) (ZHELIGHEITRD il
7o o CGRHEAREL (-1, 0, 1 @xittfﬁﬁﬁ OC (observed case) fi## : p=0.1482, LOCF (last observation
carried forward) f#AT : p=0.2312) ., F7o, BN & L TITo o MR R 28 Uity GREZD
RET W) IZBWTUE HEGHER RS b L7z G lbfR%k (-1, =1, 2) DX E OC fi##T : p=0.0334,
LOCF ###7 : p=0.0331) ,

iv)iTE - DEBERKEHMEDOR 27 ELE

#5524 W% ICE T D NPL O 2 a7 B{L&EI2B\W T, OC fi#hr, LOCF fitro Wiz unT s AKX
JETEIXRR D BV Do 7253 G beAR %k (-1, 0, 1) O %t EEAR E OC f##T : p=0.4209, LOCF fi#4T : p=0.2963)
12 D2 a7 2L B AT BBOSTED RO BT G HARER (-1, 0, 1) DXfEuRRE OC f#HT : p=0.0487) .,

V)E SR ERER T EILE
Bt MMSE 2 20 7 2L RiE, A ~ > F LR 20mg BE—0.02 5., A ~ > F L HifsHi 10mg #£-0.70
M. 778 REE-0.92 5T, A~ F UEBRERIIHESMENED b,

MMSE R 37 £tE (51~ &EEF)

wE
TSR ARUFUERIE10meEE FRUFVIBHIEOmaRE
(n=107) (n=107) (n=100)
0
Z 1
7
%
- 1
=14 |
+ p=0.0466 |
p=0.0104 mean=*=SE
il Wilcoxon &3
Bl -



V. 1BRICEEd HEH

VIBEEFEMERITELLE
IA&EED FAST A =2 7 B L iT, A ~ > F e 20mg #F—0.31 &1, A ~ > F HEEeth 10mg ££—0.07
B, 7T REE0.13 ST, AT UBRBERIIH SN R b i,

FAST a7 %tE (R5ET~&KE)

_I 0 -
wE
4 TS5tuRE A FUEERIE 10mefE AT F UG EIE20meBE
(n=107) (n=107) (n=100)
05 7 p=00169 '
3
3 —1
7 0
it
5
05 A+
mean=+SE
v Wilcoxont® TE
Bt 40

dRe%
NEIEFAFIERE
A~ F R 10mg B CiE 32/107 i (29.9%) ICRIEH RO bivle, ERRIERITEERED 4
Bl (8.7%) ToHol=,
A~ F R 20mg BETIE 31/100 fil (31.0%) (CRIWEMREERD biviz, EBEERIXER 3
(3.0%) . BTHEE 34 (3.0%) . FHEMEDF W 3H] (3.0%) . LIR 34 (38.0%) TH-oT-,
77w REETIE 38/108 # (35.2%) (CRIVER SR8 bz, EeBWERIZMER 3 41 (2.8%) . (KEH
» 3l (2.8%) ThHoT-,

BIERAREE
e e A~ U F UYERR A~ o F UG
BIVE AL 10mg Eiﬁ& 20mg ﬁ@z
{aIE (%) GIE (%) %K (%)
HY 38 35.2 32 29.9 31 31.0
L 70 64.8 75 70.1 69 69.0
&t 108 107 100

Fisher D EHEERE (7T R vs A~ F VR 10mg B : p=0.4674. 77 2 REE vs A~ F UEIRE
20mg B : p=0.5576, A~ T YT 10mg BE vs A~ U F R 20mg £ : p=0.8809)



V. BRICEd 5

iS5 B R Kk VIR S EHIR O BI/E AR R

W O Fe 5B K OB SRR O BIE M ORHR, WS GG BN Z RO 5D TR
PEOEV ] KO TER (IZOWTORFHRIRZ TR T, A~ FUHEBIERORIEMNER R IR &, &
G L 2B O b oTe, £, FEEO W) KO TER] (2>WTH EIRFN S
2 WA B 358 0 D e o 7z,

HoAGE | R 51" %2 0+ %5 3 i % 438
(PT) 1 AfhaE | fFlkk (%) Bl (%) Bl (%) %L (%)
75K | 108 107 106 104
— 5mg/H 207 - - - — - -
Egﬁ%‘ 10mg/H - - 205 105 104
15mg/ F - - - - 99 - -
20mg/Fi - - - - - - 97
75t R 1 0.9 3 2.8 4 3.8 2 1.9
B 5mg/ H 3 1.4 - - - - - -
gggiﬁ 10mg/ F - - 3 15 1 1.0 1 1.0
15mg/ F - - - - 5 5.1 - -
20mg/Fi - - - - - - 1 1.0
75t R 0 0.0 0 0.0 0 0.0 0 0.0
. 5mg/H 2 1.0 - - - — — -
g?{% 10mg/Hl - - 1 05 0 0.0 0 0.0
15mg/ F - - - - 1 1.0 - -
20mg/ - - _ _ ~ B 0 0.0
75t R 0 0.0 0 0.0 0 0.0 0 0.0
5mg/ Fl 0 0.0 . - - - - -
GIEpL 10mg/ H - - 0 0.0 0 0.0 0 0.0
15mg/ F - - - - 1 1.0 - -
20mg/ _ _ _ _ ~ - 0 0.0

FH4 13 MedDRA/J ver.11.1 Z{# [
* 1A EE 2 BIE. A~ T UHERBE 10mg B & 20mg #EA 7 — L L7 &G
- RNET



V. 1BRICEEd HEH

i) 5 b3
TTRARRE, AT BB 10mg BE, A~ T U 20mg BEOF G IR K O IR A T
RIS,

‘5 dit g
. ~ T IR ~ T MR
77 0109 | (ST | somath (aetoo)
B (%) Bl (%) B (%)
ERNIR P 21 19.4 14 13.1 16 16.0
S lgiiiles
HEFRRIHE 15 13.9 6 5.6 8 8.0
Brah BEHEHE Ao 1 0.9 0 0
ARHEA B 2 1.9 1 0.9 0
IEHEH 2 1.9 3 2.8 1 1.0
Ek=%{E 2 1.9 3 2.8 5 5.0
P acach 0 2 1.9 1 1.0
Z DA, 2 1.9 2 1.9 1 1.0
kB 2SS B AER b B L TR
e.fEim

FEFHIHE A (B LT, SIB-J Tid 24 &AM THESUSHEDGRD Hiv, 77 BRI HA~ 20mg/E|
FENHEIZE > T 7223, ADCS ADL-J I28WTIE, 24 B% M CHERISME, I ONTREFIC 21T
D BN T, BIKEHEE B IZB LT, MMSE & FAST (28T, 24 %Al ©H & RSPENT
B, 77 B ARBECEE A 20mg/ H DA EIZE > T, —J5, CIBIC plus J TliX, 24 #& k&
FEAMG R 0D A5 0 B AR RE R FTAT N S SO ME IR D B AL o T Y| AR AL % 38 U 7 fifbT GRA 2R
EFTN) THEHHERISEREO bz, ZNLORRING, A~ F UEREEOHESE N &1L 20mg/H
ThdLEZLIE,

ZEMEIZEWTIE, AFEFZLORIERRBIRIT 3 HMIZETREO DN ehoTo, £/o, HERAESR
LROEEZBENERREEE, WGP IICE > oA EFREERIL, FERIC 3 FHFICEITERO b
o,

) AFIOAR S - HEL ORI D@, RAICIEA~YFUEREE LT1 H 1 5mg 7 5RE L, 1EMIC 5mg T
HEL, #FEL L TC1H 1H20meg ZRAKETS, | Tho,



V. BRICEd 5

@ ERNEMAERE (IE3501) »
a. R E

H B | DD EET VYA~ —BRERAIE R 15 LT A~ T VIR 20mg 2 1 H 114
24 EEHARBEORG Lz L EofagatticonT, 778 R axifE Lz —HEREEM
PEBSERBRIC K 0 GET 5, F72, BRMEIZOVTHRETT 5,

*f G| PR &M= EENDEET VY A ~ —TIRAE B

- DSM-IV7%>> NINCDS-ADRDA O 7 /L7 /A~ —TRIZBENGE O 2 1 HUE %35 7= 3

« MMSE 227 5 &L E 14 SLULF, 22 FAST 27— 6a LA b 7a LLF 24729
« 50 i LL 1

w5 0 B 4326 (A~ TF U EERERE 221 i, T BAREE 211 f)
FZNEFRAT K515 - 426 5] (A~ F U HEEEERE 218 5], 7T B ARRE 208 i)
LEEVERRAT RSB EL 432 5] (A~ F U HEERERE 221 B, 77 B AREE 211 f1)

- BROMEEHE (Py)

WETHHIS 2 2 7 73 5 500 EOBEEL DSM-IVEHED K ) i = Y — FICEET 51K
MEREEN BN D BE 72 &, TV ong = —TIZMIEUN OFBIIE % &6 2 B,
ZOM, BRI EL 5 2 D AlREMEN 2 BECTRBR BT E AT XA 5R 20 H8 [ fifi 23 A~ ji
WL L7 R,

Hik-H&E | 77 RERE L EEL L —E kbR

THERFCTAS U FUEBE I TR 2 1 B 1[0 24 #8E., PIA%ICKERDES
LTce A~ o F UHIERE 5me/H XV Bl4s L, 1EMIZ bmg 7O & L TV &, 20mg/
HAa#ERHEE Lz,

BERLBREERVAREORES

by Blez FH S 1) EHERF ]
-4~0H | H1HE %20 553 40 | 5 5~24 18
TIeREE | TR 7Z 'R 7R
A TF v o o e
s A N 5mg 10mg 15mg 20mg 20mg

REARIE B | - SIB-J (GRAMEREDREAM A &7 — L)
* Modified CIBIC plus-J (%A ARIER DR A 47— 1)
[ FAZRJE] Behave-AD (178 « LEUEIR 2 FHM 425 A - —/L)
FAST (H#AISEIED & FBAVE O BEIEE % 74+ 5 2 77 —)L)
MENFIS FEAEVE D HFEEE R % -l 95 A 7 —/L)

B, HEREOFMCIZ, Pk, B OW T, O E TOFEMEZRET —& &
L Cakli L 7=,




V. 1BRICEEd HEH

b.BEER
- . A TF -
7(Z:§£f$ SRR R (njz o p i
(n=218)
PR Bk 73 (35.1%) 79 (36.2%) | 152 (35.7%) | 0.8400?
ik 135 (64.9%) | 139 (63.8%) | 274 (64.3%)
Filn k) mean=+SD 74.9+8.4 74.4+8.5 74.6+8.4 0.4793v
wE (kg) mean+SD 50.06+9.67 50.57+9.71 50.32+9.68 | 0.5842P
LB IE 7L 1 (0.5%) 0 (0.0%) 1 (0.2%) 0.0623¢
BHHERE 86 (41.5%) | 117 (53.9%) | 203 (47.9%)
B AR R 92 (44.4%) 77 (35.5%) | 169 (39.9%)
REFHEFEREE 28 (13.5%) 23 (10.6%) 51 (12.0%)
il 1% 205 (98.6%) | 210 (96.3%) | 415 (97.4%) | 0.2219»
IR 7 & 3 (1.4%) 8 (3.7%) 11 (2.6%)
FEIEFE# (%) mean=+SD 70.4+8.8 70.0+8.9 70.2+8.9 0.6502b)
FIGIE 7L 181 (87.0%) | 181 (83.0%) | 362 (85.0%) | 0.27902
HY 27 (13.0%) 37 (17.0%) 64 (15.0%)
BEAT: JRE 7L 61 (29.3%) 64 (29.4%) | 125 (29.3%) | 1.0000
HY 147 (70.7%) | 154 (70.6%) | 301 (70.7%)
A OHE 7L 11 (5.3%) 15 (6.9%) 26 (6.1%) 0.54762)
HY 197 (94.7%) | 203 (93.1%) | 400 (93.9%)
WEThR HIS # 1 mean=+SD 0.7+0.8 0.6+0.7 0.6+0.8 0.1173b
GURER S 72 L 12 (5.8%) 9 (4.1%) 21 (4.9%) 0.50532
HY 196 (94.2%) | 209 (95.9%) | 405 (95.1%)
RSOV | 72 L 67 (32.2%) 72 (33.0%) | 139 (32.6%) | 0.91772
AT b 141 (67.8%) | 146 (67.0%) | 287 (67.4%)
UneUFT—ar | 2L 89 (42.8%) 98 (45.0%) | 187 (43.9%) | 0.6963
HY 119 (57.2%) | 120 (55.0%) | 239 (56.1%)
MMSE mean+SD 9.63+2.95 10.09+3.04 9.86+3.00 | 0.1122Y
FAST %2 mean+SD 2.48+1.37 2.47+1.24 2.47%+1.30 | 0.9492b
SIB-J mean+SD 70.05+18.66 | 71.90+17.12 | 71.00+17.89 | 0.2875Y
a) Fisher O E#fERE
b) t & E
o) xZHRIE

7£ 1) HIS (Hachinski Ischemic Score, /NF L A¥—[EIllL A 2 7) 7 8% 2 55813 MEMERAE %2 RE,

£ 2) FAST 27 —VIZoW T, Fitd &80 FAST 2 a7 ICiHmAx CHEHE1To 72,
AT =T 1:—4, AT—V2:-3, AT7—V3:-2, A7F—V4:-1, A7—5:0
AT—TV6a:l, AT7T—T6b:2, AT7—T6c:3, AT7T—T6d:4, AT — 6e: b
AT—VTa:6, A7—VTb:7, A7 —VT7c:8, A7—V7d:9, A7— 7e:10, A7 —V 7f: 11




V. 1BRICET HIEH

c.HAMMEICET HERRIE

)RR R O 7 ELEDHR

e b 4 BB, A~y F BRI Y 7 B RO L CERBICEITA S Lz, T72bb, &
24 WHEHD T FERBEEL A~ v FUHBBIEREDO 2 a7 B EDFEIT 453 S THY | mEERICEE%E
DR LT (FEFTxE : 368 #il, p=0.0001, Wilcoxon H7E) , F7-i&IF* 1BV TEH SIBJ A=
T ORI, A~ T UHERREREN-0.42 . 7T B RBER-4.87 S TH Y WBEMICABEENED S
e (EATRS 424 5], p<0.0001, Wilcoxon &) . (FHflf @ drik, BB OWTIX, 20D
WA C ORI & e f& T — & & U CRlMl L7z, LABROIE & [

vy

SIB-J RO 7 EILEDH#H

e 400 -
o 100 mean=+SE
4 Wilcoxon #&5E
2.00
1.00
= 0.00 L
3 *
7 -1.00
%E 200 4 Y. p<0.0001
5 a0 4 . p=0.0001
-a00 4 .
-500 {  @—e ARLFUEEEH e %
v _ | Qe FSERE
g 000
—7.00 T T T T T T T
0 4 8 12 16 20 24 b diEd
&5 tkeFHE GE)
PUFAEREH () 218 212 199 193 218
FouRE N 208 200 187 175 206
%5 24 8%0SIB-JODRAaT7ELE
1 n 08N EDE LR TV b REDFE T
A= T MR 193 -0.65*£9.74 4.53
7T v REE 175 -5.18+11.66 —

E1D [24B8HZOM] — [0EOfE] (mean+SD)
H2) [(A~rFUEBERD 0 BNO OB {LBEOTEHME] — [T 2R ED 0 @BLHD
It B D il ]



V. 1BRICEEd HEH

i RAIEREE A R 2 7 EiL &
SO SIB-J M A = 7 ZALROTERE, AT, HEMREN R OSHEOFEIB T, AvrFr
HERHERES 5 KB A L ORI DL,

SIB-J FBEAM AT EILLE

mean+SE

HRMEEER Wilcoxoni® IE

W AT ERER (n=218)
EE O] F5tta (n=208)

Lk

B ] £=0.0004

pge j p=0.0002
AR | p=00003

ey :I p=00016

354
BRI~DER
I
v

AATEELE=

&l
&=
F 3
v
B
i

(ENFMAERRER D SIB-J THE AT D b A7 ik O i)

K1 VER : MTEGEIDH, WO, T HEIPE TR

K2 EAT : GERBIBLO RN TT RO O TT TREA:

X3 RZEMAES) BB, AOKHE] EEHE KOO KA THHl

X4 SREAETEELS, B, CEEG, SFEEE. WRMRR O A RSEER L 24 HA CHAL



. IBPRICBId DI

iii) £ A% A B PRAE AK 3Tl D HEF2

b5 24 1% O Modified CIBIC plus-J OFHliiL, A~ v F U HWEERNL Y 7 €A A ERlo 7223, i
M DT 0.11 THY . AEEITRD LN o 7= FRNT5: - 367 #il, p=0.3189, Mantel /&) .
BAKREDOFMECH . A~ T U HEERIERE 4.48, 778 REE4.65 THV, A~ FUEMEIIT 7
AiEE RS20, AEETRD LR o7 (T x5 : 425 f5], p=0.1083, Mantel I &) .

Modified CIBIC plus-J 5T D #2 FF 8 H#EFS
3.40

Wz mean=+SE
360 Mantel #&5E
380 4 0 ;7 FERIEH
CreeeD FS5tREE
4.00
% 420 -
440 §
460 {)
v 480 -
2k
5.00 I T I I I I T
0 4 8 12 16 20 24 iee i
%5 ke GED
ITFEREH (n) 212 200 190 217
FoEREEM) 202 190 177 208
%5 24 ##% 0 Modified CIBIC plus-J
BB n 24 #1% (mean+SD) EEMEDFE P
A~ F R R 190 4.47+1.07 -0.11
7T R 177 4.58+1.01

) (A~ F U ARRIERO 24 B OVIIE] - [777 B ARED 24 % OF-HE]

VITE) - DIBERFHMER 27 EL=EDHHE
&HEEED Behave-AD 2 a2 78L&, A~ F U HEBRER-025 8. 77 REE091 AT, A~ F
VIRFRERET T T AR LE B ENED i,

Behave-AD X O 7 L {LED T

_IA5 —
wE mean=+SE
Wilcoxon &5
-10
-0.5
AP :
z 00 ¢F£°— o J
& T ..................... p=00302
- e L P
05 A T
10 - —® AU F USRS %
OO FS50RE
Zik
1.5 T T T T T T T
0 4 8 12 16 20 24 e dic]
&5 &R GE)
PUFEREH(N) 218 212 200 190 217
FotREE(n) 208 202 190 177 208



V. 18RICEEd 5 EHA

V){TE - DEEREE@EEN R 7 ELE
A& D Behave-AD IR A =2 7 2L EOITEIREE R OB IZBW T, A~ F UERIERHIT T
BARBECX L CTHERBRENRBD LN,

Behave-AD {8 A R 2 7 EiLE

mean=SE
=REs Wilcoxoni® iE

W AT RBER (=217
Al [] 75+ g (n=208)

—
R F] p=0.0308

[EE—

g ] p=00072
'_
BRUXLEE {
REEE
AR R UM
T T 1 T 1
06 0.4 02 0 02 0.4
Bt « > %

AATELE

(EWNFEMAHRER D Behave-AD TH E TR0 b AL SO fERL)
K1 ATENETE - PR, 2R 22ATE) R R IE ) 2 TE) TR
K2 HUBEME C BE | BRSO TR



V. 1BRICEId 5 EHHA

Vi)TE) - DIEEREHE O K EM R 2 7 R DRBFER A EIC & 5 BRI

B #&HF D Behave-AD IR 1T 2 WBEIED A 27 T, BEHBMGERTIEIRDS A B IR VWERNIZRBW T, A

~ U F UHREREREL T T B AR L TR RIDIER O R BLINH 2D b,

Behave-AD WE M X a7 DE IR

(%) p=0.0004 XIE (%) p= 01771 XARE
[ I |
100 — 3 100 — B
G 5 &) 2l
(334 (B
80 80 -
&
(27
_ | EN
o0 80 (318))
TE
10 (13041 % 10
(9448
wE
(3841 W
20 20 7 (3361
ARFASREIE Phracot:d ARUFUISERER ISt E
{n=144) (n=127) (n=173) {n=281)
WS HEERF ERGL S ERHY

VilBEEFIER AT EILEDHR

HERFD FAST X a7 8L &IT, A~ F UHERRERE 0.10 5. 77 AR 028 CTHY ., A~ F

VIBRRIERRIL T T B AR AR BE o 7oy, AEEITRRO b o T,

FAST RaT7Z{t=DHH®
-1.5
wE mean=+SE
A o Wilcoxon #&%E
O—@ 7L FUERIER
2 05 7 Omeee) F5 bR
7
;H
7 0.0 @ T T PR
= G e g
2
05 -
1.0
v
Bt
15 T T T T T T T
0 4 8 12 16 20 24 e dic]
5 ke GE)
PUFEREH(N) 218 212 200 190 217
FotREE ;) 207 201 189 176 207



V. 1BRICEEd HEH

Vi) RZFER R 3 T EILEDHTE

B#&iF D MENFIS 2 2 7 B b &L, A~ F U ERIER 3.08 8, 77 BREE3.82 5 THY, A~vr

FURBIERII T TR LY LR, BAEEIIRDO LN o7,

MENFIS R a7 Z{LEDHH

wE
T, _
....... mean=+SE
"""" Wilcoxon &5
9 I
Z 0 T &—® v FUERIEE
z T CreeeD F5trtias
i 2.,
it oy
I T
S
4
v
21k
3 T T T T T T T
] 4 8 12 16 20 24 g i
%5 ke GE)
IUFEREH( 218 212 200 190 217
TSR () 208 202 190 176 208
d&2t
DEIMERFERE

A T HERRERETIE 63/221 ] (28.5%) IZRIEM 23R & iviz, FEAREWEILGER 7 41 (3.2%) .
MmE BS54 (2.3%) . @IME 4 6] (1.8%) | M7 LT FrRARFEF =B, 7LV A ~—
BIEBIES 3 B (1.4%) Thoiz, 77 BAREETIT 49/211 1 (23.2%) ICRIEAREO bz, ik
AERNEEERL, M7 Al VAR T 7 2 —8HIN, TV ~—BIEREES 5 B (2.4%) . v — 7

IWEINNT AT =T —EHN3F (1.4%) THot-,

S RRER
7SR A F AR R
I /E i o
. il (%) il (%) p i
HY 49 23.2 63 28.5 0.2280
2L 162 76.8 158 71.5
3t 211 221

a) Fisher OB e RE



V. BRICEd 5

iE DR 5 E R Kk MR SRR DRI ARE R
W O A~ o F R G- 8 K O G- 50 O B O F8 B3R I ONT#-5-BRAG R 12 bLige ) £ <
O BID FREMED F ) 2OV TR L7 R &R,

FEHOKREERNRUVERSHHMNDEMERAFERE

FARGE e 5 %1 ¥ 2H %3 %4
(PT) 1 HEG5E | fFl%k (%) Bi%k (%) %L (%) Bi%k (%)
IR 211 210 209 206
ek 150mg/ A 221 - - — - - -
Bk mg/H — — 221 — - - -
15mg/ H - - - - 220 - -
20mg/ H - - - - - - 217
IR 4 1.9 0 0 1 0.5 7 3.4
T I YV R B I
15mg/ H - - - - 9 4.1 - -
20mg/ H - - - - - - 9 4.1
PAZA N 0 0.0 0 0.0 0 0.0 0 0.0
R 5mg/H 1 0.5 — — — — — —
Mok 10mg/ H - - 0 0.0 — — — —
15mg/H — — — — 1 0.5 — —
20mg/ H - - - - - - 0 0.0
HH4 13X MedDRA/J ver.11.1 Z /&
— MY
i) 5tz
TR, AU FUEBERO P IERE L O IR B 2 TRLICRT,
7T B REE A T U YARRYERE
(n=211) (n=221) p fiEi &
S (%) (ks (%)
el I P 33 15.6 29 13.1 0.4940
- E
HEFEGREL 13 6.2 14 6.3
ko L 17 8.1 14 6.3
G = 3 1.4 2 0.9
fiaR A = 1 0.5 0
HHEIARSE 1 0.5 1 0.5
Z DA, 2 0.9 3 1.4
a) Fisher OH#HERIE ik PR ANE RS A D S A L TR
e f&im

BHMEIZES L T, SIB-J Tidfth 24 HEO R a7 B &ICEBWT, I BREHIHL L XA~ T VIHERRE
FERERITEN, A~ F UEMRE ORISR E ﬂ'ﬁéﬁfﬁ PEDMERS S U7, — 7. Modified CIBIC
plus-J D5 24 B OEMRPIEEFRIEIRFHMEIZIB W T, ABEITRD NG oT2, LIZN-T, 2O0
FEFMEE OFER PO T A~ F g i’t"O)mf_77/1///vl’ ‘?“—@EA}S)’EDE&Z%TT}Z)ﬁ?ﬁ‘fﬁi@i‘ﬁ?ﬂi%i
E 570 o 72, Modified CIBIC plus-J ® FAL R EE T, Behave-AD Tid, #5 24 HEZ DA 27 Bl &I
BWTA U FUEREREN 77 AL LEY | LOCF f#tr ClidAEENR D b,

LEMEICB L CiE, AHFFELREHE, ERDAFFRBIE, PILICE > TG HEFLEIERORIEH 3
BEROWT BN TYH, WEERICZTRD Do T, £, EEZREIWERHRILE L O o f %
FHORBIRIIHECB W CRIBREORIE TH -7,



V. 1BRICEEd HEH

QHEMMHAER (BHNT—% : XE)

(MRZ 90001-9605) ©

a lBREME
H B | PR D @Y Y A = —RIEREE B 2 X G A BRI R AT (CIBIC-plus)
& B ARENE (ADCS-ADL1y) Z7MIIEHE & LT X '7/9"/%7@4&’5 20mg (10mg/[HE], 1
A 2 [EE) O7 7RI 2882 RGET 5, 7o, BRI ORENEIZ SN TR
Diﬁa—éo
*f G | TRLORMETTTHREEN D RET VY A ~ —BIERHE B
« DSM-1V7>> NINCDS-ADRDA»D 7 )V oA = —RIEBHE D2 W Fe e 23 723
*!National institute of neurological and communicative disorders and stroke-Alzheimer’s disease and
related disorders association (FENZAFRRIE IR - AR EEREEAFTEIT R OMEA /7 L A ~— PR 8 - BRI )
« MMSE 2278 3 sl E 14 LU F, 7> GDS A7 —U N 5 ik 6, FAST A7 —
7S 6a DL &9
« 50 ELL
5 H 2520 (AT U ERIERE 126 1. 77T BAREE 126 §1)
BRMERET R G8K - 252 ] (R~ o F U HERRERE 126 (5, 77 B AREE 126 f)
LRV R G - 252 B (R~ v F IR 126 (5, 77 B AREE 126 1)
- BRAMEE ()
ETH HIS 2 227 23 5 5L LD HRE L DSM-IVEHED K H SfFT v Y — RICAET 51K
ﬁuﬂﬁ#&bﬂé$%@k Tw/ﬂ4?~ﬂﬁﬂfu%®mﬂﬁ%Aﬁﬁé$%
oM, FERITHE L 5 2 5 ATRetEN & 5 BECIRRE(EEM SUTIRBR HIER AR
ER 1] APy T
HE-HE | 77 8RR E2xR e U BIEL(L —H 5 MR
THEM FTA~Y U FUEMBEN LT 7 B REEAZ UL oMk - FET 28 WM. ER
(NES 22 DY
BERLIEEERVAREDRES X
CHE I
B HRE bl %1 5 2 1 % 33 % 4~28 i
Ll 7I R
77 AR
Ly ok
ATy | HIREE 5mg 10mg 10mg 10mg
SRERIRE | R 7R 7R 5mg 10mg
REAGIE B | (DFEEFEER
« CIBIC-plus (%A ARIE IR O FEAM)
- ADCS-ADLi1y (H ®AEIFEMEDOREAM A & — L)
(2RI FHATE H
- SIB (GGRENBERE DO FEAM A &7 — )
- MMSE (f#i 5 R8stk ref &)
- FAST (H % AETSEIED & FHEE O HiEE 2 3+ 25 2 7 —u)
- GDS (wuiﬂ*& *%%ﬁgo)*ﬂiﬁ@nq:ﬁﬂxb‘“—ﬂ/)
- NPI (78} - LEER A2 RS 5 A 7 —1)
2B, KARFFOFE T, ik, BEFIC OV TR, EORS CORMEE KT — % &
L Cafil L7z,
o AIZEB T AARAOER SN ERORAET HEE, RAZEA~Y U FUERBEE LT 1 H 1E 5mg 22684A L, 1HEMIC
Smg TOMEL, MFEEL LT1H 1H 20mg 2R A#K5T 25, | THD,




V. 1BRICET HIEH

bEEES
TITRREE, A~ U F UEBERETENEN 63%. 72%% N b7, EWEERITZNFh 76.33 .
75.94 % T o7,

NR—=RF A EED WA A 6 A7 v F R R
BEE (n=126) (n=126)
A fin mean = SD 76.33*=17.76 75.94+8.40
P51
ik mean 47 (37%) 35 (28%)
ik 79 (63%) 91 (72%)
ETH HIS Y | mean+SD 0.57+0.79 0.48+0.72
MMSE mean 8.05 7.72
FAST #2 mean 2.83 2.79
SIB mean 68.33 65.86

7£ 1) HIS (Hachinski Ischemic Score, NF > AX—[EIlLA 2 7) 7 8% B2 55813 M EMERAE %2 RIE,
£ 2) FAST 27 —VIZoW T, Fitd &80 FAST R a7 ICiHmAEx CHEHE1T 572,

AT—=V1:=4, AT—V2:-3, AT7—V3:-2,  A7—V4:-1, A7—V5:0

AT—T6a:l, AT7T—T6b:2, AT7—V6c:3, AT7T—T6d:4, AT — 6e: b

ATF—VTa:6, AT—VTb:7. A7—VT7c:8, AT7—U7d:9, A7 —V T7e:10, AT —V 7f: 11

c.EMMICET HERKRAE
i) A% A G PRAE AKETM D HEF2
5. 28 JHt% D CIBIC-plus OaFlilL, A~ > F UHEERIERE 4.38, 77 AR 4.7T4 THH, A~ F v
WREERE LT 7 B ARREICKR LABZEDRO b, IR 13, A~ o F o HIRIERE 4.48, 77 B ARHE
473 TH Y A~ F UL T 7 2R #E % LRl TN A EEITFRD v o 7o (FEf&RE: ik,
BRIEBNZDWTIL, Z ORI CORMEZ kT — % & L CaMii L7z, BIREOIE S [FER)

CIBIC-plus 5Ffii DHEF

hE
A
400 mean=+SE
410 — Wilcoxon &%
420 —
430
2 4.40
= 4
i 450
460
470 - %
480 1 e—e AvuFlEEIER
v 490 4 OO FS5uE
Eik
5.00 T T T T T T
12 16 20 24 28 ALHF
BEEESH GE)
FFUERER(n) 107 97 126
TR 105 84 126



V. 18RICEEd 5 EHA

iEEETEEIMRAITELEDHTE

$ 5. 28 1% D ADCS-ADLig 2 2 7 b EIT A ~ o F LB E-2.49 /5. 7T BREE-5.86 5T, A
~ U F UHEBREREL T T B AR KR LA BICHEIT 206 Lo, R EFICB N TH A~ F U
B-3.02 /5. 77 B AREE-5.08 HTHEENRD b,

o 1.00

t 0.00
-1.00

A -2.00

o |

7

7= -3.00

e

= -4.00
-5.00

v -6.00

Eik
-7.00

RUFUERER(n)

FStA g (n)

ADCS-ADL1gc ROA7ZELENHR

mean+=SE
Wilcoxon &5
p=00026 }me
o—e ivLFUmmEERE 0 e, %
7T OO FoumE
| I I I I I T T
0 4 8 12 16 20 24 28 i
5 &M GE)
126 119 107 97 126
126 17 106 84 126

i FRANAEETE R O 7 L EDHR

Beh 12 LD SIB A 2 7 ZB{LEIZBW T, A~ v F VHEFIERAE T 7 2 R RHCR LA BICHEI T2
L7z, #4528 BHIX, A~ F U HBRER-4.46 /5. 77 BARHE-10.16 5T, REKRFICBWTH,
A F U IRRRERE-3.93 /5, 7T B AREE-9.84 S THBEENED bz,

h¥E 400
F Y
2.00
0.00
2 -2.00
3
* -4.00
ft
2 -6.00
-8.00
v -1000
=ik
-12.00
FUFUEBER ()
FSEREN)

SIB Ra7ELEDHK

mean=+SE
7 Wilcoxon &%
M
......... ?. T
1 p=00003 i
T e p=ttpig | °=00
@ AL FUERIEH
T O TSR )
I T I I T I I T
0 4 8 12 16 20 24 28 b5 31
H5 kA GE)
126 119 107 96 126
126 117 106 83 126



V. BRICEd 5

iv)Z DD EIRMFHEREBE DX 27 ELE

MMSE G8ntnae

776

ZTOMDEIRFMEE DR AT EILEDIHET

. FAST (A®AEFEIE) . GDS GBEMKAE - BEREOTRE) | NPI (ITH) - LELE
W) ATHOWTEHIE L7z, #5 28 %K OEfERED 2 a7 (L &ICHB W T, FAST THEZENRD b

- 7T R A= T YRR
AT, IR T a)
AR A (n=126) (n=126) p A
N n=82 n=97
VIMSE % o7 28 it ~0.94+3.09 ~0.57+2.61 0.676
pa
s n=126 n=126 0.199
S ~1.14+3.00 ~0.52+2.38 .
N_ n=84 n=97
FAST 28 it 0.51+1.38 0.10+1.24 0.007
g n=126 n=126 0.020
FRCSTE 0.52+1.35 0.20+1.22 .
N n=84 n=97
s 28 il 0.19+0.48 0.08+0.49 0.162
g n=126 n=126 0.124
S 0.19+0.47 0.10+0.46 .
‘ =84 n=97
28 M . 0.598
2.89+16.13 0.09+15.92
NPI (i 3Hi)
" ks n=126 n=126 0.571
HAS 3.63+15.62 0.44+15.38 .
N n=76 n=90
NPL sttt 28 1t ~1.13+8.58 1.698.10 0.020
Il -
" . n=126 n=126 0.116
S 0.00+8.33 0.52+8.03 .

mean=*=SD

a) Wilcoxon 1 &




V. 1BRICEEd HEH

d&et
DEIMERARIEE
T EAREED 38 4] (30%) . A~ T UHEEEEREO 38 61 (30%) ICERWEHARRD N, HbE<
WESNTZEWERIZEREE I CTh o7 (T T BREE 183%., A~ o F U HEBRIER 8%) .

7T AREE A~ T YRR RE
BI|VEFH o fidE (n=126) (n=126)
{lE~ (%) {lE~ (%)
I FH 8 B 5 38 30 38 30
R 1 1 4 3
9 57 0 3 2
FRX K ONRR o ek Fa e 8 6 9 7
iR AR 3 2 1 1
AT 1 1 3 2
PRk 3 2 0
FEMED 1 1 3 2
H b 5 4 5 4
T 5 4 2 2
M - 0 4 3
Kt E 23 18 21 17
el 16 13 10 8
BHEL 3 2 3 2
=8 3 2 0
ARHRE 3 2 5 4
L5 2 2 4 3
B 1 1 3 2
iERRREBESLED

BRR R AN — 2 T A VIRFITITIEFE RPN Th o 7223 & TIRICITEF #H 2 S M T BB %
BB £ & O T BRI AR L8 2 £ITRT

— ) 75w REE _ ) )‘vyfyﬁﬁz@iﬁﬁi#

%k {159 = %k {158 =

~NESmE Y 116 7 (6) 0 120 3 (2) 0
~< 7 U b 118 6 (5) 0 121 2 (2) 2 (2)
AR ER 116 8 (7) 0 115 5 (4) 0
EHIER 123 3 (2) 1 (1) 123 2 (2) 1 (1)
JLVTF= 122 0 3 (2) 122 0 2 (2)
BUN (RF=EF) 108 0 13 (12) 117 0 10 (9)
T a— R 124 4 (3) 3 (2 124 2 (2) 3 (2
AST (SGOT) 124 0 3 (2 124 0 3 (2
ALT (SGPT) 123 0 3 (2 121 0 3 (2
y -GTP 122 0 2 (2) 122 0 6 (5)
TNAHYVRAT 75 —F 109 0 4 (4) 111 0 10 (9)
weyre s 124 0 1 (1) 125 1 (1) 4 (3)

K EREEO TE LY IRV~ S nE
w o EREHO BRI bEmuwI A e



V. BRICEd 5

iii) 1% 5 b 38
7T RRRE, AV T UHERERE O B G IER RO IR R & PRI,

#Eqt &
772 AR (n=126) A~ o F HEREERE (n=126)
Bl (%) Bl (%)
RN 42 33 29 23
Hr Ik ER
BEFRLEE 22 17 13 10
SETC 4 3 1 1
[Eh=xii{E 14 11 12 10
7 ka3 — LR 3 2
riE DER 0
BIAAHE 3
Z DAl 12 10 4 3
B 2SS E B AER b B L C AR
e.fEm

ADCS-ADL1g % (N FAST Tl L 7= A & AE7EEh/E, CIBIC-plus Tal L 72 %A EGFEIER A (OC fi#HT) |
KO SIB TRl L 7238 AR RE IS U TRERH PRV A B 22080 L, PEENSEEDT LY g ~—8Y
PEMEBE (ST A~ o F UEBBE OAEDRRGE ST, A~ v F VB 2 PN D EED T LY
A~ —BEMERE IR G L & & et LoMEITRO b T, BEFRARMENRRD i,

) AIRCBIT DARNOFKGR SN HEROCHEIT HEE., RAKEA~FUEREES LT1H 1 5mg 226056 L, 1HEMIC
bmg T OB L, MEFFREL L TC1H 1\ 20mg 2RAKE5T5, | THbH,

@FRRRUIIEEIE L DHARR WMEAT—4% : KE) (MEM-MD-02) 7.9

a. R E

H By | KRRV ORI Z 21T T D FEEN D @ EE T VY A ~ —BIEBHE B H & 5 5
WA~ F U EREE 20mg (10mg/[El, 1 H 21[8]) 25 L7z & & oLtk OFE Rz
WTC, IR ExRE L CHEBRTTT S,

*t G| FRRME 2t S E D S E T VY oA~ — TR IE R

- NINCDS-ADRDA D7 /LY A~ —FUZBENIE O 2 b H Y 235 7= 4

 MMSE 227 5 8LhE 14 ST 2729

s RRADVEERBIEOREEZ 6 » ALLEZ T TS

« 50 M LL b

B 5 Bl B 403 6 (A~ T U+ B RSV VIERRIEOFFRE 202 B, K%
A U)VIR AR BOREE 201 1)

HIWERAT RS %L < 395 Bl (A~ v F VIR + KR~V VEREEOFHRE 198 61, R>x
AUV AT BOREE 197 1)

LEVERRAT RSB+ 403 Bl (X~ > F UIERRYE + RO VIERRIEOFARE 202 6, RF%
AUVIE B BAEE 201 1)

- BRAMENE (PEh)

ETIHIS 2 27 8 4 Sl EOBES DSM-IVEECERE SN AZ UIEBE2 LD
SREEEZ AT HEBERYE . TAYNA ~—RERHSELSORIEZ AT 2 HBE L Fx
RUNGERIE X D IRFEZ BRI SUIRR T2 ARt o & 5 B,

ZFofh, HERIZERELE 5 2 A R[REMN & 2 B CIRERERT S R & W L 7= B,




V. 1BRICEEd HEH

L& | BIEAL —E e kb
K2R VEREE (5~10mg) DOIRFEZMkG L. “EHEMR F CTA~ > F UHRRE X7 7
TAREZLUTOME - AET24 M., RIERAOES LT,

BEREBREERVAREDRES

R
Rt P 5 f %1 %20 5% 3 5 4~24
LA [ 77N
Fi% 7R
R v F R+ & =l 5mg 5mg 10mg 10mg
R VAR O A Ft% 7T R 5mg 5mg 10mg

FEAEE E | (D) FEEHEEA
- SIB (GREIFKEEE DFEAM A 77— L)
- ADCS-ADLiy (B & AEFEEDO AR A 77— 1)
(2)ENRFF-Am TE B
+ CIBIC-plus (=G A E Kk O FFAH)
« NPI (17#) - DERAEAR 2 R- 55 A r— L)
- BGP S #ERIFETMY 7 A r— L 22T (NHEOLEEOHEN LB H 538
FEHE % S k)

B, RO I, ik, BLEFIZ OV T, FORS COME % RikT — X &
L Cakii L 7=,

) AIRCBIT DAFNOFKGR SN HEROCHEIT HEE., RAKIEAFUERBEE LT1H 1 5mg 226056 L, 1AM
bmg T OB L, MEFFREL L T1H 1[E 20mg 2RAKE5T5, | ThbH,

b.EEER
R~V A~ F R+
B R R~V BRYE DR FIRE
(n=201) (n=202)
PERI] Bk 67 (33.3%) 74 (36.6%)
et 134 (66.7%) 128 (63.4%)
i (%) mean=+SD 75.5+ 8.73 75.5+8.45
&HE (kg) mean*SD 66.4+ 14.12 70.7+14.31
R~ VIR GE) mean~+SD 128.63 = 70.27 125.65+64.85
RAARD IR G5 (mg) mean=+SD 9.49+ 1.88 9.25+1.79
R R~ VIERE DA O fFAE S Y | mean 197 (98.0%) 197 (97.5%)
MMSE mean =+ SD 10.2 + 2.98 9.9+3.13
SIB IE B2 197 198
mean~+SD 79.8 4 14.18 77.8+15.46
ADCS-ADLig JiE 4K 197 198
mean =+ SD 36.2 + 9.32 35.9+9.75
BGP D& A7 AT M SiE (715K 197 198
YT A= mean=SD 9.2+ 5.99 8.9+5.83




V. 1BRICET HIEH

C.HEMMEICET HERRBE
DERAIMEESTM R O 7 L EDHER
b 8 B LIKED SIB 2 a7 B L BICB W T, A~ F U+ R _UVIEREOF R K32

O IVHE R YT M

(2 LA BT 2 ) LTz,
G 24 RIT. A~ o TF URRRE + AR VHERREEOFEE 1.0 K.

T, B ICRBWT S A~ F U EBRE + XU VERRE O HRE 0.9 A,

2.5 WTHEENROD LN,

& UM L7, DRI [FfR)

4.00
wE
4 3.00
2.00
Z 1.00
|
7
pod 0.00
it
= -1.00
-2.00
v -300
=it
-4.00
ITUFUEBE+
FRADVERE
HE#HM
FAAD LR
BB (n)

SIB R a7 KILEDHF

R AR VIR BANRE-2.4 A
R~ U R B
(CBA&BE - ik BB DWW TIX, Z OB TORII 2 BT — #

LS mean=SE
ANCOVA
| ? .................. %?J p<0.001 <0001
0 ST FUEREHRARY VRS RE % C}
7 Q=0 PR LIERGIR B i EE
T T T T T T
0 4 8 12 18 24 =RE
FEZEFEGE)
198 197 190 185 181 171 198
197 194 180 169 164 153 196

LSmeans+SE: /N EFHEHIZHERE
ANCOVA: 2 TEE X B #T

EIFTHRF R SIBDAAT7ELE

1 n 0375 DAL E ED ELEDE )
A F M+ FRSOL N
Y O PR 198 0.9%0.67 3.4
R3S VIR B 196 —2.5+0.69 —

ED msFEmbe o] — [0EOfE] (B —sRFHfE+SE)
1E2) (A~ F U AERIERED 0 25 OELRO KRN " FHE] - [77 EARREO 08
16 DEALRD B/ ]



V. 1BRICEEd HEH

iIAEEFTEERITEILLEDHR
B 4 % LI D ADCS-ADLig A 2 7 Z{LEIZE N T, A~ F U + NSO VR Of A RE
13 R RSV IR BB 6 LA RIS HEA T A4 L7,
#5524 WWRIT A ~ o F IR + R R DOVIERBEOFARE-1.7 5. RSV R FOME-3.3 5,
BAEBFIZEB VT S A~ o F VIR + RSO VRO EE-2.0 s, KRS VIR HRE-3.4
RTCEEBEEPRD BN,

ADCS-ADL19 R a7 ZELEDHTFE

i 050

+
0.00
050 LS mean+=SE
' ANCOVA
-1.00

2

= -1.50

ﬁ

it -2.00

2 =0020
-250 P p=0028
-3.00 .

OO ATLFUEBEFAAY SIS AR

v -350 - OreensD RARD LIRSS & B

Eit
—4.00 T T T T T T

0 4 8 12 18 24 X edisd
"REHEMGE)

AUFUERET

FRRULERE 198 198 190 185 181 172 198

HERAEM

LSmeanstSE: fx/N_FFIE+ZEERE
ANCOVA: 2 STtEE £ 2B 4T

BIREFHRE 5D ADCS-ADL1 s DR a7 L E

P 50 n 0 M S DL i Y LR )
A v F IR R RSO
s ~2.0+0. _
HERRHE O FIBE 198 2.0£0.50 1.4
R R AU VI R BB 197 -3.4%0.51 —

D UnFEirE o] — [0EOfE] (/b 3 T7-H)fE+SE)
E2) (A~ F AERHRED 0 b 0L LR ORI "R FHE] — [ 2 RHEO 0
B DEALED e/ "SR fE]



V. 1BRICET HIEH

i) 2= A% B4 e PRAE K BT OD #E 75

15 24 #81% @ CIBIC-plus OFHAMIZISWN T, A~ F R + R~V VBB TS R~y

IR R HAREE X LA B

AT ZIH Uz, 5 24 %I A ~ 0 F VB + B RO U R OF

FRE 4.38, FRAAUVIERIE HANEE 4.64 T, REFIZEWNTH A~ F UVERBIE+ RRUVIERRE

ODFIIRE 4.41, FARDVEIRIGHINEE 4.66 THEENRD BT,

CIBIC-plus FFfii DHEF

340 —
B mean=+SE
+ 3.60 Cochran-Mantel Haenszel {27
3.80 —
4.00
ﬁi}
E" 420
il
440 —
460 — -
O—@ STUFURBEHEAAD LERIES AR §
M 480 7 O RRARDLIGEEE BB
Eit
5.00 T T T T T T
0 4 8 12 18 24 =3 s
S5 #ERGR)
FUFUERE
FARUNERE 197 190 182 180 172 198
B (n)
AT IERSE
BIREE () 194 181 170 164 152 196
=& S D CIBIC-plus
\ B AT A o -
B n (mean=SE) PRIE D7
A T U R R N
YT O PR 198 4.41+0.074 0.25
R VI AR HMRE 196 4.66+0.075 —

) A~ F AR O BT R O EE] — [7 T 2R RO BRI L 0> )]



V. 18RICEEd 5 EHA

v){TE) - DEERRITELE
A& NPI A a7 B{b&iT, A~ FUEmE+ NSO UERBEFAEE-0.1 S, FxX2LiEls
HEHREE 8.7 U C, ARENHED LI,

NPI Ra7EILE (RE5ET~REEF)

FAAUILIEERIG b FRVFUEBIE + AT VSIS H A H
(n=189} (n=193)

o W

10

,20 -

Bl B L

20 o

40 | LS mean=£SE
’ J p=0002 ANCOVA

5.0

V)BGP MM EEKFEFMY TR 7—ILXa7
AL D BGP (JMEIRAFEE) A a 7B L BICB W T, A~ F VIR + BRSO VR OB,
R A VIR EIREEIC X LT, ARENED bt

BGP N#KEERXQTELLE

p BB
I RS LRt Bt ARUFUEBE R RAD VRS (AR
(n=179) {n=185)
0
o
i 1A
*®
5
=4
9]
v l LS mean=*=SE
L
wx 4 —y ANCOVA
d&Z2H%
DEERFETRE

RAASDVIERE AT D 60 B (29.9%) | A~ F VR + R~V VIERREGFHEED 68 Hi
(33.7%) \ZRIEMIAGE®D HhTz,



IBFRICBEd 5 IHH

BERAREE
RARUN | v F Uik REARUN Ao F ok
SR + i +
HAEE | RO UERRE HAREE | R~V MERSE
(n=201) idiikes (n=201) PFFEE
(n=202) (n=202)
BI1E A& &5k 60 (29.9) | 68 (33.7) DEEE 4 (2.0) 1 (0.5)
HEHRERET 1 (0.5) 1 (0.5) TRIR 2 (1.0) 0 (0.0)
Bl 105 | 105 N 105 | 000
—RHEHET 16 (8.0) 17 (8.4) REERR 1 (0.5) 0 (0.0)
Lo 7 (3.5) 5 (2.5) AR 0 (0.0) 1 (0.5)
BE 2 (1.0) 2 (1.0) B - BERESE 2 (1.0) 0 (0.0)
AW PV 1 (0.5) 3 (1.5) % S 0 1 (0.5) 0 (0.0)
57 4 (2.0) 4 (2.0) AST (GOT) #/in 1 (0.5) 0 (0.0)
I i 4 (2.0) 4 (2.0) ALT (GPT) #8/n 1 (0.5) 0 (0.0)
A 2 (1.0) 2 (1.0) K# - XEEE 5 (2.5) 6 (3.0)
HEER 0 (0.0) 1 (0.5) ot 7K JE 0 (0.0) 2 (1.0)
Hidiina 0 (0.0) 1 (0.5) NEER% 2 (1.0) 0 (0.0)
N T 0 (0.0) 1 (0.5) (RN 0 (0.0) 3 (1.5)
DMEREE 1 (0.5) 3 (1.5) =30l NN i e 0 (0.0) 1 (0.5)
| g 105 | 315 NPN 1 (0.5) 1 (0.5)
FiX - REHBEREE |21 (10.4) | 26 (12.9) BUN #41 0 (0.0) 1 (0.5)
FRENE D F 13 (6.5) 12 (5.9) e A i 1 (0.5) 0 (0.0)
GIEVE 3 (1.5) 9 (4.5) {2 A I E 0 (0.0) 1 (0.5)
Pk 4 (2.0) 2 (1.0) F 8 1 (0.5) 0 (0.0)
AT 0 (0.0) 3 (1.5) HEERESE 3 (1.5) 4 (2.0)
HEE) 2R 1 (0.5) 0 (0.0) B & 0 (0.0) 2 (1.0)
EEEREIN T 0 (0.0) 1 (0.5) I 1 (0.5) 0 (0.0)
KAEIE 0 (0.0) 1 (0.5) PR 1 (0.5) 0 (0.0)
Jibd o 6 e 5 1 (0.5) 0 (0.0) ESJAPS 1 (0.5) 0 (0.0)
Je A 1 (0.5) 0 (0.0) REHfiE 0 (0.0) 1 (0.5)
o A B P 1 (0.5) 0 (0.0) e s 0 (0.0) 1 (0.5)
i B BE U E 0 (0.0) 1 (0.5) HEY 0 (0.0) 1 (0.5)
[l E 0 (0.0) 1 (0.5) | LBEMERES (kbh) | 0 (0.0) 1 (0.5)
BhalEE 15 (7.5) 15 (7.4) /iR - i - REES | 1 (0.5) 1 (0.5)
R 6 3.0 | 5 (25) EET 1 (05 | 1 (0.5
fo AR 3 (1.5) 0 (0.0) FRHES 29 (14.4) | 28 (13.9)
Mgk - 1 (0.5) 4 (2.0) Wit 13 (6.5) 8 (4.0)
{5 K 1 (0.5) 2 (1.0) BEELIR RE 1 (0.5) 8 (4.0)
fE 3R 1 (0.5) 2 (1.0) SRS 3 (1.5) 1 (0.5)
L 4 (2.0) 0 (0.0) G 4 (2.0) 5 (2.5)
F 4 AT T 1 (0.5) 2 (1.0) BHRAR 2 (1.0) 1 (0.5)
Wi T P 0 (0.0) 1 (0.5) Rz 4 (2.0) 0 (0.0)
il (BE) 1 (0.5) 1 (0.5) =48 4 (2.0) 2 (1.0)
PEEE R O &AL 0 (0.0) 1 (0.5) L5 1 (0.5) 1 (0.5)
BRIt 1 (0.5) 0 (0.0) AHRE 2 (1.0) 3 (1.5)
BB i E 0 (0.0) 1 (0.5) PRt 1 (0.5) 1 (0.5)
HibgE=Y 7E 0 (0.0) 1 (0.5) PN 2 (1.0) 1 (0.5)




V. 1BRICEEd HEH

BIfERAREE
RRARDN | Av v TR RRRD)Y | A F iR
R + R +
B | RO VIR BUOMBE | FR~UVEEE
(n=201) fERE (n=201) i R
(n=202) (n=202)
AR 0 (0.0) 1 (0.5) R 1 (0.5) 0 (0.0)
15 6 A2 TE 2 (1.0) 1 (0.5) Rl e 2% 1 (0.5) 0 (0.0)
B I 1 (0.5) 1 (0.5) ST 0 (0.0) 1 (0.5)
RS 0 (0.0) 1 (0.5) RiE - REEMEREE | 2 (1.0) 1 (0.5)
T IV NA = —E8 5| 0 (0.0) 1 (0.5) 95 0 (0.0) 1 (0.5)
A Btk 105 | 0 (0.0)
FRREE 1 (0.5) 0 (0.0) R 1 (0.5) 0 (0.0)
EXUG 0 (0.0 1 (0.5) BRBREE 4 (2.0) 7 (3.5)
S 1 (0.5) 0 (0.0) PR R Y 0 (0.0) 1 (0.5)
R 1 (0.5) 0 (0.0) R e 3 (1.5) 5 (2.5)
R 0 (0.0) 1 (0.5) R 1 (0.5) 1 (0.5)
FRMBKEE 0 (0.0) 3 (1.5) R HE L 0 (0.0) 1 (0.5)
#i 0 (0.0) 3 (1.5) mERE (DEUSY) | 0 (0.0) 1 (0.5)
HEREST (515 1 (0.5) 0 (0.0) TR ke MR R S 0 (0.0) 1 (0.5)
| e 105 | 000 BEEE 1 (0.5 | 0 (0.0
MRk RES 3 (1.5) 3 (1.5) s s 1 (0.5) 0 (0.0)
b RGE R YE 1 (0.5) 0 (0.0) ¥ (%)
I K 0 (0.0) 2 (1.0)
i) 5ok
R ROV ERE HAEE, A ~ o F U+ R R OVIEBRE OB O B G- kR R O IR 2 T
SR,
b= ol o
RAROVIERRIEHIEE | A~ T VIR + R RS0 VIERRE
(n=201) BHHREE (n=202)
Bil%x (%) Bil%x (%)
LR 51 25.4 30 14.9
Hr Ik ER
AEFRLIRE 25 12.4 15 7.4
RAAT 3 1.5 1 0.5
7a k3 —)LEK 5 2.5 1 0.5
Eh=xii{E 16 8.0 8 4.0
IBHIRRE 1 0.5
Z DAt 2 1.0 4 2.0

HURBRH 2SEEE £ DR S R L TR



V. BRICEd 5

2)

e.f& i

BHMEIZOWT, EEFTEE TH 5 SIB 21 ADCS-ADLig, I ONCEIKEHGIE H ¢ CIBIC-plus (23
W, AU FURERE + RO NERBE DA EE L RO R BB OIS B ZN RO b,
A= o F U 2 RSO ERRIEIE R T O P EE D EE T VY oA~ —REREE B (T X L TR
A UL7HE. RRSOVEBERMOIGR LR L CEZITh 5 Z L AEES T,

BEMIZOWNWT A F U & RSV & OPFHICB W T 22t EOREITFED bivT,
BIF e BN iz,

1) AFIZBIT DAROER S NI MEKROCHEIT NRE, RAZEA~Y o FoERRIEE LT1H 1H 5mg bR L, 1HEEIIC
5mg TOME L, MFFREL L T1IH 1R 20mg #RHKET D, | Thod,

REMHEBR (1E2301)
O HEBRBE

H ) | A~ o F R OBRRRERICSIN L, WO 2 ORRIRIEDN 2 WEDOB RN G | BEARN
FHEA NI ATRBR OIRBR AR A 3R By HRIE R X 0 i Ak D=L & 5 H ) B
BT VY A = —RUERHE B T L ARRBREEA 2 (kiR 45, PR T, AREREE
Bl R Ry D 22 e 2 R4 5.

*t G| BmIEEYE (R
WEIZ A~ o F IR OBARER (RS RS (IE2901) . & 5536 (1IE2101
FEEMRILER) | BEREHRE (IE2201) ) IZBM LT VY A < —TUEEAE B

- BROMEHE ()

WEIZ A~ F UERIE ORI, FEMENZ L Rk &7 B35, fiEl
BRI IE L 7o T2 BE . BERICE W Ik & 2o 2B WONT R IS 1T AR B
(IE2101 —EHEMRY) CTHERILEH~OSIMEBERID 2ol BE

ME-HE | AN 1E 28, 1 H 1EHER BRICKRELRD>7THEICITES LD 14 KFET
W) OG5 Lz, A~ FUEEEIX 1 B 5mg L VBHAAL T 1HERM I &1 5mg/HT >
MR L, MERFHEIX 20mg/H & LTz, 7ok, RIBBROFNCSI L-BRRER (FTRER) (12
BWT, BWEAIZE Y 10mg/ BICHE & 72 - 72985 13, RBRAIR G54 2 M1 Y 10mg/
H GERAE) &Lz EMZEH . 7T AR bmg §E. A~ F R bmg §E, A~
F IR 10mg §8)

AP IR B | etk AEHESR, WERE, A 2 LY A MMSE

1) AFKNOKR SN HEROHEIT DB, AACFA S FUEREE LT1 A 1F 5mg 2254 L. 1 HEIZ 5mg T o8
BL, ML LTLH LR 20mg 2R AKET D, | Thd,



V. 1BRICEEd HEH

QBEELR
JE B E% 188
1E2901 1 (0.5%)
HERER GREICBIN L I-R5R) 1E2101 FEE M PLIEH 155 (82.4%)
1E2201 32 (17.0%)
mean=+SD 508.1+216.6
e fE 516.5
/ML R KA 7. 902
Bm = (R) 52 i Al 54 (28.7%)
52 W LA L 104 K 99 (52.7%)
104 LA 1 35 (18.6%)
HE 59 (31.4%)
(i Eeqis 129 (68.6%)
mean=SD 73.3%=8.8
R 74.0
/ML R KA 53. 95
il (%) 65 FEA 33 (17.6%)
65 Ll b 75 kA 63 (33.5%)
75 LA b 85 R AT 76 (40.4%)
85 ik LA k- 16 (8.5%)
#E 177 (94.1%)
Sk DR It ik 10 (5.3%)
Z DA, 1 (0.5%)
Hb 165 (87.8%)
Gl 2L 23 (12.2%)
o HY 156 (83.0%)
AR 2L 32 (17.0%)
HY 170 (90.4%)
prA% 2L 18 (9.6%)
e 129 (619%
mean=+SD 9.0£5.3
e fE 8.5
MMSE % =7 e/ ME, B R AE 0, 24
9LLF 105 (55.9%)
10 LLE 14 IR 51 (27.1%)
15 MLk 32 (17.0%)

a) RIEBRICBWT AV FUEBEAEE LM E =~

OB MBI Y SRR AR
LR

@&EH
a)BIfFAERE

AER (BERGO S 5 RBEEA L ORPBEFRAGECTE RV H0) ORBUZ 188 flH 32 41 (17.0%)
62 fHicBO b, EREWERIX, 77=2 73/ bT U AT7 =7 —BHMN, MEES 4 6] (2.1%)
4 Thotz, HEERAIEMT 188 HIH 541 (2.7%) 7HICHRD b, BEE 3 #1 (1.6%) 3. LA
2 JER, BEEK, IHAES 161 (0.5%) 1 4 Thotz, HGHILENEE LI-IEEERRIER XS
IR T . REE, BAEA. IRMmE, JREA. 2HMERE . FIEES 16 (0.5%) 1{FCThol,



V. BRICEd 5

®)

§

tx¥

k=113
NF

b)ix 5t
B R G O IR & DL N ISR T,
FEIEE
A v F B 505
(n=188)
Bk (%)
bk F
GiF=si{E] 20 10.6
BIVERIC X 2 1a Bk R 8 9 4.8
ok EEVERRAL (1B 22 B RER) 6 3.2
Z M R ~D AT, RFEHFEESE) 31 16.5
HIEB RS ERE TN DER S EE L CER
OfEim

A FURBE ORI 52 L0 BEEOSWEEELORIEMN . EERAEFLCRERNRD b
e, ENOOFEGITHKRMICEE 2O GECORKA L 2 2F8WER. Ema BT RIER, BEL &
FTEUWERS) 13720o7, ULz &t KRR CTRALEAERFGICLEE ERBEE R L5720
T nwEEZ b,

AR (IE2101 —HEEMY, 1E2101 IEERILEN. 1E2201) & O TA ~ o F R G- R 5B
LEEAERERIZONTE, FHEHBNREL RDICONTRERARNEL 2D bORRO LN, L LAan
b, FNHLDOHEBICEERAERSE R OPILICE S T-HERERIT -T2, U EDOZ s, fiRdRbE
oA~ T UBEBER SRR LA ERRICLEME EMEE 25 X2 b 0idrn e B2 b,
Pk, A~rF UHBEREIE 20mg/ H O EHIE G128 W T HREMEICHEN 2V Sl STz,

) ABNOAGRIN-AELOHEE D@, RAIKEA~FUEBE S LC1 H 11 5mg 5B, 1 #EIC 5mg 308
BL, #FELLTLH1E 20mg #ROKE5T5, | THD,

& - FRAERIGER
MR L



V. 1BRICEEd HEH

(6);a R A9fE FA
1) FERBERE (—REAKERE. BEERAKERAE. FARELEAR) . #ERTERT -2 X—XA
E. REHRTRERABROANE

O E fE ARFERE
S 2 B9 2 AR i fek T s R 2
H Y AFNORMFENERE TICBT 5 Fieomatz Hry L L THERT 5,
* RAOREIVEH DR
- BIVEM OFEBURDLE O

<Rt AN BE T B BR A U X RE AR OB
- FRERERE S L OVB M RERR 72 E O R R/ S 2 B 5 2 BEIC BT 2 R R o IE
- VEELL EREHERNC T 222 - FatEo itz
GLECWIRES e gk 5
KGR AR R OV E T VY oA ~—BIERGE (BLF, TAD) ) B
S Jii H ] 2011 4 12 A ~2015 4 11 A
BlE (&)
AR EBE S 12 5 A & LTz,

(58D
ARG 12 » A #8822 BIEEN AR TH D IEFNZ OV T, K 36 » HET
BRI & L (7272 L, FEREMRRIC B W TBIEHIFIEE O TR i, BRF6RE
ETREBIORH)
IEEREFIEL | (BE—#1) 3,011 44
(B —H#) 2,527
LS e o HEER MRS 3 T B eV 422,971610 5 B, 5106 EIWER 2338 i, &l
TERRBEIAIX, 17.17% (510/2,97141) TH 7=, 1.0%LL R LU= £ EA L.
FEMED F U (16715, 5.62%) | HIR (1527F, 5.12%) . K OVEAEHE (3117F, 1.04%)
Tholz, HERRWERIL3AFIIRD B, ZOFRBFEIT1.14% (34/2,971#]) Th-
2o BEREIER® S B, 5L RS L ZRIWERNIZ, A (10M) L ONFEIED 0 (6
) Thotz,
%ISR ST BT DR AR R S5 2,493 B> 36 » A £ TORNWERRERFRIL,
18.65% (465/2,493 #l) T >7=, 1.0%LL F3BL L= £ IWER X, FEMED Fu (149
. 5.98%). MR (137 #, 5.50%). KOEEHEGIE (27 ., 1.08%) Tholz, VT
NHHE—HBIEYE CROONTEWERTHY . 12 » A 2B 2 - EMF 512 X 2 55309
7REWERZBIIFE O S o7z,
55— B A B 1T B A RhPEETAM 652 2,930 OO AHIF 5-BRAA ;> & O i 5 R FFE RE R
# (Mini-Mental State Examination, LA . [MMSE] ) 2a 72t (FY FEHER
72113, 3% HEH70.7 (3.00) 45 (P<0.0001) . 6% A T0.5 (3.72) 4 (P<0.0001) .
9% HI 0.5 (3.85) s (P=0.0002) . 124 HEEAT-0.1 (4.13) s (P=0.4346) T
bV BHBA%In AR E CIHHGICHE B R SENRD DLz, 125 H R TIEE
LIZER e b oD, BAKE (ADDOBEARBIZE T AMMSEX 27 D14EHT- Y OZ1L
X, MMSER 227 14~19/ D EE T3~4,8 /4, MMSEA 221 7 8~13 D HEHE TH~6
SEDIRT & ORENRH 59) LD L1255 AR E TRABKHE DI T I ST
WA EEZZ BT, BB ST T DA NYEREAM xS 611 2,4 7851 D AHKI $E 5B
RN H OMMSEZ 27 o2 k& (B UEERE] ) X, 31 ARFRTO0.7 (3.04)
A (P<0.0001) . 6% AREATO.5 (3.74) i (P<0.0001) . 9% AFEETO.5 (3.86)
A (P=0.0014) | 125 ARERT=0.1 (4.14) A (P=0.4721) | 24 % HFRFHT-1.1 (4.67)
M (P<0.0001) | 36% AKEAET-1.7 (5.35) A& (P<0.0001) THY, 5K
ABESE TIERHMICAE R ENRD DN, 125 AUBITE/ICECZb o0, B
SRARIE & bR D L 36 HRERE TRRAMSRE DK TIIIfl S Tnd LB x b,




V. BRICEd 5

QEARFRIRAR

A~ T HEREHED AD (ZA % B B AR

) ARITBO T, A~ F RO AD 1K 5 BIRRBUC SN L, 5072 (R EIAM
BV EOTRN S BIEANUTEE S 0 WO BEN B ) | WAL
SRS & 0 AR SRR O R 7 1488 & HIIE S LT o 15 L A
BRI A HEERR UL L RIVR SISO M2 AT 5,

BT A | SRR, S HRAR

Ko B AD HE
E 2005 4F 8 H~2011 4 10 H (KRAIAZRBTOHIM %2 & 1)
e 5 AR WBRE MABR IS L T 5 EREEBIC B W CRBI O BN ATRE & 72 > 7235813,

ZOHETERGHIME L,

FEFMEE | PIRICE LA EFEFRGORBE, HELAFEFRGORILE K OIREHMH

e GJE B 433 51 (Bdy& AR e R SBR I O] 0 % 2 7 JEB] 115 )

EVES REARTC L ER AR O IR T2 I8 B L 7 RIPE NS DA 28 . kIR, Sk
PG, B L ONRZBES 1B TH Y, HBBLEIT 5.2% (6/115 ) Thol-, HER
BIEAISECICE > - A DAniEZE 1 flch o, FEERIT 0.9% (1/115 ) TH-
7o LSO BEERFEWERHITRD bienoi,

QHIEIRFTERERRAER (TREERKRRER) 101D

ARUFUBEIED FARDIIVERIEHRABICE T2PEERVEETILYNA T —RBHMEIZHT S

B E R ST R R R S BR

R R 2 IR O RS FE N O @ E T VY A~ —BIERAERE (MMSE 227 @ 180 F 14

FRULT) 546 fl* 2% RIZ A~ o F U 20mg (5mg/H ., 10mg/H & O 15mg/ B % £ Z1UIRIC 118

M 5-1% . 20mg/H % 21 WS « 5t 24 WHELE) & L<IT7 78R % 24 WEERG T 5 EE L0 &

B AT RE R iR & JE 0 L 72,

BWER OFRBIRIT, A~ T R 20mg/ B OFHRE 15.8% (43/273 1)) . 77 B ROFHEED 12.5% (34/273

) Tholz, EREIWEMIZ, BIR (5.6%. 1.5%) RONZFEED EV (8.83%. 04%) Thotz,

FOHIBERE & RIS 5 SIB-J D X a7 b B ORER & LL IR, SIB-J (23R T, E DR Th 5 ek

FEAMRE AL 0D A ~ > T MR 20mg/ B OFARED A 2 7 B B3 7 7 v ROFHAREE Ll 723 WA

EEITRO DR o T (TR - 527 . p=0.2437, 0 #KFD SIB-J A 27 KN KR UHEREHE O

1 HREZER L Lo .

* o YRR (BRI MMSE 2 277 1 580 14 fUUTF) %, 12 BEOEZYH SIB-J 2 27 23 E L TVRN 72
E DFRINEIEIZGE Y 3 5 B & B 7o IR BRI



V. 1BRICEEd HEH

SIB-J Ra 7 EILEDH#

A 10 - LS mean+SE

SIB-JROT7ZE{LE

207 —— XTUFMEIE20me/ B AR
\ -25 - O TSGR

0 4 12 24
B§fE GB)

ISR R D SIB-J DRAITEILE

0D DOLE(LE IR
BRE n B/ TR B/ TR EHIE
[95% 15 #E X [ ] [95% 1545 X [#]]
A v F R 261 -1.34 0.81
20mg/ H Of H#E [-2.33, -0.35] [-0.56, 2.19]
b . -2.15
77 A 266 [-3.13, -1.18] -

a)  [Hci&aHmms o] - [0 HOfm]
b) [ A~ F U HEEYE 20me/ HOFHEED 0 S OB E O/ —FEHE] - [T &R
PEREED 08D DB EOE /N F 1]

FOMOMENT & L TIT > 7= Wilcoxon NEAZFIREIZRB W TH, MERMICAEBRZIIRD N o Tz
(p=0.0563) .

<& BN >

R R~ LR R % IR o OO FRESEE D B R EE T LY A = — ISR AE BB 546 Bl 5 b KGEKEE TIC
Fh L 7= iR RBR (IE3501., MEM-MD-02 45) OERUELHETH 5 —OBREERF D MMSE 2 =17 78 5 #5LL
b 14 SULTORFE 429 Bl 255 L L CGBMOY 7 7V — T 1T > 72, SIB-J (2B T, & el
HOAa 7R CEE SR X, A~ F CHEREH 20me/ B FHRE-0.72+8.46, 77 R
HRE—2.28+7.47 TH Y, WEMICHEBEENRD b (BEFTx5 : 419 5], p=0.0165, Wilcoxon JIEfT
FkeiE)

2) ARBEMGELTEEFPEOARIITIERELZAE - AROBE
M L

(7)Z Dt
MM ER e L



VI S HERIC B9 5 IHH

VI. ExhEFEIE(IZET 5I1EH

1. EEPMICEEH HILEMXIFILEHE
RRRONVIEIRYE, T % U RBALKFBRE., VARAXTF TV
EE  BEEO D DILEMORE I RE L, BBTOETRCESBT L L,

2. EEEA
(WERERL - EFAHF
T NA < —HERFNE TIE 7V Z I VMR R OBRERE AL L TR0, ¥ I VBB EOY 7 4
A 7 Td D NMDA ZBAKTF v RV OB 22 IEEAENIRR DO —> L EZ B TWD, A~ F i3 NMDA %
BART v RV FEERIC LD . T OMRERE &2 I 5,
LLFIZ NMDA Z KT ¥ FCBIT DIRIER D A ~ > F U HEERE O ML ER R Z MK-801# & Lhilis L 72223 &

AR 7,

NMDA ZAKRDFER UV EEKEHLIKREICE T AT F . Mg
B U MK-801 O ZBAERFRRXDEL

i TILIINA I—JREER: A BAEMHEEIRE

ii -50mV ‘ i -20mv

Memantine a” E;
MK-801

O : Mg?* ® : Memantine @® : MK-801
# NMDA ZZRKOBIRT > # T =X N ThHY, NMDA ZEKDOTEIE & 47 & ORFSE RIS S5 33

Mg

o IE B -
VP T AGIEEN D -TOmV FEEDIRRET, Mg2', A~ F R K N MK-801 |Z, NMDA &K

IHES L. Ca2" O AT & TWauy,



VI RS ARBLIZ B3 5 H

TILYINA T —JREERF -

T T ARIBROBEI R TN Z I BRIZEY . T T ABRIEENIT-50mV 12 EFT D, ZOSRMFTIE Mg2t A
Nmei@%#6%%b\m@mmm(hﬁﬁﬁﬁ@:@ FLIE - FEEEICED I MREESCY T T T 4
07 ) A XOERPERESNDLMN, A~ F o kRO MK-801 1 NMDA Z 2K bf#Ed 5 2 L 72 <, Ca2'
WMAEMMZ, 7N I VBICEHMAEGEST T 77 1 v 7 7 A4 XEmild %,

ARRTEMECIREE -

AP o R L I LD RIS EIRE D v Z I VERNEREL . T T ABIEEN 23 -20mV FRE £ T A
T5, ZOMOBIBEIETIL, A~ T UHEEBEIXZBRRD B HCICREE L Ca2 AN Z 5,

D EE, MREEOEREMR (long-term potentiation : LTP) iz NMDA ZFKDIEMALS LI T
bHIN, AT URBEIIMRBEL T D DR E KIEF I 720,

—J7. MK-801 (3 NMDA S 54K B fR#E L 727z, LTP B Z 15T %

PLED X 5z, xvy%yﬁ@ﬁ@NMDA%@%%HW%K%W%%*QW?é@ﬁéﬁox@%w%@m
BESREE X, Mg2' & MK-801 Oicdh D, ZOMEIC LY A~ F BRI, HIER A7 NMDA 751K
BHERZ2RTEEZ2BND,

7o, BiRi7e NMDA SZAEROFEMLICEY . T 7T 4 v 7 /A4 XABRHRLIZRETIE, LTP 0 Xk 574
I T AW EFET HIREY T AN A RZRE, FRMEDVIZ D (7 A Rk
DIET) o AU FUHEBEIZEOTFTTT 4 v 7 ) A X&fH L, IER R 7 A E O E % 5
BTHZLiZi T, BAWBRLEEREZ T TLELLNLTNWD (7T A G

<VFTT499 /4 XD LERFIZEITSH NMDA REKIZHT 5 A T 0 F VERIEOERAKK (R >12

e ECASRAL
i S

ISR
N LOET AT FL A —_—
wTFI ¥FIT97 SH N
JARX
IEE R g NMDAZ RS H2& AR FUEERAEESE,

DFITTruG AR DF T T /A XERHA



VI LRI B9 5

)EMZEEMIT HHBRAIE
1) NMDA Z&KIZx¥ H4ER
D NMDA ZA{KIEHM &#RME (in vitro)
F v b ORI AR IR E 4y > NMDA Z AR F v %D 7 =237 1) ¥ (phencyclidine:PCP) #
BEBALIZRE LT, 8 R TIEBRI I Of & 2R LTz 13,

50 %0 #1Hllf5 E PR %k
ICs0 (umol/L) Ki (umol/L)
A= T R 1.47 0.67

mean

A U F AR OREATEMEZ 61 FEOZ /R L TRET L2 & 2 A, NMDA 4140 PCP f &
ALzt LCiE, 10pmol/L ORI I\ T 91.08% DFEATHME 2 7~ L7223, mu%®60@ﬁ@§@¢*
(2% LTl 10pmol/L OEEETH 50%LL EDOFESTEMEZ R SR o T,

k NMDA 525480 PCP fEATALLAND U H o REEGEL., AMPA Z5RIK, A4 = VRS RIR, R OKRED R/83
VERER, A Ma SR/, GABA ZEER, TUUFT UV USRI, E AZ I VUERE, DAD) R
K, o h=rZRiRe Ll & 60 fMSEOZ AR

@ NMDA Z&{k#EHAER (in vitro)

a.=REKREN

7 v MIREEEES I ICI VT, NMDA ZBE KT v RV OTEEEIZ L - TE T 2 EFSH LT A
~ U F R AR O L EEM 2R L (IC50=1.561+0.09umol/L) . & DAEM DFEBLK ONH K
TR TH - 72 19,

J v MEEBEMEMEEO NMDA FRERICHT S
AT UEBIROFE A

(A} (B)
AT R o
03 10 30 10  30(gmol/L)
# mean+SE
| e -
NMDA 200 ¢ mol/L + D—4!)% 10 & mol/L n=0 (&Kl 9 R=)
80 |
3 60
s
[
[m] _
[
"
£ 40
20
250pA ]
O 7T T T T T T T
0.1 1 10 100
258 ARUFUAERIEEE (1 mol/L)

BTy MEEATA AD LT T AEZOELEE GG - FHOEAET L) OFRICE L CEEK
FHI R EIVER 2 7530 . NMDA 2 AT+ A THEER O ICso BT TIIE L A EEE Lo 7 19,



VI Hh B B D I H

b.BIE7ZIZRXMILAFRERICHT SR

AT UHERRIEIX,. AMPA (o -amino-3-hydroxy-5-methylisoxazole-4-propionic acid) (100pmol/L)
J Y GABA (y -aminobutyric acid)  (10pmol/L) FEFEEFIZXF L. 30pumol/L Z AN L T & #filfEH %
RS IRl

Z v MEEBEMEMIDO NMDA, AMPA, GABA FRERICHT S

AT UIEEIED/ER
(A) (B) . mean=+SE
ARUFAGERIE 30 mol/L (1;60) ~ (n=4)  (n=5)
NMDA 200 ymol/L AMPA 100 #tmol/L GABA 10 ¢mol/L i
W " = T e sl T S i

80 -
=

® 4
3
b

60 o
)

L

* 40

20

(n=5)
250pA 500pA 500pA
0 — l
yrn o) e NMDA AMPA GABA
- We—s OF5k—

A= o F MR A BINET, BN X N D% DFRERFIC
B o2& EReENRTHRL,



VI LRI B9 5

cIEELIKEFM
A~ T VIR L D NMDA S B REETUERIL, BEEM < 72 512 EMBIEN/NES < 72 5 REM K
FEER LTz,

Zv MEERREMHEMIRICE TS NMDA FRERICXT S
AT IBEIEOIFE R

1000.0 —

B RS >0ZZ

=

(> O)H

mean=*+S8E, n=8~9

—8 AT FIERIE
(10 ¢ mol/L)

-20000 + O==C avkO0—)L

BEL (mV)
A F ARG NMDA BRI (@) 11, A~ > F MBI 10~11 BRI TE S L EREO PR R, 4
A (O) R, A~ > F S W OTRIAG & Bk 2 S0+ 70mV © 5 BIIBAM A 55 2 720 BIC 2 BNk S5 NMDA
BRERILO T2 T



VI RS ARBLIZ B3 5 H

2)

S TRAEEEICT HER

DEHAER (long-term potentiation : LTP) FEREEHEI/ER (in vitro)

st M2 B EA IR TS/ 5 Z LIk o TR V2 X V% LC NMDA = 21K & Rt Is P
{35 & LTP N EEINDIN, A~ FUEBEIX 1 X 10umol/L DRETINEMHITHZ &
PRSIz, LTP OKRE Sid, 7 X X AR 30~60 43tk DEABENE L 7 A% BN (field excitatory
postsynaptic potential : fEPSP) 21— 7 ZE#ED fEPSP A 1 —FIZxf7d 5 E{LFE THRAR LT 19,

Sy MNBERSARIZEITHIEEE Mg ICHEHRIN- LTP BEEZIZHT S
A UF UIEEEE & MK-801 D{ER

* % %

mean=+SE

arkA—JLLTP

L

T T T 1
1 10 30 0.01 0.1 1

ARFIEERIERE (1 mol/L) MK-801( ¢ mol/L)

aCSF : N LRAHREHR (FREE )

WA T A4 208 : aCSF#E (n=6) ; A~ F UEREERE lumol/L (n=6) . 10umol/L. (n=6) . 30umol/L (n=7)
MK-801 # 0.01pmol/L: (n=6) . 0.1pmol/L (n=6) . 1lpmol/Li (n=7) .

**p<0.005, ***p<0.001 vs aCSF #% (Student-Newman-Keuls test)

@ NMDA FEHRFEEEINF /E A
MEFERN~D NMDA O 512 L 0 & Sz, M E 2550 70 W B [alkes 8 [ & 2 0
il L7z 17,
NMDA SFRZHMEEHFEEE (IR T AT U F UIERIEDEH
()

BETLWD 300 4 mm — m é
250 7 o
N -
B 200
(2_ -
A ]
% = * p<0.05(vs NMDA25mg/kg)
% 150 7] L Mann-Whitney test
2 N a B3 #iiREE (n=16)
B0 L b 1 NMDA25mg/kg(n=16)
- ¢ [ NMDA+ AT F 5 FiE1.25meg/kg (n=8)
] d NMDA+ AT F 18 F418 2 5me/kg(n=8)
50 2 e [ NMDA+ A F 15 fgtE 5me/kg (n=8)
] f NMDA+ AT F B FEIE 10me/kg (n=8)
— MEEREE D RE,
7 £33, FRIEEIRUTEIMS R

BEhTLS 0

o

a b c e f

BB, IEHT Y MCASFUEREOSME (BERN  10mg/kg) &5 Li-he. EBRIELESY %2
EE LIz OWMENRDH D 19,



VI LRI B9 5

3) wZHRREEIINT SEH
OT 52 = UBEFHREERREEICHT SR (in vitro)
Z v M MREEE KM E MR AIEIC BN T, A~ F U (0.1~100pmol/L : 7 /L% 2 BRI
ZRRFAIN) X7 4 2 v ek SRS & 2 i EE AR AA B9l L7z (IC50=1.66£0.36umol/L) , A~
FUREIT 7 V2 X VBRI X A MRS EIC R LU CIREER 2 H T 5 2 LR T,

Sy MEEARNRERERROI LY = VESRBREEICHT S
AT UIRERIE O 1E A

(%)
100

n=6, mean*=SD

IHIF MR ey,

0.1 1 10 100
AT ARERIRIRIE (1t mol/L)

@ AR ETILE S UBOBRAICKYERINSEBHMBRISEICRT SR (in vitro)

7 v MMREE R KN R AR RSIAIZ 3N T, A B 2s-ss (lumol/L) KON/ L% X g (50umol/L) X% 4
R TG E L BET D Z S 722, ABosss N 2 BRIC /2 I U RETINT 5
L TNE I VEBERINGO 1 ARICBEEREENERL ST,

Z OfRIREEICR LT, A~ FUERE (0.1~3umol/L) X, Z A I UEERERMERNIZEMNT 5
L TR R MEIEM 2R L (IC50=0.13umol/L) . 0.3umol/L LA LRIz W\ THE 2 f#

RO iz,
AB s RUTILA S VEBRMIZE > TERIN DI KMEEHZHRESICHT S
ARUFUEBIEDER
. WY D o
T ( ffff/m (OD570nm-0OD650nm) iﬁ \
" S+ R °
TR - 0.48+0.03 100
A B 2535 (1umol/L) — 0.460.04 94
JNE I (50pmol/L) - 0.43+0.03 83
ABossst IV I Uk — 0.20+0.01%% 0
0.1 0.32+0.03 41
ABaossst VA I TR 0.3 0.40+0.02* 71
+ A= T RS 1.0 0.51+£0.03%* 111
3.0 0.47+0.01** 99

*p<0.05 KUk *p<0.01 vs A Basss+ /L4 I L ERILERE,
# #p<0.01 vs FBAE (non-parametric Dunnett's test)



VI RS ARBLIZ B3 5 H

GAB 10 BRUA RT VEBEOREAEEREAS v FETILICE 1T 2ZEREEIHIERA

7 v MERA~D A B 140 KOA A7 g (NMDA A BRIEBIEE) OEANIC X0 & S 7o iiials %

OVZEIER AR RE R 2 A ~ o F IR R 3 L 72,

Tihbb, A~ F U 10 X O 20mg/kg/H % A B 140 7EA 24 FEREIRTD 6 BEEHIKE TG54 2

ZEICkY, RREERE TR LN, EERITICR T 2GR OIERE A EHL (LT A K) | RER

ITIZB T DB 2 I3 2 m a2~ Lz (BUF B X) . 7ot fifa G E o~ — 24— Toh 5 PTBBS
(peripheral type benzodiazepine binding site) L~ /L DI %6 L CTIEMHENWER 2R L7= (LA F C#),

—F., E% 7 v hOZEMERAKEEIZITEE L) o719,

AB1aoRUART UBBRERIEAS Y FOKEKBREBEEFICRIEZT AT FUERIEDER

(A) ()
120
O==:O {A4FE1T (n=10) mean=SE
O—0 &k (n=12) *p<0.05(vs IAFMEL)
O—@ ST FUIRRIE20me/ke/ B (n=12) #p<0.05(vs TILEL)
0 7 @@ ST FUIEHIR10me/ke/ B (n=12) Tukey—Kramer’s test

3
|

30
0 T T T T
1 2 3 4
® @ &
5 7 mean=SE
*p<0.05(vs &FHHTEE)
i;—j 4 Tukey—Kramer's test
9 |
F 34
1% 7R
g | *
2B 21 I
5%
;&T: 1 4
0 -l
AF it LS ARFURERIE AU FUIREEIE
(n=10) (n=12) 10mg/kg/ B 20mg/kg/ B

(n=12) (n=12)
AB -0 +ARTUEE

AB1ao RUARTUEEBEREAICLE > TEREIND
HRMAEE (PTBBS LALODEM) 2T 5 AT UF UIERIEDER

(®)
i %K PTBBS L~L (%{4F1EE)
25 FIN 10 100
R (EEAHIR) 12 312.9+19.9*
A~ F o EEE (10mg/kg/H) 12 215.7+21.4%#
A~ T UK (20mglkg/ H) 12 196.5+21.1%*

meant SE (A FIRFEDHEXE : 64.4+2.9fmol/mg ¥ /X7 H) .
*p<0.05 (vs &FTEE) . #p<0.05 (vs REERE) . Tukey-Kramer's test

(3)4E FASEIRRRRS - FARESR
KRR L



VIL_HEAdhielc B4 2 H

VIl. EYEREICET 5EHE

1. MAPREDHR
(1RELEMGILSRE
VI.1.(2) 2) RiE#®E) &
(QEGRHABR CHASh-OTERE
1) EERS
O EERA
a) * < UF UiEEkE §E 20
BERERLA BRI, A~ v F R 5. 10, 20 &KUY 40mg & Z8fERFHLERE e 5 Lo & & | s
PEPE (Crmax) & MLAETHREE - BT AR T fE (AUC) (3% 5-BICIZIFHB] LTI L 7=, 32000 (t1e)
1L 55.3~7T1L3RHTH VY, EEICKDEITA NIRRT,

AR UTF UIRRMEE AR ORSFROMBEHREDHR

(hg/mL)
70
mean=SD
60
OmeeD 5mgBF
O ==C 10mgE}
50 0 20mg#t
OreaeG 40meEt
207
i B
20
10
o T T T \ 8, T
240 300 360
1 E51£ 5508 (hr)
ARUFUBRBERREOKRSEHOEYHE/ NS A —42
=N Cmax Tmax AUCoo t1/2
B n (ng/mL) (hr) (ng -hr/mL) (hr)
5mg 6 6.86+0.66 5.3+2.1 489.4+t 51.0 55.3*+ 6.4
10mg 6 12.18+1.68 5.3*1.6 1,091.7£172.7 63.1+11.8
20mg 6 28.98t3.65 6.0E£3.8 2,497.6+ 482.8 71.3%=12.6
40mg 6 60.11%13.08 4.5+2.3 4,794.0+ 572.3 57.3%= 8.0

(mean=*SD)

¥ AFOAGE SN RELOHEL LR, RAZEA Y FUEBEE LT1 H 11 5mg 22 5B4A L, 1 #EIC 5mg o1
L, MEFFRELLT1IH 1A 20mg 2R OS5 T5, | THD,



VIL_ EYEhfelc B9 5 HH

b) * <2 F UIGFEIE OD £z 2V

TR AN B A~ > F R OD §& 20mg (K72 L CARH SUIK TIRA) XiF A~ > F st sE
20mg K TIRH) %27 v AF— N—{ECEERRER ARG LI L & WThogE b il A o g+
TRFEHERS K ORI ENE X T A — Z X R TH o T, A~ > F VR OD #& 20mg (37K 728 L CHRA XIdK
TRHALESEAEOWTNY, A~ FUERESE 20mg OKTIRMA) & AWFERICFESETH D 2 & MR
ST,

BRZOZSEOmMEREE#R
(AR UFUIEEEIE OD &%
KEZLTRALREES)

BRZOZSEOMEREE#R
(AR UFUIEEEIE OD & %
KTHRALEES)

(ng/mL) (ng/mL)
30 30
mean=*=SD mean=+SD
25 OrenO AT FUHEBHESE 20me (K TR 25 I OrenO AT F LB §220ms K THRA)

(h=186)
O==0 A7 FIREEEODEE20mg (KL TIRA)

(n=15)
O==0 AT FiEHIEODFE20mg K THRA)

20 (h=15)

prip SR =3

Ll A~

O'E,/||||||||||||||||

120 144 168 192 0 24 48 72 96 120 144 168 192
R 5% (hr)

0 T T 1 T 17 T 1T T 1 T 1T T T 71
0 24 48 72 96
&5 # K (hr)

AT UIEELE OD §8 20mg (K72 L THRA) XA 7 U F VIEEEIESE 20mg (K THRA)
FHRRORSHOEYEE/NS A —F

&[H—_g‘ Cmax Tmax AUCO-IQZh ti2
- n (ng/mL) (hr) (ng' hr/mL) (hr)
OD %E 20mg
24.3+3.72 4.19+1.42 1,540+154 53.6£5.75
k72 U CHRA) 16 ’
#E 20mg
24.3+4.53 3.50*x1.55 1,5630+157 55.4+t8.14
kTR 16 :
(mean+SD)

A UF UiGEELIE OD £ 20mg (K THRA) XI(T A< 2 F UiEEIESE 20mg (K THRA)
FHRRORSHOEYEE/NS A —F

&[H—_g‘ Cmax Tmax AUCO-IQZh ti2
- n (ng/mL) (hr) (ng' hr/mL) (hr)
OD %E 20mg
24.9+2.37 4.80*+2.11 1,510+114 47.81+6.96
kGRS 15 :
#E 20mg
25.84+3.07 4.40+2.29 1,540+=140 48.0+7.63
Ok CARA) 15 :
(mean+SD)

% 1 A RSEVERRBIE,  THRIAE L 2 RIKOBINO 12D DA FHIREERBR A KT A4 1250w (OF
B 13 4F 5 A 31 HEIESFIHE 783 &) | [HEEIMLOEMFHRIEERBRT A I 4 1220 T) (ERk 9
12 A 22 AEIGESE 487 5) . [HBEKLOEWENREERBRY A RT7 4 U EO—FHRIEIZ>\T) (F
Bk 18 4F 11 A 24 HIEARARE 1124004 5) [ [MEREFRMLOLEWFEHFRSEHURBRT A K74 o FEo—HUuE
IZoWT] PRk 18 4F 11 A 24 HIEAEERE 1124004 =) B 2 & 808722 58 0 BEFE A O 4 # 09[R
LR A RT A ] RO [ TR ERES OEM BN RSEERBR AT A KT A U HE0—HEEIZ 2>V T) CERR
24 4F 2 H 29 HIKAFAIE 0229 %10 &) UL CEMi L7,



VIL_EYyihieIZ B4 5 I H

C) ARVUFUBBIERS/4 0y J 2229

A B A FUERIE R T4 v r v 7 1g (1g FIZ A~ F Ui %2 20mg & . KIZIEE
L CIRHSUIM AR D £ FEAKTIRH) XiF A~ o F UGS 20mg OKTIRA) ZZ2igRF bR N5 L
Tz & & WTILOARM GIET b mH o M4 iR EHERS K O ENE N T A — X IRk Ch o7z, A~
FUMRRBE R T A4 v ZI3KICEE L TRRIXUIH RO E E K TR L7ZSGGOWTLb A~ F o
HEEEYE 20mg OKCTHRA) L AEWMFRICIR%E CTh D 2 & DR I LT *2,

HOROKRSKFOMBEPEEHED
(ARVFUIEBIE RS0y %
KIZBEALTHRALKEES)

BERZEARSFOMEDREHER
(ARUFUERIBERS/o0yT%
MERDEFKTHRAL-EE)

(ng/mL)
30 3

(ng/mL)
30

meanxSD mean+SD

On=eQ AT FUIEEIEGE20me

(K TRRAD) (n=19) 25
O==0 ATUFUiERE

RS54 0vy72% 1g

OO AT FUIEEEESR20mg
(K THRA) (n=22)

O==0 A7 FUiEEIE
RS540y 72% 1g

25

20 OKIZEELTRRA) 20 — (BROFFKTIRA)
Jiin i (n=19, 3%n=18) Jii (n=22, %n=21)
= "
th 15 th 15
i =
4 B

061224 48 72 120 192
B 5 &ERE (hr)

0612 24 48 7I2 150 192
% 51850 (hr)

ATUFUBBIEFSM420vT72% 1g OKIZBEL TRA) XIEA T o7 UEBIESR 20mg (K THRMA)
FHRRORSHOEYEFRE/NS A —F

B N Cumax Tmax AUCo-192n tie

(ng/mL) (hr) (ng + hr/mL) (hr)

Kooy 72% g N B o R
OKIZ 9% U R ) 19 27.3+3.89 5.161+1.89 1,890*+=315 60.6+12.5

$E20mg
27.9+3.81 5.74+1.85 1,950+=288 60.31+10.1
KGR 19 :
) n=18 (mean=+SD)

ARUFUBBBRSA4209 7T 2% 1g RO FFKTIRA) X(F AT F UIEEIESE 20mg GKTRA)
FHRREORSHOEYEFE/NS A —F

&[q_% n Crax Trax AUCo-192n ti2
(ng/mL) (hr) (ng + hr/mL) (hr)
K94 onmy72% 1g N N . .
By E £ kTR 22 27.713.94 4.68+1.76 1,890+266 57.1£7.68
fie20mg 22 28.5+3.70 4.95+2.17 1,880£271 57.3£8.07
UK THRHD T e T e
¥) n=21 (mean=*+SD)

%2 AEWANRISEIERBRIT, [ MRREREGL DLW ANRFEERR T A T A L EO—FSEIEIZ DWW T

(3FRk 24

A2 1 29 AEEAHEATE 0229 5 10 =) BIHK 4 AEHN 272 28BN OB D 72 O AW A R MR T A K7 A

VI ITHET TEE L,




VI EpEhialc

B4 5 IHH

2) RERE

T oA = —REAE RS (10mg/ A

[ (1#2#%) bmg »OBHA L. 1M Z

FER ARG Lz &

AIUTF

(hg/mL)
160 -

140

120

100

011 i,

20mg/ H

212 ) ExFGC

ARCTFT UG 11

" & Bmg 7O L 10mg % 20mg ZffERFHELE LT 24
ELTBY, 20RO mEETRE
< 10mg/ H #£ T 64.8~69.8ng/mL, 20mg/ H#£ T 112.9~127.8ng/mL THh > 7=,

& MAEPREE TS 4]

A& T

TTE KRR

BRIEREROKRSROMEBRRERERS

O == 10mgit
*—® 20mgiE

mean=SE

I
i3
80
=
E
60
40
20
0 T T T T T T
0 4 8 12 16 20 24 28
B 5 kEME GE)
mEsy| my | By | &Y | &5 | By | By | BSRT TR
(FED) | 10k | 2W% | 4Bk | SHEE | 12% |24 WEZ | 13 2 4 4 18
n=11 n=11 n=10 n=11 n=11 n=11 n=11 n=11 n=10 n=1
10mg/H
I 0.00 27.88 54.44 65.87 65.54 64.77 69.76 14.54 3.88 911
+0.00 | £8.14 | £12.73 | £13.55 | £11.96 | =15.00 | =17.56 | £6.76 | £2.55 ’
n=12 n=12 n=12 n=11 n=11 n=10 n=10 n=8 n=10 -
20mg/H
B 0.00 26.13 58.84 | 124.35 | 116.46 | 127.83 | 112.94 | 21.54 5.31 B
+0.00 | =£6.16 | £16.89 | =28.63 | =28.47 | =41.75 | =34.50 | £9.71 | £3.10
A7 : ng/mL
(mean+SD)
(3)hEiE
<HBEAT—4E2>

VIL10.: 825 12
GEE-HREOZE
1) BEOEE
<HNBEAT—E>
fERER A 23 fillC

AT UHRRME 20mg 2 Z2IERE R ORBICH PR OHRG L2 & Cra TTHEN

24.4ng/mL &Y 24.Tng/mL, AUC.IZ# €41 1,939.7ng - hr/mL &% ¥ 1,898.9ng-hr/mL T&H v | ifi#Ef

WCHEZEITRD LT,

A o F R ORI R FEORERL ZIT RN

ERIRENT,




VIL_HEydhielZ B4 55 H

EERRUVEREEEORSFOMEHIRERES

(ng/mL)
30
mean+=SD
2 M+ D O ZoHas
*—0 =%
20
m
#
i 15
=
E
10
5
0 9 *—
0 48 96 144 192 240 288 336 384 432
1% 5 %5 (he)
ENRE T A —4& | ZEIERHRE (n=23) | B%&KE (n=23) 90% 15 #H X [#]
Crmax (ng/mL) 24.4 +4.4 24.7+4.4 0.98,1.05
Tmax (hr) 5.6 0.8 5.0 2.0 -
AUC. (ng * hr/mL) 1,939.7 =472.1 1,898.9 +444.3 0.95,1.02
(mean=+SD)

2) HRAEOFE
<HBEAT—%>
D RRRI)LIEEEE

BERERL 24 BIC A~ > F MERRHE & RARARUNGRIRE 2O Lo & & A~ o F VIR OB e~
T A =B KO B RARD VARG OB RE N T A — X |

BT b ho T,

ARUFURRIBEIMBR U FRARDIVIERIEHARD A T U F VIERIEDEYHE/ S A —4

EMEIRE <5 A — & R /T\f\y(/rlfilﬁﬁﬁi{%ﬂ% 5 R Z\f\*/gziﬁlﬁii{m#ﬁﬁﬁ

Cmax (ng/mL) 12.8 +2.4 13.0 £2.0

Tmax (hr) 6.5+2.1 6.5+1.3

AUC. (ng - hr/mL) 1,124.5 +211.3 1,188.2 +222.6

tue (hr) 70.9 +24.1 72.3+16.3
(mean+SD)

FRARDIVIERIEEIMR U A X U F VIEBIEHARO FR R DILIERRIEDEYFE/S A —4

HMBNHE T A — & %vy%;ffﬁﬁmﬁ fvy?;ffﬁﬁmﬁ

Cmax (ng/mL) 49.1 £14.5 55.4 =18.0

Tmax (hr) 3.4+1.5 3.3+1.7

AUC24 (ng * hr/mL) 857.6 =246.5 934.4 £249.5
(mean=+SD)




VIL_ EYEhfelc B9 5 HH

@erO OAFFYR - FYFTLTLY (HCT/TA) BEEH*

TR 21 Bllic A~ v F Uit e ResaaF 7V R MU T AT LUEAAIZHRA LI, &
FaZzaaF7 Y RO Cma &N AUC IZHEME 5 OK) 80%IZ{K T L7z 29,

*HCT/TA P &7 X E N AR TE

AR UF UIGEIEEM, HCT/TABRAHIEM, RUA T F BRI
HCT/TAEE A FIGt AT O RMENRE/ NS A —4

A2 F A= o F R RO
HCT/TA Bl &4 X
—— AE R ¢ (E%?ﬁwgg HCT/TA Bl & AOF % 5
S| ’ (1 3)
(1 2) HCT TA/OH-TA? | A~ F HCT TA/OH-TA»
(n=20) (n=20) (n=20) (n=20) (n=20) (n=20)
91.85
88.37+54.11
Chmax,24 D 100.67 246.04 106.15 199.30 +52.56
(ng/mL) +21.30 | *+71.02 787.65 +24.55 +52.52 855.44
+281.89 +335.95
*9) 1.28+0.65 1.15+0.88
Tznﬁx,m +4.45 +2.18 . +1.93
r) +2.57 +0.64 1.48+0.67 +0.52 | 1.43+1.01
358.34 334.32
AUCa456™ 2,056.94 | 1,522.45 +214.96 2,104.04 | 1,219.57 | *+149.10
(ng * hr/mL) | =478.84 | =314.66 3,400.10 +£496.14 | *=271.61 3,512.17
+679.69 +863.48
(mean=SD)

a) TA DT A—% (EM) BROCOH-TA (MU 7 45 Lo OKEBLAHY) D5 X —5% (THH)

HM1 (1~4 BH) : HCT25mg/TAS0mg Al &7 &% 5

2 (6~25 HE) : A~ F VM 5mg % 5~7 HH. 10mg # 8~11 HH., 20mg % 12~25 H B IZ#& 5
i 3 (26~32 HA) : A~ F iR 20mg & O HCT25mg/TA50mg Bl &4 % #:5-

*1) EFIRRBIZE T B REHE 0 25 85 24 BRI #E £ CORm M B

*9) EHRMRFEIZ IS T BIER] 0 7> D 4% 5 24 W% F T 0 5 i 5% v i e ) S ]

*3) EFRREICI T ZHEH] 0 2> D 4% 24 WEFEI 14 F C D e U P P — g ) B AR T i

@FIURUHISI K- A RKRILI VIERIERAH*

ERERRCN 24 BIIZ A~ F UG E TV R 7 5 I R« A MRV UIERIERRERIZ0FRA Lz &, A
< T UMM DOIEYEIE T A —FZ RN T VR 7 T I Ke A MRV VIERIEOIRYENIENT X —
FZEHBITRD bR Do T,

L URU I T IR e A MRS RS AT E PN AR

ARUFUBREBEMBEUVIT IR SI K- A MRV VIEEIEFRSE| &
HHRABOEMHEE/NNS A —4

IEhRE N T A — X Bl EAI O (n=21) BLEAIOEHA (n=21)

Cmax (ng/mL) 29.3+54 27.9+59

Tmax (hr) 48+1.7 6.0+2.2

AUC. (ng * hr/mL) 2,170.2 +443.8 2,063.1 £478.9

tyz (hr) 59.2 +12.2 56.4 £12.2
(mean+SD)



VIL_ Y Ehielc B4 5 IH H

TIRUI S ROEPBBNTA—F (AU TFUIEREHAAEERN)

ST ST A — 4 %7/?éi%ﬁﬁ%ﬁ %?/%éﬁ%ﬁﬁ%ﬁ

Cmax (ng/mL) 64.6 +20.9 66.4 +23.4

Tmax (hr) 2.9+0.8 2.7+0.9

AUC12 (ng - hr/mL) 289.9 +90.0 284.2 +77.3
(mean+SD)

A RRILE VIEEIEDRMERE/ANS A —F (AU TF UIERIEHAREN)

@INTFTYY

BERERLA BME 20 BIC A~ o FUMRIE L VT 7 U U Lo & & A~ o F VIR 0SB fE <

MBI RE T A — fvy%;ﬁﬁﬁw%ﬁ fvy%;iﬁﬁw%ﬁ

Cmax (ng/mL) 640.5 ~100.5 662.6 =129.2

Tmax (hr) 3.3+0.7 3.3+1.1

AUC12 (ng * hr/mL) 4,153.0 +£725.1 4,433.2 +757.6
(mean+SD)

FA—ZRERUNLNT 7 ) o DIYIE T A — X T EBITZRD bz o Tz,

R-EUS-TILT7 ) oOMmBERENERE/NS A —4

RONVTF I S-ULT7 57U
SR <5 A —u | A7 T MR TIeR | ArFUBRE| 7R
+oNTry | FUATFV | +UALTFY Y | UL T T
(n=16) (n=16) (n=16) (n=16)
Cmax (ng/mL) @ 1,474 1,486 1,487 1,494
Tmax (hr) P 2.48 2.04 1.51 2.04
AUC.. (ng - hr/mL) @ 83,134 83,799 59,272 59,915
tiz (hr) @ 46.1 47.1 36.1 36.0
a) mean
b) HJfE

ERREICEIT AT F URBBRIEORMBE/ANS A -5 (VLT 7 ) VHRAFERN)

A~ F MR A T MR A
HYENE N T A —F +or7r U (19 HE) (18 HH)
(n=16) (n=16)
Cmax, ss (ng/mL) @ 106 104
Tmax, ss (hr) P 2.51 3.01
AUC24,ss (ng+hr/mL) 2 2,112 2,045
a) mean
b) ke fE
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2. EMEERBINT A —4
(DR AE
EBENRERGE DY : /a3 X— A MET L
MAEPIRE S X 2 L— g VR OWRHEREE BT - 1- 3T 2-a > R— h A b ET L

(2)R U238 FE TE 3K
Kathr1)=1.22 (FHEMISEYEREMATIC X 2 HEE )
QBNELKEEEH

A= F oWREE (bmg #8)  : 0.01238+£0.00237h-! (n=18) (mean+SD) (flEEm A\ HEH#5)
A= F UWEREE (10mg $8) @ 0.01222+0.00220h-! (n=18) (mean+SD) (flEEmk A\ HEH#H)
@HYIFTIUR

[VI.10.(1)BHEEEETEE) 21
By mEE

VI10.(1)BHEEEETEE) 21
(6)Z Dfth

BARRAA

3. BER GKEaL—3>) @i
(1) RT3
MVIL2.()EH Ak B
()85 *— A EHER
FHEFE MBI REARH OFE . B (Cor) BSERIICER O b 28R L L ORI SN,

4. &R IR
(1)U UR BB 4L
THILE
(2) U R 3
<HNBEAT—%2>
A T VIR A0mg WA GREOHMRI NA AT XA F Y T4 0 9T%

5 4% f
(1)1 % — fixi BE P9 Ed
<g}MT—%>
SD ZDOMEHED T MT A~ F R O 30mg/kg/ H % 29 HRENEAIR G L., H&& 5 02 24 B b 7z
0N R OIS A ~ o F RE R RIE L, N A~ > F oo AUC 1 2~ > F > o AUC 2% LT
HET 1845, MET 255 THY, A~ F UMz mofi LT,
(2)Mni% — e AR EA PSR iE 14

<#mT—5>

PR O U B30I MCAERIR D 10me/kg & HEIFHIRNE G- L2 & & S REIR 2 ICRAT L7,
QB)EFA~DBITHE

<#MT—4%>

IO SD KD T v M MCAFMARD 7.22mglkg Z HEIRE A5G- L, M & OFLIT h O aER B 2 T
L7c& 2A, Hh5% 1~48 B ORI T O J S ae iR L 13 M3 U RESR L D) 3~4 {5 T > 72 20,



VIL_HEydhielZ B4 55 H

(4B~ DT

T IV NA = —TIZAEREIZ A~ o T VIRBRE 2 HEFF & L LT 10mg XX 20mg SR E“NER DKL L
7 & &, 20~24 A% OB EEIZFNZNMBERREED 0.63, 0.72FTHY, HERBICLI LT —EDHLRE

THEME~DBAT 2R LT 29,

’5 20~24 BROBEERIRE

10mg/ H &% 20mg/ B %
Bk 11 9
mean=*+SD 43.26+9.35 74.0016.61
(HAL : ng/mL)
mFhRELHRPREEDHME
(ng/mL)
120
100 ®
@
®
80 ® e
i
E O e
F 60 L L
& .
= 0]
Co % %
40 T 0
© O
O
20 - O 1omg/ A
® 20mg/BH#
r=0.7733
0 T T T T
0 50 100 150 200

# e R (ng/mL)
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(B)E DD BB~ DFEITHE
TRRER N BIEIC A~ o F IR 5. 10, 20 KT 40mg Z ZEERFICHEIRR D35 L2356, RIRHERE &
B EITIZITHA LT L7, 72, FRPIREIXMETRED 2.17~2.76 (5T, HEHEIZLOT—EDH
RTH o720,

HEEEOKRERORERRVmMERRE

5% K5 5mg Ff 10mg #f 20mg #f 40mg #f

(hr) (n=6) (n=6) (n=6) (n=6)
TR A~ T s 4 12.70 +3.85 | 24.88+6.08 | 43.44 +17.13 | 128.53 =35.37
(ng/mL) 52 9.20 +2.75P | 16.84 +3.56 | 34.58 +13.47 | 85.46 +18.57
M A~ L F s 4 6.10+0.93 | 11.14+2.54 | 25.52+2.81 52.77 +5.75
(ng/mL) 48 3.31+0.42 6.91+1.27 | 15.31 +2.22 30.64 +3.74
I T e B PR 4 2.17 +£0.97 2.30 +0.68 | 1.68+0.53 2.47+0.75
(i 1 4E) 522 2.76 £0.60Y | 2.45+0.34 | 2.32+1.07 2.78 +0.34
(mean=*SD)

a) AT A~ T R 48 FEOMEZ W CREL 2 E H
b) 5 B CHEH

) AFIOAR S - HELOHEIT Do, RACIEA S FUofEBES LT A 1 5mg SBE L., 1 HBIC 5mg TR L,
HEFRLLT1H 1M 20mg 20515, | THhD,

<gmT—42>
7 v M UCHEFRARZ HEIRE O G Lz & &, ERIEEE L THEENEY., B2, Bk, R, T,
fiti, BB, R, ~— R, EER MR OV A L7,

(6)MFEAMEESE
in vitro \Z8F 5 UCHEFK L & MSEE A & OFEGE 2RI AIIEIC TREF LR, mIEE AEA$IX
41.9%~45.3%CThH V., REICLOTHEBETH T,

ErMREERFEER

A= T UEE (umol/L)

0.5 1 2 5 10
fEaE (%) 43.7 45.3 43.5 42.3 41.9
6. £ H
(A EHHER L B UM BHR B
1) BE&kS

fEEEE A B 11 Bl A~ F R 20mg ZHEBROKE Lz & &, &5% 72 Bl £ CORBR
iR, REIE, R THDB 7T ) =AM TNV o VERFES LIZEER (I 2 U 4k) |
6-E Fefd Rk 4 Rex RKRZn21 34.1%., 2.2%. 1.1%. 0.4% CToH o7z,



- Y EhREIC B D IEE

CHz

GHs

TN Bk D

NH:

CHs

CHa
FEEF (ATF)

NHz

HG
CHa

6-EFOX 4k

NHz

CHa

CH
GHs

4-tEROFx ik

) IR AR T )R T T ) =Ry a RS LT RAIE

2) REERE
<HEAT—%>

A~ F RO 15mg (18] 5mg, 1 H 3[8) % 19 HESMNEANEERRABIEICKERAELE L, &
KBEGH o 1\ B 5% D 24 FEE £ T2k S iz R
BORTRBEICHT DAY FUREDLEIT 68.7% TH Y., A~ FUEmEITe hTIIREH S
< WeEB 2 b, B, FREWITINE 2 4k (12.9%) THYH ., KNT 6B RrX ARk

4 Fax i KThoi,

QQHRHICEHEST 58K (CYPH) OnFiE, F5X

1) ErDOF Y O—LP450 HIBE CIFHEREZAWLV=RE (in vitro)
Ao FUEEEIL. B T R v — 24 P450 (CYP) 4> FHE 2 56 E1 L 7= /il 2 W 7- 4

TR ENICS WD 2R ENT,

AoFaAR—2 a3V EOEMPATOFUREDRDE (%)

. . A UFaX— g UHFH
t ~ CYP 7y FHEDFEER o o4 F5T

CYP FEBLAMA 20.7 21.9
CYP1A2 17.6 23.8
CYP2A6 22.1 24.6
CYP2B6 20.9 24.7
CYP2C9 15.1 21.1
CYP2C19 15.0 22.4
CYP2D6 16.5 13.4
CYP2E1 18.2 28.0
CYP3A4 16.3 25.3

(CYP #BUffa : n=1, CYP FEFELMM : n=2 O FHfE)
A~ T UHERREIREE © CYP JE%HMIa, CYP2B6, CYP2C9, CYP2D6 Cif 10pmol/L
Z Offh> CYP 431 Tt 100pmol/L

HHERE LTz, A~ F U RORHY %

T, b ho P450



VIL_ EYEhfelc B9 5 HH

2) E bOIFMBEERW-ERFEE (in vitro)
0.1,1.0 XUV 10pmol/L ® A ~ > F Ui 2 & s Te FOFMiaz 3 Al A > FaxX—va L,
% CYP o FHEDRERTEEZ T L7z, 10umol/L DI W T H CYP1A2, CYP2C9, CYP2E1 K T*
CYP3A4/5 OiFMIZEMMB ER CRETH 22 b, A~ FUBEBEIZI NS o FRZ2FE L7
WZ ETRENT,

3) ErOFZIY/OY—LZERWEZREZE (n vitro)
BRI RIS T 2 MIEPREMT (lpmol/L) T, & MFIZ r Y —AIZBF 54 P450 &M (KRIX) |
TARF Y IR ERESRE (EH) &, 77 erafmEe/ A%y 7 —8 (FMO) &, 72 v U FEis
Blgd (UGT) &ML OiRREEE SR (SULT) 1&M 4 HE Lo Tz,

Ao
A B c D E F

(%)
120

100 —

80

FEH R ROt X nE—Or\y

20 —

01 1 10 0.1 1 10 0.1 1 10 0.1 1 10 01 1 10 0.1 1 10

AT FASEHEO FRAEE (4 mol/L)
OFLAvdas—ianEL WL ArFai—iavFY

A: ANFT LY AT 0 O-T VXIS (CYP1A2)
7~ U v TARIKER BTG (CYP2A6)

M7 Z IR 4K EIEME (CYP2C9)

CTXA R A MLT 72 O A F U (CYP2D6)
c4-= ka7 —v KERIEHE (CYP2E1)

LT =L 6B -KEE TG (CYP3A4)

0 H 0%

RWEEBHROEERUVZDEE

<HNEAT—2. BHMT—2>

F v b, BEEROE MZ [MUC] - A~ F UIRBIE I A~ F USRI 2R 0% 5 Lz & & o i
R OFBEHREIRE K A ~ U F R E A e U CHIEEmsh R 2 at L, 7> M EOe B T, &EEH
DO BIRERIE (A~ F o EREW) 13A U FURELD b Cmax T3~11 5 < R G EZ )
DART 2 Z ENRENTZ, —FH, B P TIERGEZOBSARBIREIIA U FURELIZTFE LT, 2
NWHDFERNS, A F LT v P ROt & THIELEBDREZZIT03 <0 B M CIEMIEEE R 2 %0
W< W eI,
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@GRBEYMOEEDOERERRVEMRL., FHELE
AU F U ORI ONT, NMDA ZRKTF ¥ WSS ERIENE R OV NMDA Z & KT ¥ 2 VBLEE %
BELE, (B OFR T 48 Fax U R3 &k by NMDA Z R8T v 2 UG EBHRIEMEZ R L7
(IC50=19.95umol/L, Ki=9.07umol/L) 23, Z DI (XA~ F U D 1/10 LT Th o7z, Fiz, 4t
Fexfzgicabd® (e Faxifk, 7-b Fafx iR, 3-8 Fex v 2 FLEKRONN-E R ¥ 1K)
® NMDA #FREHRMEEITN TN HINE D TH o7z (IC50>30umol/L) .

7.8 it
HE®ZE
TR N BRI A~ o F U HEERYE 5. 10, 20mg K& (Y 40mg ZZEfERFHiER N5 Lz & &, &5 72 FE#% £
TORERTYEMHEIT 34.8~43.4% TH Y, HHRIZEIOTREEECTH- T,
728, 20mg OFEGAZEIT 5D 168 Kifl]l £ TO RFIR T HEIERIL 59.21% TH -7,

BRSO RERP M RER

(%)
100 -
mean=+=SD

80 —

Q T T T T T T T
0 24 413 72 96 120 144 168

5 R EFE (hr)

F) AROAR SN AERCHET HEF., RAKIEA v FUHmREE LCL A 10 5mg 225 L. 1 #EMIC 5mg & >ME L, #
BHELLT1H1E20mg 2ROK515, | THD,
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REESE

<HEAT—%>

BEEERCN BRI, A~ F U 5mg 2 1 H 3 EIRA#KEG L, EEIREICHEE L2 13 H H ORI ERIC
UC-HEFRIAR bmg 2R N5 L2 & 2 A RBETBED IR 1~ RFEHEI R 138 5 20 H# £ TIZ 83.2+11.7% Th
V., EP~OREPEIRIL 7 A% E TIZ0.5470.41% TH o7,

FR pH D FE 27

<HBEAT—42>

BERERR N BRI IR KT T VY O A2 PFH L, JR pH 27 44 VIRIREEIC LE-BAICIE, A~ TFrofy sl
77> A (CLIF) (ZEMEFELHR L LR TRE KT L, 2B, R pH Z#BMIRREICT 572011367 %
=y LA L, RIEEHITZKEREIC L EB) S E T,

R pH R URRER O MFHREHRRE (BHT—5)

{ng/mL)
45 -

mean=SE

i
i
$
=
3
©----@ WA (RpHIRE/AE RIE) T,
25 = OO 4K EB (FRpHEE M/ S PRSI ) 'm“@
—® L HC(RoHT LAV AERFUE)
O—C REED(FRpHTF /LAY &/ SRR E)
20 T T T T T T
0 4 8 12 16 20 24
S BRI (hr)
RAE A iREE B RHE C IREED
(% pH Bt/ | R pH ERIE/ | URpH 7B UM/ | (R pH 740 U4/
IR it ) 11 R it E) PR it ) 1R R S E)
Crmaxss (ng/mL) 39.01 38.53 41.39 40.74
Tmax,ss (hr) 4.0 4.0 8.0 6.0
AUC24ss (ng * hr/mL) 776.0 748.6 915.0 891.3
CL/F (mL/min) 223.3 234.3 42.0 51.7
CLr (mL/min) 210.2 218.7 19.4 30.5
PR T PRI R (mg) * 9.43 9.77 1.29 1.71

HufiE,  * 4R 24 IR E T o RREIR PR R
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8. FTVARR—E—IZEAT B1ER
A= U F R TSR AN W (D F A R OCT2) (I kvt &5 29,
VI.7. 8 E{EH] &

0. BHFIk BREE
LR L

10.5ENEREETLHESE
(1EWREEEETRED
AFNTBHEMTI O IFITH 0 | BHERENME T4 A FRE TG U T, ARFID tuye DIER & AUC OHKNZEBD Hi
7=,

AR UTF UIRFE 10mg BEEOKXREROBTHEERETEERY
BHRELEEFICE T2 FHMERREDHRE

(ng/mL)
25
mean=SD
20 O—O EHEErEEH
----- O BETHEETRER
O =0 PEETHEREETREHR
G—‘%E%&%ﬁ%%ﬁﬁ
1
b
A
e
4

500

S M (hr)
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AR T UIREIE 10mg BEEORSHOEHRERTEERVERREESE TORMBB/ NS A —4

% 7
B AL T Cor | AUC.. te | TEURT g CLr*?
(Cer) n | GEED G omD) | g b | (o | FEE | (nLmin) | (mLjmin) | VPO
cr (mL/min) & ng-hrim (%) *V
B 12.66 61.2 33.68 133.0 82.2 703.8
+
(Cer>80) 6 911 +2.14 1,046+82 +75 +8.30 +9.6 +19.8 +99.3
Lr i e 17.25 83.0 33.47 85.3 62.1 609.3
+
(50<Ccr<80) 6 62.7 +39q | DOOEIB0 1 0o | 340 +8.8 +10.9 +127.2
ek EERE 15.76 100.1 23.60 70.4 42.1 592.5
+
(30§Ccr<50) 6] 409 370 | ZOTIES3L L fqga | 4986 | +17.0 +9.0 £71.6
T P R R 15.83 124.3 16.17 58.6 28.5 617.4
+
(5=Cer<30) 7 19.1 062 | 2BTEHBLL o010 1605 +11.3 +12.2 +89.4
(mean*SD)

*1) %5 72 BRI £ ToOBRBR PR
*) By UT TR
*3) A FE

(%) Cockeroft & Gault DRUZ LB 7 LT F =227 VT T % (Cer) HEEMBOBEH I
B Cer = (140—FHp) X{AHE (kg) / [72xMiE2 L7 F =2 (mg/dL) ]
W Cer =0.85x (140—4E#n) X{KHE (kg) / [72xMiEZ L7 F =2 (mg/dL) ]

Q) HaclEE R E
<SHBAT—4E2>
HRAEFE D FRERERE = 1T A ~ o F IR O SN RE TR A I S 7V 2 E R & LT,

BB EE /NS A — 4

SHETIHE T A — & Hﬁ%%ﬁ;%%ﬁ%ﬁi qﬂ%fiﬂ%&%ﬁ_&ﬁ%%@%‘ﬁ
n=8) (n=8)

Cmax (ng/mL) 21.82 +5.35 21.06 + 5.42

Tmax (hr) 8.38 + 2.26 6.00 = 3.46

AUC. (nghr/mL) 2,018.87 + 332.75 2,031.64 *+ 759.00

tiz (hr) 70.80 * 18.66 81.91 = 29.78

CL/F (mL/min) 140.43 + 22.57 151.10 *+ 45.77

CL: (mL/min) 86.70 = 17.93 86.53 *+ 30.65

Vo/F (L) 855.44 * 235.92 975.56 = 111.72

BRR P HRIEERD (%) 58.82 + 8.81 53.38 £ 9.97

(mean=*SD)

*) $¥ 5. 336 K14 £ T BER PR R
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)=EE
fERE D B A~ o F R SE 5. 10 K1Y 20mg Z HEIR OG- L2 & &, Cmax KON AUC 1T 58I
IEIFTHE LM U, 770 t1213 61.50~82.15 B ThH Y . #HEEICEOSFTIZIERBE TH -7,

EEEEn B MO MR REHR

(ng/mL}
40 -
mean=SD
35 [
O—0 Bmgit
30 Or==0O 10mg#t
0 20mg#t
25
Im
1%
20
pi=1
B
15
10
5
0 ——® -
400 500
5 E 85 (hr)
e e o= 5mg Ff 10mg F¥ 20mg H¥
IINENRE X T A —H (n=6) (n=6) (n=11)
Cmax (ng/mL) 6.777 £0.799 15.207 =2.153 31.730 +4.514
Tmax (hr) 2.5+0.5 3.5+1.4 3.4+1.8
AUC. (ng * hr/mL) 462.2 £85.9 1,370.7 =115.7 2,490.4 =334.6
tuz (hr) 61.50 =15.44 82.15+11.03 75.42 +17.53
CL/F* (mL/min) 154.50 ==30.99 101.40 =7.58 113.15 =15.52
(mean=*SD)

LRI YT TR

1. 2D
gk L



VI 24tk (B Fokss) (355

VIIl. £ (ERLOZIESE) T3 HER

RNEEZDEH
Y A GAVAIA

ERAREZFDER

CER (ROBHEICERELGWVWI L)
AN D F A3 TR BUE DBEERE D & % /3

fRER

AF
+5

3. ek
v

4. Rk
rv

5. EE&

DGy (BRhES T M) (Zxt LIRBUEDBEED H 5 BEICARK 2 E Li-GE. BELREERANEE
BENWRHDLDOT, RKROEEZRTHZ &,

XIEHRICEET 5 EE & ETDEH
2MERIIHRICEES HFE M

RUREICEEY 2R L TDEH
ARZERUVAEZICEEYT 58 21

BEAWIE L ZTDEH

8.

8. EXELGERMERE

8.2 @, THEEKVEET VYA ~—RERHEETIE, BB EOERREGIRZ O B O BIERE /) 2ME T

8.3 AFIGIZ L VHRDPBED DNRNEE, BREKRE LRI L,

1 BWEFBIHICB W TOE W, HIRDBFBEOOND ZLBH D, £o, ZHODOIERIC & D EEIFEL
ZENRHDID, THIIEET L L,

THIENDHD, o, AFNTLD, OFEV, HIRELRHOLDONDL ZERHLDT, AFRGHDOEE
JITHBEOERFERZ O M OBEICIEE S ERVWE I EETH 2 &,

fi#Es -

8.1

DEWVE, AANZBN TR O EBENGE . AAOFSNZ2ENERTH 2,

EWNIZHET D A~ Y —§EKRR £ COBRKRBRICE W TAAZ &L SN EBE 1,115 flo s 5, HEWVIT
B2HNCRD BT, £D OB, FEWED EUMT 46 il (4.1%) . BIEEMED E VT4 6] (0.4%) . BALHED
Fvi 24 (0.2%) Thoto, EEH (AR ZFEMEDOEND 1HICOHRD BT,

FEWED EITOWT, 46 il 25 Fll34 5-Baaa gl (BREBRH 1 ALIN) ICHEBLL, ZEIMED E 0
IZRT D MLE & L TR G HIRICE - RGN, BEBAPEICHEBL L. 962 ETe 10 Bl Th o722, &5
R X0 RSO U7z, Bk pil &2 BRr< 36 BllC W TIE, MEALE 24 BIOIEH, R3E - ik - 1R
PRIEP 55 DMLE DS EIRFEBTFR D HAVTZd . W b B GHEEAY FTRE T TREIE D F U R ST R
L7,

TR EZFAAEM T (201146 A 8 H~2011 412 A 7 H) (CIUE L7ZFITERIE, 1,096 i 1,585 {4 TdH
ST, ERRIERIE. BHR 293 ], FEIED £ 266 fil, BAKEGR 95 i, s 48 6, 58% 36 i, MEH-
35 i, WEEM: 33 B TH o7z,



VIL.

el (I EoEEs) (BT 5EA

KA OB GBI D EV FRITZEMED V) | HIRDBBOONDL ZENH LD T, BEOREELIER
RSB L, REPROOLNIGEIT, BEE2PILT 52 CEURLEZITI Z &,

Flo, THOIEROFEBITIE 2 o TEBIARE Sz, [DEW, BRI K 28H) OFBUE
BET5ZL,

8.2 HEHDOERFEMIRZ 1 5 IR OBAEIZ OWTIE, 7Y A~ —TBERHE DR RE B IR 8 A RIT 2 &
Wz, AAIOBIWERIAEIR, FEIED EVEOMREREENED SN TIHY . 2 b OBEICRHEL KX
FRARMEN B D O T, AFIF G- O B TIT B B O EER S GIR A ) B OB EICERE SRR o c T
HZk,

8.3 AFNDKRIEETH DT WY A ~—HERHEITHEITIEDIRE T D, KEIRT VY A~ —FIERFNE D
REZ Db DDHELTZMEIT 2 & W0 ) BT BN TWARWNEZD . T A <~ —TEREIEAS . B & 2N AH
DR PERFTERVIRIEE TEAL L7 HAEIC, BREBGEME L2 &,

BHENDERZEITHEEICHTLHEE

MEBHE - BEEZEOHIEE

9.1 AHHE - BEREOHLEH

9.1.1 TAMAXITEZOBREDHLEE
BIEEFHRE TS EDL B D D,

912 RpHZLRIEIEF (REBEMHET7 L F—P R, EEDREBRLESE) 2575838
ROT VT VAR £ 0 AREFIOFRPPRIMET L, AFOMREDS EAT28Fn& 5,  [10.2,
16.5 2]

R

9.1.1 A~V —EEOENEKRRBRICIBN T, ERORBINRE SNz, £, MATHRE B EREICHE N THE
FOWENEBINTND, TADAUTEROBRIEDOH 2 BFH TlE, BIELFHFH UTE(L I 5 ATREtE
MEZONDZ EMNLRE LT,

9.1.2 [REEAKFEFT NV U LOUHIZE VIR pH 27 v VIERIBIC L2 GEIZIE, Av v TFroed s V77 v
ZITEMB G DME & AR TR E R T L7 20, JREPET & F—v A EEORKBIVES 2 H T 258
FHTIE, RpH O ERICE Y | AROMBERRENEG 2D | BEWMITET LI RRENREZ LN Z L
MBHFE L (VL7865 28) |

9.2 BHREEERE
AANTB PR OIRAITH | HEHAELET D, [16.6.1 BH]
921 BENBHEEREE (W LT7F=29 )T UR{E : 30mL/min ki) OHZEE

ARY—FK34>0vy7 2%
9.2 BHEEEEERE
ARENTBHRMI OIEXICTH O | PR EIET 5, [16.6.1 2]
921 SEDEBMEEREE (VL7F=29 75U XME : 30mLimin ki) OHLEE
(7.3 /]




VI 2zttt (B EokEgss) (CBd5HA

RN -
AANTB YA OFATH VY . BHEREDIK FITIE U T, AFD tie DILER & AUC OHERNZDH LTV D
( IVIL10.(1)B#EEETEE ) 21 . AEOBKRERE (VL7 F=027 U7 7 2 Aff : 30mL/min Ajii)
EHTHEEIL, BEOREABRLANOEEICKRE L, #HEFEIZ1H 1 10mg 52 &,

QifHREEERE

9.3 IFHEEEERE

9.3.1 BEDOI#AEES (Child-Pugh %48 C) OHHEH
R RER TIEBRI STV 5,

fiEER

A= U —§E D BRI Cldm E O REES 0 & 2 BF TR ST,

F7o, WS TR DR ERTE i (Child-Pugh B) Z x4 & U 7= iR SRFREBR 3 20 S v,
HEEOFEREREEEFOZNZNDO/RT A — 2%, TFERBIEFERHIZIEETRO b7, PEEE TOlf
BEEERRFIZ A ~ > F o OFMBRRIC B L KT S 202 Eavraind ( [VIL10.)F#EEZFEE ) 1) |
B, EEONTHREEERHE (Child-Pugh C) 1ZxHd 2 IEMENAE O FHMIZIT DAL TUVZRW,
AENTBPEHTLOHAITH O FFRBFHITIF LA EZ T RN LD  FEREDREIIZ I W EEZ BN D08,
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1. EHEHER
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[VI.EMFEIEICEAT HIER | &R

Q&R e MREHAR

—BIER ATEN L AR RERICRIE TR (U A, T v ) M -G ERER IS RIE T A (A X in vitro) |
MR R - SR &iﬁ‘%ﬁ B (ENLEY ) HESRRICKFITEE (T ) | JRE - JRPEMEHE
W RIFTHE (T v b)) IZOWTRE LI2RER, & CRRMICIE S e D AlietEiEn e B 2 o
77

(3)F D> FEIHEHER

A E RS L

. =R ER
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[37EC 50mg/kg. MET 75mg/kg TH o7z,

QRERSHEHER

1) 13 8[KE (Tv b EE)
7y PAROE BIZ I3HEBRAKSG L, —REE, MK, IR, lB#s/e &2 mEt L7,
7 v MR AWTHRE LIRS, 40 () / 30 () mg/kg/ A LA EICIREBINOIH], FRE SO F 23,
0 (&E) /75 (ME) mg/kg/HLLEIZY U REREOKT, Milciatkik~2 v 77—, 185 () /120
() mg/kg/ HLL EIZFEC/E0EEA], BRFAENRD T,
(MEdvER - 40 () /30 (M) mg/kg/ B Am)
bt AHAWTHRH LR, 2me/kg/ B LA EOMERECATEMWE DR T 72 E23, 4mglkg/ B LA EOMERECTH 5
IR E DR ED 72 ERRD b,
(e R 2mg/kg/ H AH)
2) 26 8fEKRE (Fv bk, 4X)
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7 v b EHWTHRE LIRS E. 20me/kg/ H LA EOIE K O 40mg/kg/ B O TR E & DI F 23570 biv,
(PR - 10 (HE) /20 (M) mg/kg/H)
A X & RAWTHREF L7ofE R, 18mg/kg/ H ORECTEAE | RS K OMAMNR, W17 EofERZ 2L,
BB L IR T B bk,
(I35t & - 9mg/kg/H)
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(e 2mg/kg/ H ATH)
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"B BTz, 72720, 30mg/kg/ B THLIBIRORFIZHEIIZRD SiedoT-,
(Mg & FEE) 10me/kg/ H . IR- R 30mg/kg/ H)
3) RFAEH-&RIH (Sv )
Z v FORARETIE, 18mg/kg/ H TRENMI AR AEINING]  OFEETBAR T 25, A IR E N
IRIRFRD NIz, 7272 L, HAEROFKE/MUITEEITE O biveho T,
(MEFE1E R - BV 6mg/kg/H . HIAEN 6mg/kg/H)
(6) B R RSB 14 5L ER

MR L
() Z DD E M
1) BREE (Sv bk 4X)
TR ROFGT v M 6 BN E UG L7ofEE, 120mg/ke/ B LA ECHABEOB T, A%

K OKEED RBFTRENRO bz, 72k, AROKREITEERT v M, KEEOHEIZTLVE ) T v b
WCEBHE TR b, S HIZIEMRE O, 6 BRREO#ES LS., 160mg/ke/H TRiRH L HIT
FHRE A 70 B A PR D 7 WIR DR EEIRIE 3388 B LT, E7o. A XIZ 18mg/kg/ H % 52 MR A5 L1z
FER. AROABAED SR, BEWIMPICHEEL L,
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2)

3)

4)

5)

Bt (v b)

Z v M 52 HEIRR OB U L7oRE R, 20/15 (/) mg/kg/ B DA B CRIEMEE 2 & VB FLIEO A K

ﬂ:@i%b[m) 40/30 (ME/ME) mg/kg/ A LA ETREELEAD i & YD > I OEMRRD iz, £72, 7 v b
Z2AEMIML B OGS LR, 40 (RG5E5 71D 20 1R me/kg/ H LI E TRIEBEE O A IKALD

t%jmx LD BT,

miEHEE (Ty kb EE)

7 v MZ 100mg/kg % H AR %5 25mg/kg/E|L/U:’<i’ 14 A ER O BE. ITNZ 100mg/kg % HilA]

JON 14 B RO &G URET U 7ofE SR, IR BB & OVERIR [E] BB O # M oD ZE R L BEFE DS 388 4L

72o F7o. 7 v BT 7.82mglkg/hr % 6 FEFLLETREGERIRN B G- L 7RSS, RAIBROZ (LBl ST,

L2rL, EEIC 8mg/ke/H%A 14 HRIRR A& E Lok R, ARkE SE O a3+ 2 BITR D b

o,

BHIEREE (Tv b, HIL)

THAE KOFEET » M2 6 B O£ L% ORIEHIFIZI T, 40 KO 80mg/kg/ H CHfi Rk DR

SR 1B ARERD L O RO A, 160mg/keg/ H THEGT v MORRERICEI 2 b0 EEZBND

HEATANRO bivlz, £72, 77 P E2 RO THRE Lo, IBRFIERO BB RE S,

) URBBERBEE (v bh)

7 v M 13 B DS, RO 52 HER O &L URG L2/ER, 22t 90/75  (BE/iE) mg/kg/au

. 40/30 (iﬁ/ﬁk&) mg/kg/ H TRk~ 27 v 7 7 =V OHBINRD bz, £72, 7 v MC F”ﬁfx

N5 U7 H, 160mg/kg/ H CTBIRAE L REMIEO 2R L2378 BTz, b\ﬁ“h@fﬂt%%}z

LZEfE LT,
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1. RHEX5
BOABISE
TG RIS EE—EMEOMGEICLVENT L 2L
ARGy« BISE

2. AEAR
34 (EMERBRR R IC IS <)

3. BENRETORE
HERRATF

4. RIEWLELDEE
A1) —48 5mg - £ 10mg - & 20mg - OD #& 5mg - OD £ 10mg - OD £ 20mg

20. IV EDEE
(OD #&)
201 TAIEE—XFT T AF v 7 AR MVREBITBR Z RS TRTT S Z L,
20.2 WA O B, WRIZ XV EAIREN SISO ZERH 5,
20.3 5mg #iE, 10mg FElL, N ZENEAREICHEHARIC LR, HAOBMENRALLND I ERH D,

ARY—F3420v72%

20. Bk EDEE
DAXNET T AT v 7R FVERERITBER AT TRET D2 L,

5. BEMITEM
BAMERELTAR AV <FVoLBY : AV

6. E—H% - B#hE
FEREIRN . — W A RO 0

7. EfAEERA
200245 A 15 H (KA)
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8. BERFTADEABRVARES, RMEENKEAR. RETMAKBEAR

fRsc HERTARFEAR ARES EMELRBEFERAB | RERBFERAR
A~ U —§E bmg 22300AMX00423
A~ —§E 10mg 201141 4 21 H | 22300AMX00424 | 201143 3 11 H | 2011426 H 8 H
A~ U —§E 20mg 22300AMX00425
A~ —O0D §E 5mg 22500AMX01942
A~ —O0D # 10mg | 20134 12 7 16 H | 22500AMX01943 | 201445 7 30 H | 2014 45 /] 30 H
A~ Y —0D §E 20mg 22500AMX01944
i;i ;D o7 9% 20184F 2 1 26 H | 23000AMX00438 | 201845 /1 30 H | 201846 } 6 H

9. BEERIIFREM. RZERVAEXEENFNFABRRVENAR
ML

10.BEERE. BiER#RRELAREAARUVZTONE
PR AE B B 2020459 A 23 H
NES : ESRE . EFHERE O VB . A IME R O O BT AR 14 KB 2 THE 3 B A B ET
DOWTIUZHFEY L7z,

M. BEEHM
A1) —8E5mg - £ 10mg - € 20mg : 8 4F (2011 4F 1 H 21 H~20194 1 H 20 H, #&7T)
*<1)—O0D #£ 5mg - OD & 10mg - OD ££ 20mg :
A~V —§E bmg - HE 10mg - $E 20mg OFERWIH (2013 412 A 16 H~20194 1 H 20 A, #7)
ARIY—F348v7T 2% :
A~ U —§E bmg + §& 10mg - §& 20mg DOFRMM (2018 4£ 2 7 26 H~20194 1 H 20 H, #71)

12 R FHRMGIRICEE T 5 1FH
AFNL, B (DH2DVIiFE) BRI D HIRITED S TR,
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EEFmEa &R EZE & Lt +EE
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o 1204711010102 (PTP 14 &) 1190018F1023 | 1190018F1023 | 622047101
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14 RRIET LDEE
AHA| D hHE -

b R OTED T LY A~ —
EHHLDOTHDH I &,

)

R THEEROEET VY A ~—

PRk 2343 A 11 H

IR

HEIZ BT D HESEIR OEITINH] TH DT &
RERAVE TH D Z & MRS SN BE I L THEM LG EICRY FET

PREEJE 0311 %5 2 75, *Fok 26 4= 5 J1 30 H

PREFE 05630 %5 1




XI. 3 ik
Xl. X Ak
1. 5|k

2.

1) Ditzler K : Arzneimittelforschung 1991;41(8):773-780 (PMID : 1781796)

2) Goertelmeyer R and Erbler H : Arzneimittelforschung 1992;42(7):904-913 (PMID : 1418054)

3) HNEE : BHEREEERE ISR 2 KB ORE (A~ VU —§ 201141 A 21 H&KR. CTD 2.7.6.8)

4) AR HIED - BERERIE MRS 2011;22(4):453-463

5) A HilTD o BFERSPE MRS 2011522(4):464-473

6) FLPNEEL MRS ILAH R

7) Tariot PN, et al. : JAMA 2004;291(3):317-324 (PMID : 14734594)

8) FEINEEL : MESMEIAHFRER (K3~ L EREOF )

9) Mendiondo MS, et al. : Stat Med 2000;19(11-12):1607-1616 (PMID : 10844722)

10) HAf #i1EH> : Geriatr Med 2016;54(11):1147-1158

1D AENEEL . A~ o F U O RSO VIERRIE G REC 31 2 BB R O EE T L A~ —RIERENIEL
b9 2 U A o 7% il R R

12) Parsons CG, et al. : Neuropharmacology 1999;38(6):735-767 (PMID : 10465680)

13) tENEEE - NMDA AR T v 2 VBFEORES (X~ VU —E 201141 1 21 AR, CTD 2.6.2.2)

14) Parsons CG, et al. : Neuropharmacology 1993;32(12):1337-1350 (PMID : 8152525)

15) Frankiewicz T, et al. : Br J Pharmacol 1996;117(4):689-697 (PMID : 8646415)

16) Frankiewicz T and Parsons CG : Neuropharmacology 1999;38(9):1253-1259 (PMID : 10471078)

17) Zajaczkowski W, et al. : Neuropharmacology 1997;36(7):961-971 (PMID : 9257940)

18) Misztal M, et al. : Behav Pharmacol 1995;6(5 and 6):550-561 (PMID : 11224362)

19) Nakamura S, et al. : Eur J Pharmacol 2006;548(1-3):115-122 (PMID : 16952349)

20) FEPNEERL « RERERR A B PEIZ BT 2 BBl 0 B 5RO KM EREOMET (A~ U —f 2011 4F 1 A 21 BAGE,
CTD 2.7.6.4)

21) FENEEL R A B A R E L2 7 4 v b a—T ¢ T EER OO EN AR EEEE O My [R) 2 R R

22) Maekawa Y, et al. : Adv Ther 2019;36(10):2930-2940 (PMID : 31399883)

23) FENE R} ERERR A B AR R L Lic T g v b a—TF 4 VTR R T A vy 7RO AL R SR

24) R . 7Y oA v —RERHE BRFE T 2 RAER DR B RO EMBEIBOMRE (XA~ U —§E 201141
H 21 A&, CTD 2.7.6.7)

25) fHENERL : A~ F Uil e ResoueF 7Y K- M) 7 A7 L UBLEAl L oKy Ehie7rtE BE/EH O
Rt (A=Y —$E 201141 A 21 AR, CTD2.7.6.16)

26) FENEEL 1 T v MBI D UCAERME 2 O ~OBAT (A~ U —FE 20114 1 A 21 4GB, CTD
2.6.4.6)

27) Freudenthaler S, et al. : Br J Clin Pharmacol 1998;46(6):541-546 (PMID : 9862242)

28) Busch AE, et al. : Mol Pharmacol 1998;54(2):342-352 (PMID : 9687576)

£ DDSE Tk



XIl. BE&EE

Xll. 3&&%

1. EGHETORTIKR
BN 5[] Je O E 2 B e it 57 79 OERPHUK TS THSREEN D REDT LY A <~ —RERIE | 2t & LT

WEINTWD (R84 : Axura, Ebixa*, NAMENDA**%)

OD SEM O R T A vm oy 7RI, WA TIRTE S TR,

(2024 4= 9 A BITE)

* . Lundbeck #0574
*% . K[ETIZ NAMENDA D4 Hii ¢ Allergan USA #1358

FRANETOIREIIZNE, MELAOCHEIZILLTOEBY TH 5,
o RN A
KE O SCE 1 INDICATIONS AND USAGE
[NAMENDA , o
(memantine NAMENDA (memantine hydrochloride) is indicated for the treatment of moderate
hydrochloride) to severe dementia of the Alzheimer’s type.
tablets, for oral use, | 9 DOGAGE AND ADMINISTRATION
NAMENDA
(memantine The recommended starting dose of NAMENDA is 5 mg once daily. The dose
hydrochloride) should be increased in 5 mg increments to 10 mg/day (5 mg twice daily),

solution, for oral use,
Allergan USA, Inc.,

15 mg/day (5 mg and 10 mg as separate doses), and 20 mg/day (10 mg twice daily).
The minimum recommended interval between dose increases is one week. The

2018 4 11 A] dosage shown to be effective in controlled clinical trials is 20 mg/day.
NAMENDA can be taken with or without food. If a patient misses a single dose of
NAMENDA, that patient should not double up on the next dose. The next dose
should be taken as scheduled.
If a patient fails to take NAMENDA for several days, dosing may need to be
resumed at lower doses and retitrated as described above.
Specific Populations
Renal Impairment
A target dose of 5 mg twice daily is recommended in patients with severe renal
impairment (creatinine clearance of 5 — 29 mL/min based on the Cockcroft-Gault
equation).
Hepatic Impairment
NAMENDA should be administered with caution to patients with severe hepatic
impairment /[see Clinical Pharmacology (12.3)].

JE[E D SPC 4. Clinical particulars

[Ebixa 10 mg o

film-coated tablets 4.1 Therapeutic indications

Ebixa 20 mg Treatment of adult patients with moderate to severe Alzheimer's disease.

film-coated tablets,

Lundbeck Limited 4.2 Posology and method of administration

2021 £ 1 H]

Treatment should be initiated and supervised by a physician experienced in the
diagnosis and treatment of Alzheimer's dementia.

Posology

Therapy should only be started if a caregiver is available who will regularly
monitor the intake of the medicinal product by the patient. Diagnosis should be
made according to current guidelines. The tolerance and dosing of memantine
should be reassessed on a regular basis, preferably within three months after
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start of treatment. Thereafter, the clinical benefit of memantine and the patient's
tolerance of treatment should be reassessed on a regular basis according to
current clinical guidelines. Maintenance treatment can be continued for as long as
a therapeutic benefit is favourable and the patient tolerates treatment with
memantine. Discontinuation of memantine should be considered when evidence of
a therapeutic effect is no longer present or if the patient does not tolerate
treatment.

Adults:
Dose titration

The maximum daily dose is 20 mg per day. In order to reduce the risk of
undesirable effects, the maintenance dose is achieved by upward titration of 5 mg
per week over the first 3 weeks as follows:

Week 1 (day 1-7)

The patient should take half a 10 mg film-coated tablet (5 mg) per day for 7 days.
Week 2 (day 8-14)

The patient should take one 10 mg film-coated tablet (10 mg) per day for 7 days.
Week 3 (day 15-21):

The patient should take one and a half 10 mg film-coated tablets (15 mg) per day
for 7 days.

From Week 4 on-

The patient should take two 10 mg film-coated tablets (20 mg) or one 20 mg
film-coated tablet per day.

Maintenance dose
The recommended maintenance dose is 20 mg per day.
FElderly

On the basis of the clinical studies, the recommended dose for patients over the
age of 65 years is 20 mg per day (two 10 mg film-coated tablets or one 20 mg
film-coated tablet once a day) as described above.

Renal impairment

In patients with mildly impaired renal function (creatinine clearance 50 — 80
ml/min) no dose adjustment is required. In patients with moderate renal
impairment (creatinine clearance 30 — 49 ml/min) daily dose should be 10 mg per
day. If tolerated well after at least 7 days of treatment, the dose could be
increased up to 20 mg/day according to standard titration scheme. In patients
with severe renal impairment (creatinine clearance 5 — 29 ml/min) daily dose
should be 10 mg per day.

Hepatic impairment

In patients with mild or moderate hepatic impaired function (Child-Pugh A and
Child-Pugh B), no dose adjustment is needed. No data on the use of memantine in
patients with severe hepatic impairment are available. Administration of Ebixa is
not recommended in patients with severe hepatic impairment.

Paediatric population
No data available.
Method of administration

Ebixa should be administered orally once a day and should be taken at the same
time every day. The film-coated tablets can be taken with or without food.
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ARINZBIT DARFNORRE TR, FHELKOCHEIZLL O L0 Th D, ERNOARNE O CAK % H 7
HT L,
4. RERITHE

PEERUVSETILYNA T —REBEEIZH 1T 5 RBENGERE K O AT HIH

5 MEEXIIHMRICEET HEE

51 T nA ~—TERFE L W SN BEICORERT 2 &,

5.2 REINT N A < —TIERHIEDIRHEE O b D DOHELT A IHIT 2 & 5 i3S BTV 72RL,
5.3 T oA = —RIERENE LIS OFRAVENER BUZ I W TARBI O A ZNEIIHERE S v TV,

5.4 fOFBHIEMER B & OENZKICEET D Z &,

6. RiERUAE
WE, RANCIZA~FUEBEE LC1 B 108 bmg 225 L, 1EMIC bmg T o8& L, HfFEL
LTC1H 1 20mg 2/ 0#EET 5,

7. BERUVHAZICEHAET 5EE

AT 1)—%&E 5mg - §& 10mg * £ 20mg - OD £ 5mg - OD £ 10mg - OD £ 20mg

7.1 1 A 18] bmg 76 OMiEHE 513, BWEH ORI AMZ HAMTHLOT, MHFEETHET LI &,

7.2 BEOBHIERESE (/L7 F=027 U7 T AE  30mL/min Kii) D5 EEITIE, BEOREZE]
SRLANLEEICELG L, MERFEIZ1IA 1E 10mg 5528, [9.2.1, 16.6.1 3]

7.3 EFRIEHEE . FIEFOEHO T TRET D 2 L,

ARY—FKS420v 7T 2%
71 EREDECHTERTIA vy 7L LTOHBIIKROEEBY Th 5,

GRS FoAvmyT7
5mg 0.25g
10mg 0.5g
15mg 0.75g
20mg 1.0g
72 1 H 1\ 5mg (K# 0.25g) 76O 513, BWEHORBZMZ 5B TH LD T, #FFEE CH

=29 5Z &,
7.3 MEOBKERE (/L T7F=227 U7 7 AE  30mL/min Kiifi) Db 5HEEICIL, BEOIRELE
RN OHEECKRE L, #EFEE1 B 10 10mg (KFI0.5g) L9528, [9.2.1, 16.6.1 2]
7.4 ERNEEE, FREOEHO T TR+ L,
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2. BB T HEBERIEFR
EIRICBE T BIMER (A —RX S VTS

Sar| 2E O E
F—A NZ U TR | B2 Drugs which have been taken by only a limited
(EBIXA number of pregnant women and women of

FILM-COATED
TABLETS, Lundbeck
Australia Pty Ltd, 2020

childbearing age, without an increase in the
frequency of malformation or other direct or
indirect harmful effects on the human fetus

solution, for oral use,
Allergan USA, Inc.,

5 H) having been observed.
Studies in animals are inadequate or may be
lacking, but available data show no evidence of an
increased occurrence of fetal damage.
pEim. IRILIRFICET HEHE

HHR RN

KE O SCE 8 USE IN SPECIFIC POPULATIONS

[NAMENDA

(memantine 8.1 Pregnancy

hydrochloride) Risk Summary

E‘Xﬁtg’l\f%?ral US€ | There are no adequate data on the developmental risk associated with the use of

. NAMENDA in pregnant women.
(memantine
hydrochloride) Adverse developmental effects (decreased body weight, and skeletal ossification)

were observed in the offspring of rats administered memantine during pregnancy
at doses associated with minimal maternal toxicity. These doses are higher than

2018 4 11 A] those used in humans at the maximum recommended daily dose of NAMENDA
[see Datal.
In the U.S. general population, the estimated background risk of major birth
defects and miscarriage in clinically recognized pregnancies is 2-4% and 15-20%,
respectively. The background risk of major birth defects and miscarriage for the
indicated population is unknown.
8.2 Lactation
Risk Summary
There are no data on the presence of memantine in human milk, the effects on the
breastfed infant, or the effects of NAMENDA on milk production.
The developmental and health benefits of breastfeeding should be considered
along with the mother’s clinical need for NAMENDA and any potential adverse
effects on the breastfed infant from NAMENDA or from the underlying maternal
condition.

H[E o SPC 4.Clinical particulars

[Ebixa 10 mg
film-coated tablets,

4.6 Fertility, pregnancy and lactation

Ebixa 20 mg Pregnancy
film-coated tablets, .. ..
. There are no or limited amount of data from the use of memantine in pregnant
Lundbeck Limited, . ... . .. .
2021 4 1 A1 women. Animal studies indicate a potential for reducing intrauterine growth at

exposure levels, which are identical or slightly higher than at human exposure
(see section 5.3). The potential risk for humans is unknown. Memantine should
not be used during pregnancy unless clearly necessary.

Breast-feeding

It is not known whether memantine is excreted in human breast milk but, taking
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into consideration the lipophilicity of the substance, this probably occurs. Women
taking memantine should not breast-feed.

Fertility

No adverse reactions of memantine were noted on male and female fertility.

AR T DAKOMEN EOVER 195 1E5F) . 9.6 RELR OHOGLHITIUTO LB THD,

9.5 1147
AR SR LTV 2 FTREME D & 2 ZeMEIZIE, 1R LA SENERIEL BED &l S 258120
HEEGTH L, BWER (V) THRE~OBITRRDON TS, £, BWER (T ) T
i V2 OMHAE R O R ESINIIH SRS b Tns,  [16.3.3 2]

9.6 =RELIF
BEEOFRMER ORI REOFRMEEEZE L, FALOME X ITHIEEHmETT5 2 &, #BWFER (T >
F) T, HItHhT~OBITRRO LN TS, [16.3.3 2]

INERFICET HEEHE

H gL RN A

KE O S 8 USE IN SPECIFIC POPULATIONS

[NAMENDA o

(memantine 8.4 Pediatric Use

hydrochloride) Safety and effectiveness in pediatric patients have not been established.
tablets, for oral use,

NAMENDA

(memantine

hydrochloride)

solution, for oral use,
Allergan USA, Inc.,
2018 4 11 A

H[E o SPC 4.Clinical particulars
[Ebixa 10 mg

film-coated tablets, 4.2 Posology and method of administration

Ebixa 20 mg Paediatric population
film-coated tablets, .
Lundbeck Limited, No data available.
2021 41 Al

AERIZRIT DARN O A LoERE 19.7 INRE] OIEOTHEIILL TOLEBY TH D,
9.7 /MR
INREEE G 2 U TR IRFRBRIT SN L Ty 7Zeuy,
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1. A% - REZZFEICR L CEREKHMETIICHIZ>TOSERR
(N
ERNCIRET D 2 & (WA iid, SAhERESE L E T Frs i)
(2)FAE - BAMRUBRERETF1—JDOBEEM%
ERNCRAET 52 & (WG ik, WARERERE Y E T FRRs i)

F'EJb\AzthZg
— o IRAA . R iR 2 —
TEL : 0120-189-132, FAX : 03-6225-1922

2. ZOMDOEEE M

<HMEFFMHEER >
I - st O EE ARG CRBAPERERTM, R AR A & OV B & AR TR EhEREARI AL M L 72 A D ERFAf ZE H 132
TOLBYTHD,

1. RRENHERE T
(1) SIB (The severe impairment battery) . SIB-J (SIB @ BAZEhR)
SIB 3@ I fEER S o B OB Z M 5 2 &2 BRICER S e A 7 — v Th 5, HlEA
(X 40 THH 22572 0 F3A AL 0~100 AT FRBMEWE AR EORENGE TH DL Z L2 TT,
728, SIB-J iZ. SIB @ HAGENN (Japanese version) T SIB & [Al4£, 40 OEMERA 257225 9 DD TFALHHE
e (1 AESrMREATA, 2. 5efE. 3. MRk, 4. MR, 5. F17, 6. HiZ%EMee), 7. 556, 8. WAk, 9. 4
AI~DEM) [CL > THEREhTW5

(2) MENFIS (Mental function impairment scale)
FRHE B O TRIER 2R A 92 B TR S MR R 77—V Th D,
FHEE R X 13 THE S22 0 FFAH I 0~78 M T, BRARWIEEREORERHE TH L Z L 2RT,
CIBIC plus-d ® FURE L LTCHEHIND,

(3) MMSE (Mini-mental state examination)
5 B AEEERMR A T, 1975 4FIZ Folstein b1 ’J:ofﬁiﬁiéj“w‘:o RS, LB BHE - EET). SEhREE
WZOWTHHMIS 5, BFAa 71X 30 A THY | HFRMENVIZE, BAEROEFEDORENGE TH L Z & &R
o WEVEKXR OBHIEEZDOZM, 27 )~“/7%‘:EE’J& LT, EBRITIES EH SN TWSH T TR, BR
RERIZI1T 5 B ORPULE (BIEEOHE) & LTHESEHIND, FBRELOZEENHER SN TN D,

2. 2REHIER REIKETME
(1) CIBIC—plus (Clinician’s interview-based impression of change plus) . CIBIC plus-J
FIRE L TN O ERN B KOS EE ) DI HRINE 21TV FREVE O SRR EEIRIER 2 I3 5 HETH 5,
CIBIC plus-J % CIBIC-plus ® A AR CRAVEEFE OREREIE 2 FigER, B HAETEBE L OYTE) - OHE
Ko 3 fERICIE L, £ F MENFIS, DAD & Of Behave-AD @ FALREE 2 W CREld 2, M%AE
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RIER 1T, FBE ORI 1 DR A8 2 R [EIRFATRF O AR RE & Ll U, FALRUE DR 4 #h%s U CRRRAY 220l (Rl
%) k0 T BB (1 RiERUGE, 2 PREOWE, 3: HTOUE, 4 EROZILZRL, 5: HTOHE
b, 6 TREDE(, 7 K b) THATT %,

(2) Modified CIBIC plus—J
HEERE ) D EE T VY A ~ —RIEAE RS 2 39 5 55612 CIBIC plus-d @ H & AETREELFHMET 5 T
7 REE% DAD 735 FAST (AT L7=b D Th 5, i FlEIL, CIBIC plus-d L [f—Th 5,

. BEEEBEFE

(1) ADCS-ADL19 (The alzheimer’s disease cooperative study-activities of daily living inventory 19 items) ADCS
ADL-J (ADCS-ADL19 M BAZEIR)
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