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2019¢012

20204 6 AKET (55 1 AR) 03
BHAEERRDEES
B | IR 87119
HEINHARS © 34F i i
NMDASZBEAIET 7L W I\ A < —BUSRANAE AR ERES ER7SRRME
| S 5E5mg | 30200AMX00241| 20204 6 A
R, IR 510mg | 30200AMX00242| 2020% 6 A
AR YT VIRBIREA §220mg | 30200AMX00243| 2020% 6 A
- - . r OD#$% 5 mg | 30200AMX00244| 20204 6 A
va;JiEE’iiEsm 5mg [r)SEPJ OD#$#10mg | 30200AMX00245| 20204 6 H
- - A OD##20mg | 30200AMX00246 | 2020%E 6 A
}(VJ;JiEE’&iEﬂ 1 Omg DSEP; =
- - r
Ao F J1BEEIR = 20ms"DSEP)
- - - r
A9 F IIREEIEOD s Sms"DSEP)
- - - r
AI o F HIBEEIEOD = 10mg" DSEP,
- - r
A F JIBTEIEOD=20ms" DSEP)
MEMANTINE HYDROCHLORIDE 1aBLETS,OD TABLETS 'DSEP)
) EE—EMSONAFEICLVFERT S
2. BR(ROBEICIIBELEVT &) Bi7e AT VR
AHI OB UBBREDBEREED 3 5 B D-v¥=h—l, #@tlu—2,
ANAOT—=ZAHLT T L, T
ro 77— {tFYF Y. raAKE R
3. 48R - 1R 18EH Y. eRuFyFubiltino—
3.1 #Ank § ‘ AYVFVERE |27V F Y| R, AS U NEIRY LD, I
Wi7e AT | R OD$£20mg[DSEP] [HaRgtE |7 U LBREEF b U 4L KU VL
FLBEKAIY %naat)l«u—x\ K& 20mg R—180. JIVEHEIIIFIL, ¥
o L. A Ry Fu¥irtiro— FSULEY). ATFTFY VEET
AVITAERE AN ST s S Hv SR YA, b o ER
$E5mg[DSEP] HgE N
5m Fuxu—A, v27uaa2—)L6000. 3.2 ERIDMLE
& Imitryr. ZSmAK. AT : e
VAN =Ry - % <
BEF  |[RLEART. BETLO—2. BB Boes | AR & j(‘g":)‘ (’g‘é) (ié)
ATVFVERE (A rFUHEr RFusyFuil ko — mm mm mg
$E10mg[DSEP]  1EFE&IE 2, braFrFSurtilo— R 74 V4| Y . .
10mg  |A. AFT7UVEBVYIRYTL b ;g/%ﬁﬁﬂfﬁ -5 1 | ~HE @ @ =
1%‘*‘ 7°U)( O—A., ¥v7u3a—)L6000. sLomg VIRE | YR 6. l(LTi)‘ %/\327 ‘ %"384
ARVFUERE (A F | BIEFE Y. ALFNOY —= -
$20mgIDSEP) |t N el =
20mg s10mg/DSEP] | 0| FE | s
D-w>v=F—)l, ERELTO— A, Y78 | BE& 71(@*2)‘ 3.1 ‘ %130
ANAT—AHNLY T L, T CFTA
TJr—fbtFo 7. JaARER a-54 | gt~ | (4% 358 +7J Dsg
L N R A=AV 2 A= xevF Ve | e ‘
AVVFVERE AV F VAL AZZYLEIFY v —LD, F 520mg[DSEP] | e | 1 [12.1(BR)
OD§#Smg[DSEP] |#6REtE  |» U LBREEF R U T A, FU VL 8% ) 6.1(;& x) | 1944 | #9259
5mg R—180. VTVB NI IZFL, ¥
VT, FANNVT—AL(L-7 2= A7V F U ERE FE G =
7= ALEY). ATT I VEET ODﬁSmg(DSEPJ EUD%W =) 2 2
IR L. S BH i 6.1(E®) | 3.2 | 85
D-v>=hF=), #ERELo—-2x, _— 5 5
ANAT=ZAANYT L, TN ATYFAEM | P WE | (2010 5010
Tr—LFr Ty, JUAKE R ODS10mgIDSEP] | e 162 = =
1§ Y. brRgFysuiltila— AR 7.6 (BE1) ,%93.6 #1140
ARVFVERE (A Y F U A XAF T YLVRIR) v —-LD. F EN7 o~ | [om
ODﬁlOmngSEPJ iﬁ@ﬁ '7 U 1% }ILM’}— ]\ U ‘7 -L\\ /_I—S ]) Y ){7,‘/3“‘\/@@@ (D%:hlj‘] ﬁ&ﬁ 0020 0020
10mg ~R—}80, ZTVE@NYIFIL, ¥ OD§£20mg[DSEP) | #fifE - | e,
MT T RINT — b (L-T ==L ETN) 9.1(EfF) | %@4.9 | #1280
TI=ALEM) . ATT YU VY
T L, BBZ"BLE. & 4. $HEEX (FFhER
TEENVUEET VY INA X —BYERAEIC BT B SREIAEAEIR

DETHNH



5. WEEXFHRICEHET :FE

51 7IUWIYNA 3 —RIZBANEE ZMENT-BEICOAERT
A5 &,

52 KFIB TV NA 7 —BIERANEDREZ Db DDETZ
T 2 E VI REIXFESN TR,

53 7IVYNA < —BIFRHIEDIAF O BRAVEME R ICB W TR
HOBEMEIIFEZ SN TV,

5.4 O RAEMEREE & OERIZENCEET A2 &,

6. RiERUHE
EEL. RAICIEA Y Y F U HEEE S LCLHLESmg 5B
B BAMICSmg T DR L, MRS LTIHIE20mg
EREORET %,

7. FERUREICEET %2

7.1 1H1[ES5mgh 6 OWiE#E51&. BEWEAOFRE ML % H
KTHAHDT, MHEBEITHET S L,

72 BEOBHERE(VL7F=v )T T AHE  30mL/
minkii) OH HEEICIE. BEOREZBEEZ L P HHE
HICHESL, HFRIZ1IHINIOmgET S5 &, [9.2.1.
16.6.1 8]

7.3 EEREE, FRE0EHOTTRET S L,

8. EERERIER

8.1 BEHBHHICB LW THF W\, HIEFRDLENEZ EN
BB, Ty INOLGDERICEVEFZELZES DD
570, THICERT A &

8.2 ¥, HEERUVEETILYNA v —HEMETIR. B
BHEOEREERE D BMOBRIERENIPETR TS &
BhHb. oo KENCKD, DFWV, HREPHS5DNI
5ZENHHDT, ARG HOEEZFICIIEHSHHEHDER
EHEREES BHOBREIRESELVWES>TERT S L,

83 AFEEICLVMENIREDONZWIES., BREESL
W &,

0. BENERZEIHEBEICHT I IR

9.1 BHIE - IFEZEDH 2 EE

9.1.1 TAHAXIFEEDEIEDH DEE
HERFRNIBLSE R END 5,

9.1.2 [RpHZ LR B BRF (REEHET7 Y R—Y R EED
RISXPE) # 5T 2EE
ROT7IILAHVIZ KD RKFORPHEHFBEAET L. K
HlolmtiEEs LR T s8FnFH 5. [10.2. 16.5
8]

9.2 BrrEEEEE

AHENIBHMEL ORI TH O, PEltIHEET %, [16.6.1
]
921 BEDBHERERE(IJLVFZPFVvIUFPSVRAE:
30mL/minFi@) D& B EE
[7.2 2]
9.3 fFissEEEEE
9.3.1 BEDITHEEEE (Child-Pughs4$8C) NDH 3 HE
FERERER ClIBRA s TV 5,
9.5 117
SR L C WA ATREEE D & 2 L iICiX, aE RO
Bt EREE LR 2 EHMFESN D5/ ICOABRET
5T &, BMER(TYF) THREANOBITPRDONT
Wb, £/, BWER(S Y b) TRIERVCHEROFE
BAMEHAERD 5N TV 5D, [16.3.3 ]

9.6 ZE IR
HELOERERUBARBOERELZZER L. BAO
a2t T s L, BMER(S Y )Ty #
HHANDOBITHEDSENT VS, [16.3.3 ]

9.7 INBZ
INREZFRE UTZBREBRIEE- L Ty,

10. 18E{EA

10.2 HEER (HAISERT ST L)

2% BRI - B A WF - ERET
RIS UEEEE | RS AR O/E|ARFIONMDA (N- X
LR RvE Hz#Emst3BZ|FIL-D-7T 85 F
nNHdH 5, 18) = BAREUER 5.
[AVARNIVE - 2 5
HHAEEED D S,
v RuzuuF 7k Furzoud7 D BEIERETH 5,
IR RoOIFEE KT
[16.7 B8] ' 5,
B PRAE i (7 | AR F O M 8 E A b ARFNE—ER A RIS 5y
I UVERERIICK D | BT BBENDDH B, W (HFF VEkR) I
Pt S N B HEH| Lot ns 20,
VRAFYUE F Uk Rz N 53
Bl EBRET HAlHEM DS
H5

R7 VA )AL %

ARH O MAREAD E

RO 7 IVA VAL &

Z g EEAY AI5BFNDH5. |0 BAEIORPHEHR
TEyVIIRE MMERT 5728,
[9.1.2. 165 SH#]
NMDARZZ&IEG AR 2 iR & |l Al & S NMDA%
VERZET 2EH] [ H2BZENDDH 5, | BIKETIEAZET 3
TV I UE 7z®o
3=
TF A bT X b
V7 7 v EAbK
RIBE KA S
11. BI¥ER

ROEWERHNH5DONDEZENHZDT, BEEZTIITITV,
REPRD 5NIBEIC 3 REGehbT 5% SHEY L NEZ

At

T52 &,
11.1 EXRREIER

11.1.1 &=8(0.3%)
11.1.2 KM HEEA) . REEHAR REAE)

11.1.3 #5HAER

B (0.2%) « B (0.1%) . BAE(0.1%) . L% (SR
REH), $4EL EEARB) . ¥ A% EERE)S15 5 b

nszenw

H%o

11.1.4 FFEaEREE (BHEEAE) . BB A
AST. ALT. ALP, BY L EVED L7 %MD IFikee

BENDH 5

bNBZENDH B,

11.1.5 EHERRLERAE (A RIH)
A, B, CKER., M RPRBIAF 7oy
FREFSHODONBIENDH B, £/ MU BRI
ICEPRNEEBREORIEICERT A &,

11.1.6 B2EEEJ OV Y. BERERIREDRIREREIR (5

FEANHR)
11.2 ZDftDFNER
1 ~ 5% 1% A i SHE N
W E i PRI AE.
AR B e
RS O, ERR. RER. R, |TREE,
VEYA AR BRI, AL | FHEEED
(B, Fv 7.
VAFAY ),
EHHEET, HE
B Mk SERR. FREORZE,
PRI, BUN L&
JiFfig JFHER T
HbEs N HEEEE. .
BMAE (B, TR, (E5REE
TEERR MEES  |MEET.
MRS
ZDfth MREME R |, RV, FEE\ B
A, BE. | 2L 2T7a— )L ER,
HERD. [P ZURY FER
CKLH




13. BE5S

13.1 FER
A2 F VIEBEA00mMgRABRE ICB VT, RE. SIH.
R, R, B, BEREERErFbobN., o X7
v F UIEBE2,000mgRABEICEVW T, T, EHRKX
VEBr»H5bN, ZhFNEEL-EORENDH S (4
EAICBIIB8HE).

13.2 @&
FROBEEICE D, EPICHREPEE LI EOREDP D 5.

14. BRALOEE
14.1 ZRIRZFIFOER
(BIFIHE)

14.1.1 PTPEEO#HAZPTPY — bS5 WO H L TIRAT %
£H1ETH &, PTPY— bOBEMICE D, BV
AR REEREARIA LU, BIIZZELZ B 2 L THERE
AREOBEELZAMWELZHRTEIENH S,

(OD#E)

1412 50 LICOETREZBESES EHEET S0, K
ZUTCIRATRETH 5, £/-. KTIRATAIEHT
x5,

1413 B7-FEORETIE. K2 LTRAZSEZVWI &,

15. ZDfthDER
15.2 FERRREBRICE D 158
Sy FOEAERESER (X< > F U HERE100mg/ kg
EREO# S, 25mg/kg/HY E14HMRERO®KRSG. X
13100mg/kg/H 14HBIRERS) 1BV T, MR AR
B T ORI B B U R e o0 ZE R (b S EBE SRR 5
nrz,

16. EYEHRE

16.1 MEE

16.1.1 HEORS

(1) X UFVIEREIESR

R ABMEIC, X~ F VIERIES. 10X U20mg% %
MEREH AR O E Lz & &, RE MR E (Cmax) & i
s R AR TR (AUC) XRS5 BICIZIEHRAIL T
BEANU 7z TSI (112) 1355.3~ 713 TH . &%
S58IckaZEbizHA N ED» o122,

A F U IRRRIERAEE O3 SR O M HRE OHER

(ng/mL)
40 4

0 24 48 72 96 120 144 168
$e 45 W5 (hr)

A2 »F VIR RERE O SR OIEME LI NT X —5

Cmax Tmax AUC ti2

#5& n (ng/mL) (hr) (ng - hr/mL) (hr)
Smg | 6 |6.86+0.66 |5.3+2.1| 489.4+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 |28.98+£3.65|6.0+£3.8|2,497.6£482.8|/71.3+12.6

(mean=+SD)

(2) XXV FVIEEEIEODEE

BRI ABIEIC A < > F VEBRIEODHE20mg (k7 U TR
FAXIZIKTHRA) Xid A < > F VIERIESE20mg (K THRA)
Z7OAF —NETEERBEEREORS LS, W
NG E b MBA O MR EHERS N CEY BB/ F X —
HIEERTH o 7ze A7 »F VIEBIEODSE20mgidK 7z L
TRANBKTRALEZSEOVWTNS, X3y F UHE
HEE20mg UK TIRA) EEMZENICEETH 5 2 LN HER
ahizd,

Av rF VEBIEODSE20mg K72 UTHRA) XiZ X~ > F VIEE
1EE20mg UK THRA) % BEREO# S RO Y B RE/N T X — %
R I Cmax Tmax AUCo-192n t12
= (ng/mL) (hr) (ng - hr/mL) (hr)
OD##20mg
UKz CIRE) 6|24.3£3.72|14.19+£1.42| 1,540t 154 |53.6£5.75

#E20mg
(K ThRA)

—

16/24.3£4.53|3.50£1.55| 1,530£157 |55.4%8.14

(mean+SD)

A F EBIEODSE20mg UK THRA) Xk A < > F VIR IESE
20mg UK THRA) % BEE OB 5RO M EREIST X —F
Cmax Tmax AUCo-192n ti2

BSR n (ng/mL) (hr) (ng - hr/mL) (hr)
OD#E20mg N " N N
OKCHRE) 15(249+2.3714.80+£2.11| 1,510+114 |47.8+6.96
#E20mg

15/25.8£3.07|4.40£2.29| 1,540+t 140 [48.0£7.63

OKTRA)

(mean+SD)

16.1.2 REH%S
TV NA ~ —BIERAIERE (10mg/H : 1141, 20mg/
H:1260)ic. A~ > F ViEE1H1E (Bi&%)5Smgh 5
FItA L. LERZ & I125mgd Dt L10mgXi320mg 2
FHEE U O24EMREROKRE Lz & &, MEPIRE
BE4ARABTIHIZITERRBIELTBY., 20RO M
%12 10mg/ HBEC64.8 ~69.8ng/mL, 20mg/HEET
112.9~127.8ng/mLT® - /=%,

16.3

16.3.1 HEBERNDBITIE
TIVINA 7 —BIFRAERFIC A~ F VIEBIELIH1E
($A&%)5Smgh 5RB L. AR &I15mgd DMt L
10mgXix20mg % MERFAE L L 24BMREZRO#RS L
ol & BB E O MEEFEEICNT 5 Hid 10mg/
H#&T0.63. 20mg/H#T0.72TH > 7Y,

16.3.2 RBRNDBITHE
BEERR A B IC X < > F VIEREIE 2 R IC AR O&R S
L7zBA . RRTPAOBITHIRD 572,

16.3.3 S NRUDBFICHIFBBITHE
Ty MIUCHEZRAZ BEROHRE Lz & &, MEtREEE
ELTHILENAY. X B, R TR . 55,
RER. N—% —KBR. EERAR & ORI 37 L7z
Ty MIAT Y F UIEBEZRRERS LI L& MAXT
YFUOAUCKIMFEFR AT F > DAUCDH18HEL L
"olze
F 7oy RO Y FIC-IEE A & B EEIRA RS Lz
L&, BERIRRIBICEAT Uz, AT Y MZUC-HE
MAZBEEROKS Uk & &, ez it icBia Ly,
[9.5. 9.6 ZH&]

16.4 {{#

16.4.1 B BHEIC A< F VIERE20mg % BEROKRES L &
&, BEBRT2EELINICREL AN 34.1%. R#EITH 2
75 ) =RV a Y ESTES Lz laa ik n2.2%R I
Pet s 7z,

16.4.2 X< > F VERIEIX, & b F b7 a—2L4P450(CYP) ¥
HEFB UM% AWRET T & FOP4S0OTREIES 1
W W EPREIN, B MFMREICBEWTCYP1A2,
2C9. 2El. 3A4RUBASZFEE L Lh -7, BKHARIC
B sMmEEREEMEIE(L umol/L) Ty B MFIZu vy —
LITBIT BRP450IEM. TRT ¥ RIKD RS (EH) G
W, 79 EVEEE ) AF 7 F—E(FMO)EE. 7o
O v REREER (UGT) R OB B (SULT) i
ZFHE L H - 72 (in vitro).



16.5 Bkttt
BERRASBRIC, A< 27 U ERESmgE 1 H3EEO®RS L.

TEFIRBICENE U7 13H Ho@ #5812 YC-1Z3#% A5mg %
BOBELIEZA, BRHBEDIRFPADRBEHHR IS
20H% £ TI283.2111.7%TH V. HEfADBREIHIRIZT
H#% £ T120.541£0.41%TH > 7= SAEAT—% ),

F/o. REBKFEF MU TLEZHHAL. JRpHZ 7L ) HIREE
WCUBAICIE, Av vy Froeg 2775 A (CL/F) 28
MG EHRTRESERLZEOHENH D (SLE A
F—%). [9.1.2. 10.2 BH&]

16.6 HEDERZET 2EE
16.6.1 BHELRERE COENEE

AANIBHEMBIOERITH V. BRENMET T 2EEICIL
CT. ARADt120OEEEAUCOERNPRD 5NTN5E,

flig2ADCS ADL-JIZBWTIZ. E5BTTIEE524
WEHFHEO 2 a7 A LR THERSERIZD 51T, iz,
BIRAGICENE L 7o B OFER . I e RBEERA T F
EREIE20mg/ A OBICERZIIRD 5 Nk h > 7z (BT
R 1 26061, p=0.8975. Wilcoxont&iE) .
BIEFRBSEE I X v > F VIEBE]10mg/HEET29.9%
(32/10761). A~ F VIEHEE20mg/HEET31.0%
(31/7100ff) e v EHEERIE, A~ > F VERIE
10mg/HEETHRERA3.7%(4/10761) . X~ > F ViE#
H20mg/HEE T, SHTRE, BBHMO T, RS
3.0%(3/10061) T&H > 7=,

17.1.2 BN MAEEER

FEEPSRET VY NA v —RIERHRE R E (MMSER o
7 5EBLET4AELIR, FASTR T —2 @ 6all E7abll'R)

(7.2, 9.2 E]

A > 7 Y HMIE Omg IR T RO BRERSRERUER QLERIHES © 524ERHES) b U< 37 50K 5 24 R
REIEFH 1B 2 FIMEFRE DR 542 - @EE5RHERBe2Em LY,
na/ml) RAIBAEE RIS ASIBJ0 2 37 E{Li 2RISR
—— Cer > 80 mL/min SIB-JIZBWT. Eiz S8BT Td 25 24B%FHHD 75
—+—50 mL/min < Cer < 80 mL/min tARBEE AT U F VIERE20mg/ HEO R a7 E{LBD 2
132 ﬁ:;ﬁﬁ % gg 2 gg 252:2 34.538TH D, MERICERENRD & Nz (BT

- R : 368f. p=0.0001. Wilcoxontfii€). &Pk

432f| Z NRICA < > F VEHEIE20me (Smg/H. 10mg/
H&O'15mg/H% £ h2JEICLER 5%, 20mg/H%

il ICBWTHTBEICERENRD 5 iz (RITE R © 42441,
it p<0.0001, Wilcoxont&€).

i 7z, SIBJOA a7 ELROBRIHER TE A< F VI
i E1E20mg/ HEHEZ 248 bz > T T REE % Ll - 72,
JiE B 52438% DSIB-JO 2 3 7 &L &

B5Ef n | 0D 5OE({LEE) | ELEDEE)
A2 v F VIEBE20mg/HEE 193 -0.65+9.74 4.53
7T AREE 175/ -5.18%11.66 -

1) [24i8#% O fE] - [0 D E] (mean+SD)
H2) [A v v F VEEHE20mg/ HEOOED & OZ(LBOFE] - [ 77 L REDED &
DZALRDT-H41H]

2fi i R RRER % i 9 % Modified CIBIC plus-Jo# 5
24ERFHMOPIIEZ RITRT . A~ > F VIFHRIE20mg/
HEHZY 7 ARBEE ROl - 7275, MWEMOZIZ0.11THY .

0 0 10 18 20 30 30 40 480
Pl W (hr)

A3 > F VBRI Omg B EIRE L 5 O B AR RE R 5 AR T OV
HEIEH & COEMBE/ ST X -5

- EEE |BEREERE |TEERZSEE SERERE 22 3 2 S den - _
BRAE(CCr) | (0cr>80) | (50=Ccr=80) | (30<Cer<50) | (52 Cer<30) ﬁ;ﬁiggf“m o7 (BEFTAIR - 36761, p=0.3189,
n 6 6 6 7 F7o, BEEHIEIC BV T O AREERD 5N b - I (A
FEACCr(EE | o) 62.7 40.9 19.1 4R 1 42561, p=0.1083. Manteli&#E).
fif) (mL/min)
Cmax(ng/mL) | 12.66%2.14|17.25+3.94|15.76£3.70|15.83+0.62 B 5.2438% DO Modified CIBIC plus-J
AUC(ng - hr/mL) | 1,046£82]1,640+180|2,071£531|2,437+451 BE5R n | 243% (mean*SD) | EHfED ZEE3)
t12(hr) 61.2£7.5/83.0£17.0(100.1£16.3/124.3+21.0 A v F VIEBE20mg/HEE | 190 4.47+1.07 -0.11
CL/F(mL/min)|133.0+9.6| 85.3+8.8 |70.4+17.0|58.6+11.3 75 R EE 177 4.58+1.01 -
CLr(mL/min)|82.2+19.8| 62.1+10.9 | 42.1+9.0 | 28.5+12.2 3) [X v > F L HEEHE20mg/ H B O 24381 OFH9MH] - [ 75 £ KEED 2431% O 44 it]
(mean*SD)

BMERRHEE I A~V F U IEBIER T28.5%(63/221
B Td . EREIERIZ. (EH3.2%(7/22141). ME L
F2.3%(5/22161). &MFEL.8% (4/22141). 27 L7
FURARFF =B, TILYNA v —BIERANER1.4%
(3/221%0) TH > 7z,

17.1.3 /85155 MAEEHER
KEIICBWT, FARVVIEBREOREEZ6 7 AN LZT
TWVWAHEEISFET LY NA v —RIZHEREH
(MMSEA a7 : 5&D E148DIR) 40361 %2 RICA < >~
F VERE20mg (5Smg/H. 10mg/H KR 15mg/H% % h
ZhIEIC HARMES%. 20mg/H 22 LARKRS © 512488
BE)HL LTI ARZ24BRHRET 5 _E5HKHER
B L 710,
FRHIBE RE % 3Tii 9~ 5 SIBO JALFHMi D 2 T 7 ELE D

16.7 EYIWEEER

TR A206IC X < > F VIEHBIE W (X~ > F ViEB
E5mgZ3HM. Hi\T10mgZ4H MK 5%. 20mg#z 14H
E)ICEDIHIEREOREG Lk, X< 2T VIEBRIE20mg &
e REzuusF 7Y R(25mg) - M) 74T L2 (50mg) e
HlZ7HMBALzEE, e FrroaF 7Y ROCmax kU
AUCIH B SREOHN80%ITE T LAY (HEAT—4),
[10.2 18]

17. BRIRARIE
17.1 BWERUREMEICET 5558
17.1.1 B IEHER
FEEDSEET LY NA v —RIZBANEEE (MMSE R I

7 5 EI45LR, FASTA5—2 @ 6all E7allR)
315612 MG A < > F o HIE10mg (Smg/ H % AR
5%, 10mg/H #2385 1 324804 5) 22 20mg

BANZRPEERIRT . SIRRBEAY VT VIR
H20mg/HHEDZII3ARTH D, MEEHICERENRD
57z (BTN R39441. p<0.001. 27CECEHSEIT) o

(5mg/H. 10mg/HRXU15mg/H % ZhZhEIC 1B

5%, 20mg/HE2LAMES ; f24EMES), sl EREERNOSIBOZ 3 7RCR i |
75 & AR S T 5~ EE ML (TR BE) iBE BB n [0 56 0E{LE™ [Z{LEOES
FEhi L 728 A2y F VIERE20mg/HEF (198 0.9£0.67 3.4
RAAE % T T BSIB-JIc BV T, £ BMHT TIRIXS 77 AR 196]  -2.5£0.69 -

1E4) [RA TR s O 8] - [0 O fiFl] (/N =% P £ SE)
¥5) [ v > F VIE#EE20mg/ HEO 08 5 O LB O F/N R PfE]- [ 77 £ RO
Ol 7 & DZA LR O N = Fe-F43{H]

248 %O A 27 Z{LETHERIBEIRD 5. 7z,
BIRIICERE L7 B ORER. 77 R~ F
EE20mg/ HEOMICERZENR O 5 i (BHITNR
260fl. p=0.0029. Wilcoxont#i€). HHEEFHEZE T

—4—



SRR R % 31 9 CIBIC-plus D A& 3 B 1 0 S
BEERIORT . T REEE X~ v F VIERBE20mg/ H
BOZEE0.25TH D, WHHMICHERENTD 5 iz (i
53944, p=0.03. Cochran-Mantel Haenszel#&#7€) .

A& ETH R s 0 CIBIC-plus
RAEHIERS | 6)
BE5EE n (mean +SE) PHfEDZE
Av v F VEME20mMg/HEE |198|  4.41%£0.074 -0.25
75 REE 196 4.66+£0.075 -
E6) [~ > F VHEREHE20mg/ H B O mAé R R 0PI MHE] - [ 7 & R B O ek 51 R
MOTFHfE]
H & A4 1B % 37l 92 ADCS-ADL1oD i &Gl B 2 D A

AT7EBOR/N R PHEEZRIORT . ST REEA
< v F IERIE20mg/ HBEOEIZL4ETH D WA
AREENRD b N (B R39561. p=0.03. 27ThiEH

TEUIHT) o
A EHER D ADCS-ADL1o®D 2 a2 7 & &
58 n | O#A 5 OE(LE | Z{LB DT
A7 YT VIE#IE20mg/HEF 198 -2.0+0.50 1.4
77 R 197 -3.4%£0.51 -

FE7) [RAR T R s O 1] - [0 D fiE]] (/N5 P4 E + SE)
F8) [X v > F VIEEEE20mg/ HEE DO A & OE LB OB/N R F(E]-[ 75t RBED
0% 5 DZEALR O RN =T FHiE]

BIEFRBFSEE I A~ > F VIERIEMH T33.7%(68/202
B ThH . EaBWERIE, FEED F115.9%(12/20241) .
SEIAA.5% (9/20261) . Bk, $5EL#%4.0%(8/2024) . #x
Bl T, IR, FRREEE2.5%(5/20201) 57 HESIIE.
WEM2.0% (4/20201) . KRiEHIFE, SIME. SITRHE.
RSN, RERSE, BN 1.5%(3/20261) TH -7z,

17.2 BUERRFELRATS

17.2.1 BNENBHER
FARYVIVIEBEZRATOPEEPSEET LYNA
< —BIERAIAERE (MMSEZ 27 @ 1Ll E145LIF) 546
BlzxRICA <> F U IERE20mg (5mg/H. 10mg/H &%
WU15mg/H % Z N2 HEIC HERES%,. 20mg/H %2138
RS G240 S) LT I A2 248M 59
2 WAER L EE MR TR R BB & R L 721D 12,
RHMERE % 3l 9 B SIB-JD 2 2 7 ELBORERERITRT .
SIB-JICBWT . X7z BT TH 2 BALFHEIR O X < > F
VIEREIE20mg/ B RO 2 2 7 2L B1E 75 £ NG EE
% kAo 724, WEBICEEZEIR® 6 gD > 7z (BT
%0 527/, p=0.2437. OEEDSIBJZ 37 KT K3
VIVEBIEDO I HE 2z AR E L HA ) .

Bk sl s DSIB-J D 2 a 7 &2 L&

0 A 5 DELR™ | B[l EDERD
R n [ BACRTHE |RI-RTHE
[95%{EMRRE] | [95%(EHRM]

XV‘/?‘/fE%fEZOmg/E 261 -1.34 0.81
RS [-2.33, -0.35] [-0.56, 2.19]

75 RGIEEE 266 [3£§f1& -

19) (A& FHifi b 2D ] - [0 D fiE]
E10) [ A v > F VIEEEE20mg/ B FEEOE A 5 0 Z LR O RN R FHHE]-[ S5+
ROTFHBEO0HE D 5 DE(L RO /N 5P fH]
X Z DO & LTHT > - WilcoxonBEMAIEEICBWT D, WEMICER
ZIFAD 5N H - 72 (p=0.0563) .

18. ZEEIR
18.1 {EFEER
FTIIYNA 7 —RIEZBHANECIZ LY I VBB RDMRER T
PEELTBY., TVY I VBZEEROSTIALTTHS
NMDA (N-X F)V-D-7 285 X V) ZBEF v 2L DEHE
BRIEBHIEPERO—DEEZIONTWVS, ATV F Uik
NMDAZAEARF + XIVHEERICK D ZOMAERE % 1
I 5,
18.2 NMDASZBIHF + RIVICH T DEEERARUEE
18.2.1 T v KM E A EE 5 ONMDAZ BEF + 3L
XU T, BRI CESMEORA 2R L7213 (in vitro) .
18.2.2 7 v MIRKEEEEBHEMICB VT, NMDAZEERTF v
FIVOTEHALIZ X > TE LA ERICH U THEBMKEED
FEERZRL. ZOERAORBR KR NEEILERLH»TH >
7219 (in vitro).

18.2.3 5 v MEBEE AT A AD Y F T AEEO R (Gl - 25
DOEARETI) DRI U TEERER 2 IMEIER 2R
. NMDAZAAF v X IVHEERDICso ifHETIZiF &
AEBE L H - 7219 (in vitro).

18.3 FEEEHHITER

18.3.1 v MEBEADO7 304 R B 140K TA KT > (NMDAS%
BAREEER) OFEAIC K 0B SN -G E K OV
MR EAZIHI Lz — B EE T v M OEBFRAE
BEICIZEE L e h > 7219,

18.3.2 7 v MEENAONMDADOESIC L DER I N/, #EH
RS & B D e W R B R [E]EE T R & I L 7217,

18.3.3 IE¥ T v MIEHE (EEN10mg/kg) 285 L-5E. 2
B E 2 BEE L EORESDH S8,

19. B ICEAT B IE(EEMNAR
—ig& : X~ > F IE#E (Memantine Hydrochloride)
{£¥42 : 3,5-Dimethyltricyclo[3.3.1.1>7]dec-1-ylamine

monohydrochloride

SF - Ci2H21N - HCI

= :215.76

I HEOWMEKRTH S, FMXIFZTY ) —I(99.5)ITF T

9L, KIZPPRBITRT W,

NH,

- HCI
CH;,

CH;

DEREL : 0.11(pH1. 1-F 27 ¥ ) —IL/5BEH)
0.32(pH7. 1-# 27 % J —)L/4B1ER)
1.49(pHI2. 1-# 2% ) —)L/{BEWK)

20. RV EDER

(OD##)
201 PALIE—XRIEFTITAF v 7R MLBEEBIZER 28T T
BRET S &,

20.2 A0 L, THBIC X VIERIRADI S5O 2 ENH 5,
20.3 5mgf. 10mghtld. N2 NERAIEE I HER BRI & 55K
., BEOHEASHENEEN DS,

22. @&

(A VF VIEEEEEES Mg [DSEP])
(FFAF v 7R NT) 1008
(PTP) 14%8¥(148EXx1) 56%E(148E%x4)

(AR VF VIEEEEHE10mg[DSEP])

(FSAFv 7KL NT) 1005
(PTP) 14%8(148Ex1) 568 (145Ex4)

(AR VF VIEEIESH20mg [DSEP] )
(FS5AFvZARIIL:NT) 1005E
(PTP) 568E(148tx4) 1128F(143Ex8)

(AR F VIE#IEODEE5mg[DSEP])
(FTAFwZRRML NS D EEEHIAD) 1003
(PTP : ®ZIBHIAD) 14881488 x 1) 56%E(145Ex4)

(XA F VIEEEIEODEE10mg[DSEP])

(FS5AF v TR NS BIEFIAD) 1005
(PTP : BZIBRIAD) 1488 (148Ex 1) 568 (148Ex4)

(A F VIEEIEOD#E20mg[DSEP])
(FSAFVZRRML NS D EEHIAD) 1008
(PTP : #18KIA D) 568E(148Ex4) 11288 (148E%8)
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