20234F10 H &GET (GBI

B B S=IERT

AXHR - 34

NMDAZ R {RIEH 7L YA 7 —RBANE R EH
RIS AT B SR A )

AR T UIEEIE O AR

AV I FIEEEIEOD 5. &)
AV I F IS EEIS O D 82104 54,
AV I FIEEEIEOD 5220, 254,

MEMANTINE HYDROCHLORIDE OD Tablets

BAGEERSEES
87119

5mg 10mg
30200AMX00176000 | 30200AMX00177000
2020476 H

REBES
AR5ERAE

20mg
30200AMX00178000
202046 H

ExRES
ARITRASE

H) EE-EMEOLLGZICIVEMRTLZL

4. SHAEX IE R
PEERTEETIILYNA I —RBRIEICE (+ 5 RBHMEERD
EITHH

LER (ROBHFICFIFEELAEWLIE)
ARFN O S xE LIRBUE OBEERE O & 5 B
3. #ARL - R
3.1 A
Wiz A F U | A~ T UEBRE | A~ v T UIERE
- ODFEBmg [454k) | ODEE1Omg [#4k) | OD§E20mg 454K )
BRIy | A~ FURBE | A~ U F URRRE | A~ F U ERRE
(18E) 5ing 10mg 20mg
D-~v=hFr—|D-wv=hF—|D-vw = —
b, i — |, A Aa— |, LA —
ARV TN NATANT T L | ATV T b
ERefx> 7ol Ry ok ey o
varevre—|vrktre— | ke —
AL ABZTVIVNAL ABZT Y| AR AFE T UL
frafRy~—|fRafR)~—|fRaKr)~v—
LD, 7 7 U JVAf LD, T 7 U VER | LD, T 7 U LER
[73ral NNV NN 3 il NUNLVAVARE R & Rl N BLY AV AR
RY VI AR—=K|[RY IL_R— K |KRY V)L_— |k
80, ¥/Nr . 7|80, X)NU ., 7|80, XNT U
TV NI F | VBNV T | BN =T
v, D-~r=/, D-v~r=|/), D-w o =
I F—sb « fKEH# | b—)L - REHL | b —L - [KEHR
Et Raxy 7| e kaxs 7 | e Faxy 7
ol ro— oLt ro— | oLtk rm—
A e RYVE=V| ARV E=/L| R KR b=
Toa—) (GE|Tra—nL (55| TIva—nL (58
A R | 2T ALY 1|20 AL R
B, 7uxRR|EW., 7uxAR| &M, 7o AR
BN TAN|IERY, TAXR|E Ry, TAR
s —nh (L-|\VF—2Au (L-| V7T —24 (L-
T2V T 7= | T2V T 72| T2V 7 72
MEEW) . S| vied) . | vkEw) . A
Tgfbgk, AT B =@k, | TT Y VY S
TV~ TR | AT TV VB~ | 3V T A
T A VSN
3.2 HHOHEK
W4, A F UG | A~ T UEBRE | A~ v T U ERRE
- OD§E5mg [#54K) | ODEELOmg [#¥HK) | ODEE20mg [A¥HE)
ball)iz R L NUES
B G NERE) WHE A HEa~feg At
®8 oD 10
& H OEI?%O
= =
e — AT A F AT
AR | oh 5 ak | oD 10 A4k | oD 20 Ak
[E A% (mm) 6.0 7.5 9.0
JE X (mm) 3.0 3.5 4.8
& (ng) 85 140 280

5. IRER ITHRICEET HERE

51 7o ~—RIGRAE L B SN BEICOREHT 5 2
L,

5.2 KNI T IV oA ~ —TUZBIIE DI
T 5LV EITE STV,
5.3 7oA =~ —BIRGE LA OFBINEEZE BIZ B WV TARAID
FMEIIHER Z LT e,

5. 4 fhOFBIEMETR B & ORI

b. BERUVAE
HWEE., RACIEA~ TR & U CLH LESmg2 HBAAE L.
1FﬂBwTOE%L\ﬁ%%&bfuﬂ@%w%ﬁﬂ&ﬁT

HHEZ D b O OHELT 2 HH]

ICRETDZ L&

@\l

1. BERUBEICREET 5EE

1.1 1H1[E5mg» & OMWiE #5105, RERORBEEMZ 5 BHT
HDHOT, MEFFREE THETDHI L,

1.2 SEOBBEREREE (L7 F =227 Y7 T2 AE : 30nl/min
i) OHHERFICE, BEOREZEE LN bEEICKES
L. #MEFFRIZIA1ENOMgE 95 2 &, [9.2.1,16. 6. 127]

Laﬁﬁﬁ$ﬁx%%%®%@®Tf&5¢5:&o

. EELEANIE

8.1 BLBBOIHICENTO TV, HIRN/FBDOLNDZ LD

%y ¥T0. THOOERICE VIEBEIELES 2N H DD

FRCEETDH L,

LDEE, PEEROEET VY oA = —RIEEE ClE, HEE

@@%%ﬁ@%&ﬁ%ﬁ@&ﬁ%ﬁﬁﬁ?#é:&ﬁ%éoi
CARFNZED D DFEV, BIRERHL DD ERHDHD

T AF B G- o B BB O RS & £ 5 Bk o
ICHFESERNE I EETHZ L

.3$ﬂ&5m D BHE DR w%nﬁmﬁé\

&,

RBEOHRZEZRTHLBEICHYT HER

1 AfHE - BEEFOH5BE

1 TADARSESOBREDHSEE
FEEFRUIBLSE L Z L0 b D,

1.2 RIHZEERSEFEF (RMAERT S F—2 R EEOR
BERXE) 2HYL8E

JROT V7 VALIZ & 0 AA O R AHREE 2T L A O

BRLEE LN

[N T_)

w

BENEFTIBZNANRS S, [10.2, 16. 5]
9.7 BHEEEERE
AHNTBFYM R OEKAITH Y | PP EIES 5, [16.6.15
i<
.21 BEOEHEEE (VL7F=2I VTS5 VRE: I0NL/
minkiE) OH2EE
[7.28H]
9.3 FFiREEERE
9.3. 1 SEOHEEREE (Child-Pugh448C) OHHEE

MRARRER IR ST D,

9.5 324m
ﬂﬁx@%%bfwéﬂ%ﬁmﬁéﬁﬁmm\ﬁ%k@ﬁﬁﬁ
DfERRIEAE BR D L HET SN DGR ICORRET D L, B
FE (UHF) TRE~OBITHARBOLNTND, £, @18
FEB (T v ) THIRIEROCHAEROEER NG 235O 5T
W5, [16.3.3%M]



9.6 =7
160 EOR MR O RIFLRE O SMELZ R L. 3L Ok X
FHEERET 5 2 &, BER (T > 8 T witth~o®
TRRD BTN D, [16. 3. 35 ]

8.7 NRE
INREEZ RS & LT BRI SR L Cuvieny,
10. HHE{ER

10.2 BFREE (BFRICEET S L)

FHEH A4 5 BRIRIER - FEE ik HEFY - fERRIA 1
AR (EE S RS AEEIEEDOAE | ARAIDONMDA (N- A F
LR RV HAEMEIErE8E | L-D-T AT X v
b s, ) =AEIEIIER
M, RS2 AR
HE S H 5 AREED B
Do
[N =078=0=0 A Sl I - =0/0=0=0 AV EVr: 75 30 & NI - Mk PN
PN RO H R E 2K
[16. 75 MH] K5,
BIRME W (I | AR O MR EE S b | ARFNE 03 IRANE 55
FAUEER) | AT HEIBENNS | W (DTF Ak R)
LRt ENn 53| 5, [N QU # 31 = G e
7 W, [ UE%RZENT
AFD U LIEF L BEET D AR
Hnd 5,
PRT Vv H VAL | RFNO M AR L | JRO T 5 VARIZ K
23 ERAIY AT arB20nH |0, KEIORFHEEE
TREHSTINR| D, PETT 5729,
A
[9.1.2, 16.5%&
iy
NMDASZ RARFEFUIE | FE AR 2 508 & | 3840 & & NMDASZ 4K
HAEAETHHEA | ErBxhi’bb, |HKPEHEZHET -
T B YU D,
(73N
FEZ bu A b
N7 7 v RBAEK
SRR K Fni 5
11. Bl{EA

WORWER RS bbb Z ENHDDT, BEEZ+HITITV,
BN N GAITE S 2 PIET 57 ElE e E 21T
k.
1.1 EXAEHER
11.1.1 &£ (0.3%)
11.1.2 & (EEAR). BEEE EETRH)
11.1. 3 HaEER

Wk (0.2%) . BN (0.1%) . =4 (0.1%) . IR (FHER
BH) . $&5EL GHEEARE), AR (HERH) EXdbobbhd
END B,
11.1.4 FFBEEREE (HERH) . BE (WHERH)

AST, ALT, ALP, B UL EVEHD EH %5 FFEREREN H &
bNbHZERD D,
11.1.5 EEMERE (EERH)

AR, BLA, CKES., M RORHP I A2 v e EHER
HEbNDZ RS D, Fio, BEUHEAEIC X 28R REE
DRIEIEETH L,
11.1.6 E2EEJTOv). BELRAGRIREORIRERENR

FEAH)
1.2 ZOOFIER
1~ B%Aif 1% HEE AN
IR AEOE F895 BRI, R
gy i
FERRE R HEFEV, B | MBIR ., ORR, [BITREEF. R
BEAM ., AR | MEES (K
GRME, AL |, F v o,
TAFRY —
%) IEEMER
N, aE
T Mk BEIR . RIEE,
SR ML, BUN L
=

1~5kKi ok WL
I I s
it T TR
B N 1T
T G
T mE RS [mEEF, E
SEPEISMIA
Zoft B A 5 (S (B | B
N NE N
RIHD . K| 72— 15
LA YESED
kLR
13 BRRSE
131 fER

A= v F UEREIEA00mg AR F R FE TRV T, ARE, LM, R
IR, Sk, BN ASERH bbb, £72. A~ F kG
2,000mgflRHAF ICB W T, FiE, EEHETERH 5D,
FTRENEE L7z ORERDH D GHEANIE T D845,
13.2 g

JROBEMALIZ XD | EICHEMEE L2 & OER S 5,

4. BARLOIEE

141 FFIZMAEHOER

14.1.1 PTPEEDIANIPTP Y — F bl H L CIRAT S L 9
g9 52 &, PTPY— FORAMIC L 0 . THLA S S 8 R
E~HIA L, BIIXRILEZ B 2 L CHERRIA 255 0 B 20 A OHE
EHRTL LN D,

1412 FO LICo¥CEREZRBESE S EH#ET L7290,
LCIRAAMETH D, iz, KTRATLIZEHTED,

14.1.3 BE-FFoRETIZ, KR LTRASE RV &,

15. ZDDFE

15. 2 JEBRPREAERIZE D < 1HR

Z v FOEARKEEER (X~ F R 100mg/ ke B AR 0
e h-. 256mg/kg/ HLL R14 H IER OG-, X1X100mg/kg/ H
14 B MRAEE) 128\ T MR R K OHRIR B R B A
AR D ZE A b ATEEFERFRD ST,

16. E¥EEE

16. 1 mRE

16. 1.1 BEEESE

REERA B, A< F U HEERES, 10 (N20mg % 22 i I HE
EIFE G L e &, HeamfEh e (Cnax) & i -
W A TR (AUC) 3G &I EIFHs LT L7, W
ZeIg ) (t1/2) 1355.3~T1. 3R CTH Y . BEEIC LB E(L

K7g

[N (WA /RN k2
#16-1 A~ F UHEBREHERE O GROEYTIRE T A —
i

R Cmax Tmax AUC t1/2
B5& | n (ng/mL) (hr) (ng * hr/mL) (hr)

bmg | 6 | 6.86+0.66 |5.3+t2.1 489.4+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+t3.8| 2,497.6+482.8 |71.3+£12.6

(mean=SD)

16.1.2 R#EHRE

T NA = —TUERFEEHE (10mg/ A : 116, 20mg/H : 12
B o, AT UHERRELA R GRR%) Smgh LBEAL, 1
M Z & 125mg T DM L 10mg XX 20mg & Mef & & L CT240
MREROES Lz & & TP RE IR 548% CIRIRIEE
FORBEIGEL TRV, T OO MmIEF R IT10mg/ B EET64. 8
~69. 8ng/mL, 20mg/HFET112. 9~127. 8ng/mLTdH > 7=,
16. 1.3 £YEHNRFHEFR

(A~ o F G RREODEE20mg [H54K))

A~ T U EEEEODEE20mg TS AR) & A~ U —O0DEE20mg % 7 1
AF—=NR—iEICL D ZENENIE (A~ FUERIEL LT
20mg) fREEAE A B TR EERE 05 (Ok7e L CIRA & OVK
THRA) L Tl RE(LEREZRE L, oI 3KmBhE
T A —H (AUC, Cmax) (2N TI0% (58 X R k1S THEGHEMT
AT o5 H . 1og(0.80) ~log (1. 25) DFEPHATH Y . WFD
WA R SR VE DS HERR S LT,



— K72 UCARA —

#16-2 YL T XA —H
A ST A= BENRTA—H
AUCo-144 Cmax Tmax ti/2
(ng * hr/mL) | (ng/mL) (hr) (hr)
Ao FUoHEME | 1565.4 30. 423 3.5 49. 4
OD#E20mg [ 5 4k) +204. 3 +4.673 +1.3 +5.8
1614.6 30. 923 3.0 50. 4

1) —ODEFE

A=Y —ODGE20mg | oag g +4.399 +1.0 +5.8

(mean=®SD, n=24)

(hg/mL)
40
—O— AXUFUIEEIRODEE20mel &K
-—--O--- A%T')—OD#E20mg
Mean*+=S.D., n=24
30

RRAE WA BB
N
o

0l ‘ ‘ ‘ ‘ ‘ ‘
0 24 48 72 96 120 144
®E5% OB (hr)
16-1 e s
— K THRH—
#16-3 FEMBRE T A —H
P/ NT A —H BEENRT A—H
AUCo-144 Cmax Tmax ti/2
(ng * hr/mL) (ng/mL) (hr) (hr)
AwrFUoERE | 1697.3 32. 995 2.3 51.5
ODFE20mg 54k +163.5 +5. 628 +0.6 +7.5
1729.0 33. 467 2.9 50. 2
] —_ Al
AV —ODGEmE | L yer | G4 | +1.9 | +5.4

(mean=*SD, n=22)

(hg/mL)
40
—O— AU FUIEFRIEODEE20mel A
O~ A%!)—O0D#E20mg
Mean=*=S.D., n=22
30

RREE WA BB
N
o

0 24 48 72 96 120 144
5% OB (h)
B16-2 g
M3 R EE I ONTAUC, Cmax®5: D /3T A — X, #BRE O,
IR OERIE %L - RFE S ORBR LM L - TR 2 WREMEN H
%
16.3 &%
16.3. 1 A~ DBITHE
T I N = —RIEZRHE R FIC A~ v F U LA 1R (A
%) bmgHBAMA L. LAM Z & 125mg T O L 10mg X %20mg
FHEFFAE L L QQOEMKERAKRS Lz b &, MEBEmEFR
B D IS BE 1T %F 4 A EriE10mg/ B BETO. 63, 20mg/ HEET
0.72TH o729,
16.3. 2 RBR~DOBITHE
HERER N BRI A ~ o F U RIE 2 ZE SRR I R 0 e 5 L7z
LA RRTP~OBITARD bhic?,

16.3.3 S v FRUDYFIZHITIB1THE
T v MIMCHE AR 2 MER NG Lz & & meiEELs L
THLENEY, 23k, Bk, JRE. k. M, &g, BR,
N MR R IR S OB S A L7,

Ty MIA= T UBEBEZIRAEG Lzt &, MANA~F
OAUCITMIE R A < F L DAUCD18F2LL EEro 7z,

F 7o, EIRF O U FIHUCHERR AR HEE RN S L L &
TEFEEIFMRIEICBAT Lz, A 0T v MSHMC-HERR A % BE
WOBELzE &, BEERIIIITICBIT LY, [9.5, 9.65
iy

16. 4 8

16. 4.1 mmBIEIC A~ F M2 0ng 2 iR O 5 L7z &
&, BEHRI2RRILINICRE(LIR D34, 1%, @M THDHT T
J =AW TvT a CERISFES LT A R 2. 2% R I HEI S
729,

16.4.2 A~ FUHEMIEIX, & hF R 7 o —AP450 (CYP) 451
FRA RSB LMz AW RET, B oP450TRE s iz <
WZ EDRRENTZ, B MIFMIAZIZEB W TCYPIA2, 2C9, 2E1,
MK UBNEFFE Lo te, BKRAREICI T D iRt
I (Lpmol/L) T, B MIFI 7 1Y —AITBIFBKP450IENE,
TARF Y RIKREESE (BH) I&M, 77808/ /) A%
ZF— (FM0) JEPE. Z V2 v U igfiless (UGT) 1EMER T
istsfElEsE (SULT) WEMEAPRE LRy >72D (in vitro),

16. 5 HEtt

RN B, A~ T U HEREESmg 2 1 H 3R O &5 L.
TEFRABIZEIEE L7213 B B OIEHE G- 2 Uk (A 5mg 2 4% 11
b LIzl 2 A, #BSRED IR ~0 B R 135 5-20 A #%
FETIT.2E1L. 7% TH Y, HEH~OREPMRITTHZ E TIC
0.54+0.41% ThH o728 HEATFT—%),
Fo. REEKFEST MY T LEFH L, RpHE 7 V0 UHRIRERIC
L7iZBAIZE, A~vvFroey s )72 (CL/F) IXHEM
BHRBLIENTRELIETLELEDHRENDH DY GHEAT —
2), [9.1.2, 10.2%M]

16.6 BEDERZETH8E

16. 6.1 BiEEESEE TORNEE
AFNTB M OIEF TH Y | BEESMETT2RBEILLTC
T, AKHDt1,DIER EAUCOE KRB 5N TN5HY, [7.2,
9. 2]

#16-4 A~ F R 0mg B AR O 4 G- I5r o B B RE PR iR
F R OEHSREIEHH CORBYINRE T A —F

o EHE BERERE | TEERERY | GEEERE

BREE (Cor) | (0 S80) | (nstoss) | (0Scer<s) | (Scer<an)

n 6 6 6 !
EHCer (ﬁfiﬁ) 91.1 62.7 40.9 19.1
(mL/min)

Cmax (ng/mL) 12.66%2. 14 | 17.25+3.94 | 15.76£3. 70 | 15. 83£0. 62
AUC (ng *hr/mL) | 1,046£82 |1,640+180 |2,071£531 ]2, 437%451
tizz (hr) 61.2+7.5(83.0£17.0(100.1%16.3 | 124.3£21.0
CL/F (mL/min) [133.0%9.6|85.3%8.8|70.4%+17.0(58.6*=11.3
CLr (mL/min) 82.2%19.8162.1£10.9|42.1£9.0 | 28.5£12.2
(mean+SD)

16.7 EWMEEER
TEEERR A 206112 A = > F IR IRIE 2 Wi yE (A~ v T R
SmgZ3H M, H WV CTlomgz4HE# 5%, 20mgZ14HH) 12X
DIAIEREO®RG Lizth, A~ v F U EE20mgt & Ku o
aF 7R (26mg) « FUT AT L2 (50mg) EAAHIZTHBGE
HLZEE, e FrZureF 7Y KOCnax K CAUCHE B % 5
REDFIBORIAR T L7210 (SHEAT—%), [10. 25 4]
16.8 =itk
(A~ o F HEFREODEESMg [HHR) . A~ v F U HEREEODEE 1 Omg
TAHR)
A= F UEFEEODEESmg THAR ) R ONA ~ v F R ODEE
10mg TR (X, TE &SRR 280 FERAO 49 F 0 R 5%
PERBRAT A T4 ) CERR244E2H 29 A AT SRAFREAT 702295510
) lESE, A~ T UHEEREODEE20mg [ AK) A A YE LA
L&, WHEDHNRE LS, AWFHNICR%E L R S
79,



17. BERPR AL #E

1.1 FOERURLHEICET 58

17.1.1 ERE I HEER
FEEFEDN D BT LY A ~ —BIRE B (MMSEAX =27 @ 5
REL 1400 FASTA T — @ 6all 7all'F) 31561 % %14
WA~ F oWk 10mg (5mg/ B Z AR #E# . 10mg/H 223
B S  fr24BE MK E) XiZ20mg (5mg/H. 10mg/H KXW
15mg/ H % Z N E NI LI # 5-7%, 20mg/ A Z2 AR S -
oW E), b LTI AR L 24K ET D HER
el HERRE) R £ L7z, 12,
FREKERE A SR+ A SIB-JIZB W T, B/ DT Tl 52438
BrHtiO A 2 7 Z b ECTHEMIGHENRD b, £72. BIKWY
WCHEN L7 e OfE T, 7T B R E A~ v F KRR 20mg
JHBEOMICABEEZNRBO DL (FEFTxr£ : 26041, p=
0.0029, WilcoxontR7E), H W AIEEIEEFEAHI HADCS ADL-]J
WZRWTIX, - 2T Tl 524 %M O R 2 7 2L & T
FAESSEFREO T, o, RIRIIZER L 72X ek o fk
B TIRREEE A~ F U R 20mg/ HEEORMICHE 21X
D bR o Tz (N5 - 2604, p=0.8975, Wilcoxonfi
),
BHERFBMEE 1T A ~ o F s 10mg/ A FET29. 9% (32/107
Bl) . A~ F UoHEEE20mg/ BAET31. 0% (31/1006]) TH Y,
EREWERIX, A~ F U HHER 10mg/ B #E CIRERDS. 7% (4
J10741) . A~ > F R 20mg/ B BECIHEEL, AITRE., HH
D FE U, LIS 0% (3/10061) TH -7,

17.1. 2 EREIREER
FREERE NS S ET VY g ~ —RIERAERE (MMSEA =7 @ 5
UL R14S LR, FASTA T — @ 6abl B7ablF) 43241 & %t £
A~ v F R 20mg (Bmg/ B, 10mg/ H & O'bmg/ H % Z i
ZHNEIC EBBEE1% . 20mg/ A 221 HE S « #2408 5)
H L IFT 7 e R & 249 5 ZEE R A i L
f_ls) 14)0
AR A T 9 HSIB-JD R 2 7 AL & & RITART, SIB-JIC
BWT, B2 Th 5B 524G TIMO 7T v REEL A<
UF R 20mg/ ARED A o T B LR D EIT4. 535 TH Y
[[iE e ﬁ?%ﬁ) LD btz (fEFT %2 : 36841, p=0.0001,
WilcoxonffiiE), MAKREMMESIZRB W TH MEERICA EENR

17.1.3 By B MAEHER

KENCB W T, RRUNVEBBEOWREEZ 65 A LI EZ T
HHREREINSEET VY A ~ — BB AYERE (MMSEX 227 :
5L E14500F) 40361 % xR A ~ T VRN 20mg  (Bmg/
H. 10mg/H X OM1b5mg/ H % Z N -EHUEIC 1A% 5%, 20mg/ H
Z2LEM L 24l EE) b LT 7 AR & 24 # 5
+ 5 I EMRILEGRER A FEhE LD 19,

AENFEHE nﬁﬂﬁa“ésIB@az%ﬁﬂﬁﬁém@x:7%&%@%4\
TIREBIEAERICRT, T RS AT U EEEE20mg/
ABEDZEIT3 AR THY, WHEMICHEEESRO bz (ffdr

%4394, p<0.001, 27CFELE IO,
F17-3  FeH&FHMRE L DOSIBO A 2 7 22 b &
B GRE n o |0EAHDOELEE | B REOAEE)
A= F U HEREE20mg/ HEE | 198 0.97+0.67 3.4
75 R 196 | —2.5+0.69 —
W) [HRAFERE S OfE] - [0 D] (F/h R 85 HE -

SE)
1E5) [ A~ v F U 20mg/ B EED O b DAL B DI/
FEBE] - [T ERBEOOEND OELEDOR /N R
SEYfE]
R AR R AE IR % 54l 3 5 CIBIC—plus D e & FEAR B 2 00 S
ERIORT, TTRREELE A~ T R 20mg/ HEED X
0.25CTh 0, WMEERICABZNRD bl (RTR5:394641, p
=0. 03, Cochran-Mantel Haenszell&/E®).,
F1T-4  F &SRR s O CIBIC—plus

\ IRASFPAMIRE R |
S AA) T 7 2 1E6)
B 55 n (mean+SE) R D
A= o F R 20mg/ A TE | 198 | 4.41+0.074 -0. 25
75 B RRE 196 | 4.660.075 —

1H6) [ A~ F R 20mg/ B BED KASFEAMRE s 0 2] -
[T 7 & R EE O Fof& R RE R D) i ]
H 4 A VGBI VE % 1AM 9 % ADCS—ADL 19 O 5 $& STATG e . 0D 2 =1 77 488
LB/ N R VHEEZRIRT, T BRBEE A~ FUHE
FetEoomg/ HREDZEIXL 4R TH Y, MBERICHEBRZENSRO LI
= (FRATRI 4239501, p=0. 03, 27CRCE LA HAIHT) .
F1T-5 Sk S OADCS-ADL1gD A =t 7 254k

- (fiMTR S il . L Wi E)o - -
v ) B n [oEpooBIED | oz
Hi20mg/ B BEIZ24 I DT> CTT T AR A EAl- 7=, A~ o F A 20mg/ B R | 198 -2.0%0.50 1.4

#17-1 %524 % DSIB-JD A 2 7 At & 75w AR 197 | -3.4%0.51 —

BeHTE n | GENHOELER) | BT 7)) [k FEMiR s O] - [0E O] (F/h R A £
A~ v F L 20ng/ A RE | 193 | ~0.65+9.74 4.53 - S[E)zv:/?‘—:/iﬁﬁj{i’ﬁm O b B

o [ { I P g 20m i 7)> A IN_

77w 175 ] 75 181166 - BTI - (5 ¢ RO b Il Bl

1) [248 % OfE] - [0 O] (mean=SD)
H2) [A~ T e 20mg/ B EED O M b DL & D -3

] - [F T RO N S DZE LR D A1)
PR g R IR & BEAT 4 A Modified CIBIC plus—J #5243
BIMOFHE A RICTRT, A~ F o EEEE20mg/ AT
TR REEE ERl- 72, BRI O30, 11TH Y . HEEITR
O HNRhoTe (NS 367/, p=0. 3189, Mantell®7E),
Fo, BEFTMICB W THOAEBETRD b Rnole (BT
5 ¢ 42545], p=0. 1083, MantelfaiE),

F#17-2 % 5:240% OModified CIBIC plus-J

R n | 24387 (mean=SD) | EHIE D FETED)

Ao F o 20mg/ B RE | 190 | 4.47+1.07 -0.11

A 4N £ 177 4.58*1.01

#3) [A~ > F U 20me/ B BED 2438 % OEIE] - [7F
& REED 2438 1% D L5 ]
BIVEFARBUEE 1T A ~ v F U HEERERE T28. 5% (63/2214]) T
HY . ERFEWER, RS, 2% (7/22141) . MmE EH2.3% (5/
22141)) . L. 8% (4/22141) . H 27 VT F AR AR FF—
BHIM, TV oA ~—BERFER1. 4% (3/22141]) TH -7,

SEE ]
BIE S BB 13 A ~ T IR RE ©33. 7% (68/202f1) T

HY., ERBIERIX, E@jri&biu% 9% (12/20241) . EEJ%RA
4.5% (9/20201) . Wk, SEELA4. 0% (8/202f1) , #AME, THI,

IR, JRKEEA-2. 5% (5/20215) WSy, MR, WEMEA52. 0%
(4/202010) . RRGMEZE, SiE, SITERE., REEMN, AR

SE. BIM451.5% (3/2024]) TH o7,

17.7 BERTERAES

17. 2.1 EIRENHEHER
RSO NVIEERE & R P O R EEN D @ET VY A~ —Tl
FBAVEEE (MMSEA 227 @ LRLL B4 LLT) 546/ % k5212 A
~ o F MR 20mg (5mg/ H. 10mg/H K WN1b5mg/ H % 2
NEIC AP 5%, 20mg/ H #2158 E %5 « FHoaf#E) & L
N7 7R & 248 M54 5 HAE LA — B S WA TRER o
R A F2hE L7210 19
AR RE 2 AT 3 2 SIB-JO R a7 L B O R 2 RITRT,
SIB-JIZEBWT, E7= 28T TH 2 Bl R DO A~ F
e 20mg/ AOFHBED 2 a 7 B BT 7 7 v RO L

Blo 7z, MEEMICAEEZIIRBD Dol (RIrkt4
527, p=0.2437. OMEMFDSIB-JA a7 KN K3~ LR

D1H Ex LR L Uiz 580 .



F17-6 SRS OSIB-JD A =1 74L&
0 & DILETED | BALEDZEEL
B N BUNTRTME | R RERE
[95% (5 #E X [t ] [95%(5 #E X i
x?y%yﬁ%ﬁ2m -1.34 0.81
20mg/ H PFHEE [-2.33, -0.35] [-0.56, 2.19]
RN . -2.15
77 RN fEHEE | 266 [-3.13, -1.18] -

H9) [Hcfkabffike R oofE] - [0 o fE]

H10) (A~ F U 20mg/ B OFHEED 0 & DAL ED
BN FEE] - (77 B ROFHEBEOGEN S O L
D/ R

KF DM O & L THr o 72WilcoxonENFIfR EIZB W T H

WA A EZITRD bR o 72 (p=0. 0563),

18. FE3hEEE

18.1 {EFF
T I NA = —TRERHE CIL 7 V2 X L R OFSRE R H )
BEELTEY, INVEIVBSHEEROY T 2 A4 7 Tdh HNMDA
(N=AFN=D-7 AT X U 8) ZHRERT v R0 O F 7 15
EBNFERDO—2EEZ BN T WS, A~ F L IFINMDAZF K
F v FAMEEAICL Y. ZORERE Z2Mmifil4 2519,

18. 2 NMDAZBHF ¥ RILIZH T ZEECARUEYE

18. 2.1 F v I KR A A L B 4 OO NMDASE 281K F v F LI
R UT, SR TEBRMEOR A Z R L2 (in vitro),

18.2.2 7 v MMREFEWBAFRMIZIZ IV T, NUDAZAEET v
FVDIGEHALIZ X o THA U 2 Bt L CREENARIFIE DL E
ER &R L, ZOEAORBEL OERITEHESHTH 722D (in
vitro),

18.2.3 5 FEIEA T A AD Y F T AGEEOESHM GLE -
R OIEARET V) OIERICK U CHl BER AR 7 mibil EH % 7=
T3, NMDAZ AR T v RVBLEERA O ICsof iff I TlXIF & A &
B2 o722 (in vitro),

18.3 ZBEFMHER

18.3.1 7 MfEBEA~D7 I v A FB1aokOA RT B (NMDAR
FARVEENIK) OIS X 0 Bl S iz bl 555 & 022 B8
FMEREREE 2 00 L=, —J7. IEW 7 v b OZEMBIEREICIX
-2 AP RSy k2

18.3.2 5 v MEEN~ONDADEEEIZ L v R &7, AP
RG22 B30 70\ V2 B A B0 23 R 55 & 4 L7220,

18.3.3 E# 7 v MomARE (EHEN10mg/kg) &5 LG4,
ZEIERRSE 2 EE L2 L OWERH 52,

19. RS BT HELFHMR

— &4 . A~ F R (Memantine Hydrochloride)
{b54 : 3, 5-Dimethyltricyclo[3. 3. 1. 1% 7]dec-1-ylamine

monohydrochloride
4312 ¢ CiglaiN - HC1
{8 : 215.76
Mk BROBREUIRESEEOMETH D,

X T H 7 —/L (99.5) IZEETRT <, Ko

pEatb A BUAW
(b= NHz

+HCI
CHs
CHs

20. WL LDFEE

20,1 7AIvue—XE7 7 AF v 7R MUVBRER TR % BT
TRIFTHZ &,

20. 2 WHN O L, WBIC X VEREERN I L2 2 ERH D,

20. 3 Smeg#HE, 10mgHElx, TN EIEEAILEICHEHAFEIC L D0k
B, HEOBENALND I ENH D,

2. A%

(AT oF UIEFRIE0DEE Mg T254K1)

568E [148E (PTP) X4]

10088 [T AF v 7R b, NT FHRAIAD]
(AT oFUiEEIE0DER10mg T

568E [1488 (PTP) Xx4]

10088 [T AF v 7R b, RNTF | EHEREIAY]
(AT UFUiERIE0DER20mg T2H)

568E [148E (PTP) X 4]

1126¢ [1488 (PTP) X8]

1008 [FZAF > 7R b, NT | FREAIAY ]
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2) R BYEICI T 2 BRI O & G- O S BN R OGS (A

~ U —§E : 201 14ELH 21 HZ&GR, WFEEBMIEEE2. 7. 6. 4)

3) TV oA = —RIBRAEBRE T 1T D AR 1 5-RE D 3K
BREOMT (A~ U —8E : 20114121 HAKGR, G EHR
$2.7.6.7)

4) Fa—V U AT ¢ ARSI E R

A= F U ODEESmg [ 4K) - 10mg A 4K - 20mg
(E5HK) DAY R R SRR I BE - 2 R

5) 7 v Mk BUC MK A AVt ~DBT (2~
U—8E 201141 H21 AR, HFEREE2.6.4. 6,
2.6.4.9)

6) EEAFKFRAR (AARAKLOCHEAOEERE BT 5K ERER
B) (A~ VU —§F: 201 14E1H21 ARG, IG5 & RHE 3
2.7.6.11)

7 b MEERBIZ W= in vitro 3B (A~ U —8§E : 20114F1
H2LHAGE, PEHERMESE2.7.2.2)
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20114F1 H 21 HKGR, FREEERMESE2. 7. 6.6)

9) BHEREMEE BF ISR T 2 ERBORKE (A< U —§E : 2011
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10) A~rF Uil e RuzueF 7Y K hUT AT LY
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26. BERFEEES
26. 1 SLEHRSET
Fa—U U AT ¢ RS
‘& LV G T 2 885 % Hh
26.2 BRSET
RIS
HORER T XA [ BATR & DU T H 63 1

F

SR TT

FI-VIJUAFLIAHKEH

ELUERmHEMmAKSSS HFH

B 75 5%
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ST (O AT AT EORS

1.1 2310A



