3JO6NY

*2023%F10AET (8 1)

BT IR

B -
R

34

BIEE, TR

NMDASZEFEH 7 LY I\1 ¥ —BIERAE G EH
ARV F VIGBIEO A BRIREE

R I F 2 1EmE0Dsbmgior=77

R I F 2 =mm0D% 10mgi =77
R I F 2 1=mm0D% 15mgi =77
RAY I F 2 1=m50D520mgrr=77)

Memantine Hydrochloride OD Tablets 5mg ¢ 10mg * 15mg ¢ 20mg “Chemiphar”

B RO EES

87119

5mg 10mg 15mg 20mg
SRS | 30200AMX00093000 | 30200AMX00094000 | 30200AMX00095000 | 30200AMX00096000
%) EE—EMEOLFEICX0ERT Ao & | BRFERE | 2020 6 A 20204 6 A 2020% 6 A 2020% 6 A
2. 2% (ROBECRFESLENTE) 3.2 SRR
AAN DB R UBBREOBER D H 2 BE ARVF LN ARSYT U N AR T | ATV
Biss 4 ERHEODSE | HERREODE 1EFRIEODSE | IEFEODSE
3. 48AE - MR Smg 10mg 1omg 20mg
(3771737715377 | [5377]
3.1 2/ M~ E
ARVFV N AR F UV | AR F U | AR F N WREEO | WEATBO EéN%&% 5 &5
gy |EEUEODSE SERMEODSE REODSE | HEURODSE e RIE | HEORE | 5 ) peee
- Smg 10mg 15mg 20mg
(3770 | [r377) [ 153771 | 17377 " | AR | B
Fay | ATI T | AR TV AT AT YT < o G/
ey | EEUE | mmeE | mEes | mEE o
5.0mg 10.0mg 15.0mg 20.0mg AR a0° 5% Lo
D-v>»=D-v > =ZD-vv=F—J, £EFE N
=, B|F=J, B[F>Tultila—2A,
FeFyIRaF Y AIRAYTYILEBBIRY v—
oLt m Lt L|LD. IV ILERST MY i = — | ‘ | ‘
O—Z, X0 —R, A|7h, FJYYLX= 1’80, y
T LN TEST TWEX SN B | 6lmm | 7.6mm | 8lmm | 9.lmm
AR — AR T =L . T RIS T — L Ex 3.2mm 3.6mm 4.5mm 4.9mm
LD. 5% VY|LD. 99U |(L-7 2= L7 5 =1{t& HE 77.0mg 150.0mg | 210.0mg | 280.0mg
VEEE T PVEREE T M) AT T U VB TR o [ XY T YOD| A7 YT 20D X7y F 20D A7 F 20D
ULy R L, RiYTL, BEENKT A, /57377 | 107377 | 157377 | 207377
JYNLNR=|Y Y LR | AT ABTILI VY
F80. 7 T|N80. 7 T|F I L, ZOM3BS 4. FHEE IR
vEBNYIVENY T hZEERUOBET LY INA T —EEREEC BT 5 5R505EE
F. ZI|F L. FL RODEFTHIH
WAl |7, 7 A8 Z7 . 7 AN
V7 = AV T — A 5. ®EENIFFIRICEHET 532
(L-7 2 =|(L-7 = =)L 5.1 7LYNA < —BIRANE L BRI S N7z BEICOAERT
A= [ A=A (4 &,
’;\I*%’) @22 ;-j’*fg); @22 5.2 KAHINT LY NA 7 —RERAIEORIEZ O b O DET%
s e R IS5 LV BRIEES LT L,
E:@ﬂfﬁ%\ %@ = T 5.3 7ILYNA 7—@Eo%ﬂﬁuﬂ@éﬁ%ﬂﬁﬁﬁ%lZ:Bb”(ﬁ
WEE K L. B HOBEEIIHEZRE SN TV,
L. A Y WK AR 5.4 i ORAEERER & OERZkICEET A &,
TABTIVIAY T A B . N
VBT VB 6. RERUHE
FSAYINNI=/ SR/ BHE. BMAICEA Y F VERRIEE L TLHL[ESmgA 5 FH
ZOM3ES | Ly FDAh3 BLU. LEMICSmgd >HEEL. IEFELLTIHLE
%) 20mgEREORET %,

7.

RZERUHAEICREET %R

7.1 1H1EISmg? & OWiE#513. BIEROFREAMZ 2 H
NTHAHDT, HIFBELTCHEET S L,
72EEDOBRERE (VL7 FZ2 27T AHE
30mL/minkii) Ob3HEEFEICIE. BEOREEZHEL

IS

»o

[9.2.1. 16.6.1 Z:H]
7.3 BRIEEE., KEEOEHO T TRET LI &,

BE IS L. MR ELOmgE T 52 &,



8. EEREANER
8.1 %EIBIHIC BV TH TV, HIRVPRO SN LN

HBo Flow INSOFERICEVEFEZHES ZEND

Bz, +53l

EFERITAHIL,
8.2 BY. FEENUBETILIYNAT

—BIERAVETIX. B

BHEOEGRERR A BMOBREENPET IS &
Bho. £loy KANCED, vF W, EHREPHS5 DN
BHIENHBHDOT, KEKRETOREIITEHEEDER

FEfaRe O MMOBEICRESE LWL OTERT S L.
8.3 KAIREGICLVMRNED o N WA,

BREH/EL

9. BENEREET HEEICHT IR
9.1 SHHE - BEEZENHZEE
9.1.1 ThHhARFEROBENH D EE

IR FREUIBESE S LN D5,

9.1.2 RpHE LR 3RF (RESEM™7Y R—YR, B
EDOREBAL) 25T 2EE
RO7 LA VAL & D AR ORAFREAIET L. &
HlOMABES LAY 282025 5. [10.2, 16.5

2]

9.2 BipEIREERE
RAXBHMBEOEATHO . FitPEBLES

[16.6.1 2]

%) o
9.2.1 BENBHEEESE (JUVL7F=VIUFPSVRIE:
30mL/minXkif) DHDEE

(7.2 28]

9.3 FTrERRESSE
9.3.1 SEDHTHEERE (Child-Pughs48C) D&H3EE
R TR STV 5,

9.5 1Ei®

PEIRSUIAEGR L TV B ATREME D & 2 I,

BE LD

Bt rfaktt e LE2 EHESNBBEICOARZET
BT L. BMER (VHF) THEANOBITFRD LN
TW2, £/, BMER (Sv b)) TRERCHERD
FEEIMHEPERO 5N TV, [16.3.3 2]

9.6 &3

B EOBERERUBIREOREREZER L. RO
e IsPIE 2 BEf T2 2 &0 BMER (Fv ) T,
HHFADBRITHRD 5N TS, [16.3.3 2]

9.7 INR

NREZNRE UTBRRHABIZER L Tz,

10. 12E{EH

10.2 HAEEFR HAICERID L)

A% BRREIR - $EESE BF - ERET
VARV (=B RIS 3 U EEIER OB AFI ONMDA (N- %
L AR RIS REEBRSEEBZ|FIL-D-7 AT F >
NDH 5, ) RAEKERIER

AN AR i3 3
ESE LA REEN D
%o

tRarzausry

v RaorvouFrryy

WFIEAHTH 5,

I UERER) ITKD

R RO IMAREZET
[16.7 ] S5,
BREE W (717 | AR OMARED & |\ RANE—E5 A FRAE 7

AIobBTnNd

Patt = % ZE A %0 LD En s
VRAFYUE O, FCEERZNT
BEF EHAET HAEE

HEDH 2,

W (hFF VEER)

R7 VA VbR

KA MAEREAD £

o7 VA vALIC &

9 EEH AT BBENSH| 0. KEIORFHEHR
TEYVIT IR B, PETT 570,
%
[9.1.2. 16.5 =H]
NMDAR R EH | HEIC/EH 2 B S WA & S NMDA®
ERZETHEH | E5BFNDD 5. | BEETIERZET 5
TevyIUE 728,
3=
TFA b A b
L7 7 v BAbIK
FEME KA &

11. BHER

WROBWERNH6bNBIENHHDT, BEZ DT

W, BEDPROON-BEICREERFRIET S S

WMEH{TH T &,

11.1 EXFEIER

11.1.1 E& (0.3%)

11.1.2 58 (BEEAREH) . BHEEK GEEARH)

11.1.3 ¥EHEIR
B (0.2%). B (0.1%). =8 (0.1%). I
(BEEANEH) . 858l (BHEAWH). AR (BHEARH)
ERHHDONDLIENH D,

11.1.4 FHESEEIEE (BEEREH), 2B (BEEREH)
AST. ALT. ALP., YV L V%D L7 %MD FFHkse
BENSHODONAHZEDNDH B,

11.1.5 ¥EEARIARAE (S ANER)
MR, RAR. CKER. mbRRBIF 7oy
VERENHEDNAEIEN DD, Fo. B R
FEIC L 2R BEBEOREICERT S &,

11.1.6 R2EEEJOv 7. BERARIRSE DRIRETEEIR

(BEERERH)
11.2 ZDOfDEI{ER
1 ~ 5% 3 1% K1 SHEANEA
IEBCRE 5 AT E . AR
TFhE
FMMER (O F v, HEERE. RERE, el BTEE. Tk
& . GRE. % BEH (R,
Fyvr, VAF
FY—%), EHE
MR,
21 IR, IRARZE. RE
M, BUN_EF
JiF i FFHRE 2
HEr Ei. BRELEEEE. B,
R Mg, R, [HEREE
TEEReE mEEE  |[MEET. EEEH
FASE
Z D1t MAEE LR, (B, B, FEE B
AL EE. OV AT — L ER,
KERED . N Z7YEY FER
CKLER

13. BEi%S5

13.1 fER
A v F EBEA0mgRARE ICB VLT, TR L.
R, ER, X BEHEESrbS DN, 2. AV
v F VIEREE2,000mgiRABE ICB LT, S ERK
OEEPH LN, ZRENEE L EORENH S
HEANCBIBHE),

13.2 L&
ROBIEICED ERPICHREPEE L EORED H 5.

14. @R LDFER

14.1 ZFIRHEOER

14.1.1 PTPEZEOEAIZPTPY — M6 WO H L TIRAT %
FOFET LI L, PTPY— FOEMKICKD, B
I EEREARA L, BEIZIZEA 2B 2 LTHER
AREOEELEGIEZHIET LI ENDH D,

1412 FEQ IO THREZRESE S EHET /20, K
Z UCIRARIBE T H %, F7z. KTIRAT 2L T
ERA

1413 B-££ORETIE, K LTRASELZWVWI &

15. ZDfthDER

15.2 FEERAREHERICE D <15%#R
Ty NOBHBREGER (X~ F UiEBIE100mg/kg
HERRO#/S, 25mg/kg/HL E14HBRERORS.,
XiE100mg/kg/ B 14HEIRERS) 0BV T, MRE
RBLE K O IR [E] BB R AR A o 22 fa (b SIS IEFE 3R
»oniz.



16. EEhEE

16.1 MPRE

16.1.1 BEES

(1) ARV FUIEBIRSE

BEMASBEIC, X2 F VERIES. 10%020mg % %2
FEREHEERE OIS Lz & &, mmlEREE (Cmax) &
MAE AR - AR N EAE (AUC) I3 58II3ITHA
LCHEINU 720 R (ti2) 1355.3~71.3KMTH
0., BERICESZEEHEN P27,

A7 v F VIEBIEREREOR SR OEWERE/ ST A — 5

w58 | n Cmax Tmax AUC t12
(ng/mL) (hr) (ng - hr/mL) (hr)
5mg 6 | 6.86+£0.66 | 53*2.1 | 489.4%51.0 55.3+6.4
10mg 6 | 12.18+1.68 | 53*+1.6 | 1,091.7+172.7| 63.1+11.8
20mg | 6 |28.98+3.65| 6.0£3.8 | 2,497.64+482.8 | 71.3+12.6
(mean+SD)

(2) X7V FVIERIEODEE

BREAICA 7 > F VIERIEOD#E20mg (K7 L TRA
XK THRA) XiE A~ > F ViEREER20mg (K TR
M) #7024 —N—FETEERERRO/S LEE,
W NOBE S TEBIE| O M AR 8 R K OB e
A= S AR TH e A7 F L HEEEODS20mg
K72 UTIRAXBKTRALZBEEOVWT AL, X<
v F VIERRIESE20mg OKTHRA) EEMEMICHEETH
2 Z EPRER S NI,

16.1.2 RiE®RS
T NA < —BIRAERE (10mg/H @ 114]. 20mg/
H:1200) o0 A~y F VERIEIHLIE (&%) Smg
Mo L. AR EI1C5mgd D L 10mgX i
20mgz R AE L L C24ERRERZORS L&, M
FRBEIRSAEBTIXIZITERREBIELTBD., Z
OO MFEFEEIZI0mg/HET64.8~69.8ng/mL.
20mg/HE#T112.9~127.8ng/mLTH > 7%,

16.1.3 EMZEHEF 4R
XU F UIEBRIEODHE20mg [ 37 7] &EX<)—
OD$820mg#. 7O A+ —N—HEIC & D Z N2 N1EE
(A< v F UEBES LT20mg) BEMASFICHERE
ERECORSE Kk UCIRAXOKTIRA) LRk
ZlbBBEZREL. BONTEWHENNT X —F
(AUC. Cmax) 122\ T0%EHEX EEIC CTHEEH T 2
1o 7248, log (0.80) ~log (1.25) OHFANTH V.
A DAY LB RIS P HERR S 725

(1) K72 U THRA

HIENTGA—% SENTA—%
AUCo-240 Cmax Tmax t1/2
(ng - hr/mL) | (ng/mL) |  (hr) (hr)

X< > F S EMIEODSE| 2345499 | 29.151 | 57 | 64.08
0mg [7377) | 476011 | +6478 | +1.6 | +11.33

2288865 | 27.797 | 57 | 63.76

A7) —ODIR0mE | o ooy | 15123 | +24 | +871

(mean=+SD, n=18)

(ng/mL)
35 r (mean+SD, n=18)
—@— A FUIEIEODSE20mgl 737 7 ]
30 -0+ A7 Y — OD$#20mg
i 25
5
o
* 20
E
& 15
@S
n
5
0
0 24 48 72 240(hr)
TRF [
(2) KTHRFA
HENT A —% BEINT A =4
AUCo-240 Cmax Tmax ti2
(ng - hr/mL) | (ng/mL) |  (hr) (hr)

X< 7 EMIEODEE | 2201763 | 26795 | 64 | 6051
0mg [7377) | £293.159 | +4056 | +2.0 | +7.84
2165192 | 26290 | 59 | 61.82

A7) —ODFR0mE | Log5 600 | 14254 | £19 | +8.13

(mean=+SD, n=19)

(ng/mL)

35 1 (mean+SD, n=19)
—@— AV FUIERIEODSE20mgl 7317 7 ]
O A7 Y — OD#$E20mg

30

BEFRMEERE

0 24 48 72 240(hr)
g f

MEEFEEL OICAUC, CmaxZn /ST A —4 13, ek
FHOBERR, FEOFIELE - FEEORBEMFICTL-T
B RN D 5.

16.3 21

16.3.1 RiBFERNDBITIE
TIVINA v —BIRRARERFICA ¥ F VIERIELH 1A
(&%) Smgh 5Bt L. LARI &1C5mgd DM L
10mg i3 20mg % MR & & U 24 B RERO#KS L
lolE, MERBPEE OMBEREEICNT 2 HIE
10mg/H#T0.63. 20mg/HET0.72TH > 7Y,

16.3.2 IRE~NDBITH
BB ANBEICA ~ > F IERRIE % 2208 B (C B O #
L7258 BERAOBITIRD 651722,

16.3.3 Sv FRUDYFICHIFZ1T1E

Z v MIHMC-ERAZBEROKS Lz & &, BATERIE
FELTHILENRY. BBX. B, RIE. FR. .
EIZ. AR N— — KR AR & ORRREIC AR L 720,
Ty MIAT Y F VIEREZRERE L Z, AR
2 FOAUCIRMEEFR XY > F > DAUCD18FZLLE
o7,
F /o, RO Y FICHUC-ER A B EIRAES L
o &L BATEIERRICBITLLY., AT v
ICHUC-TER A2 A OR G Lz & &, BEs It
17 L 729, [9.5. 9.6 ZH]

16.4 {{#

16.4.1 Sl BEEICA~ > F VIERRIE20mgZ BEEOHREG L &
&, BERT72EDAICREEN34.1%. RETH
575 ) —=ABT VT a v BSES LI iaa k2. 2%R
FRIcHRt S N 7210,

16.4.2 X< F UEBEIEIX, © v F b7 a—2L4P450 (CYP) 4
FREARBE LR RAWEET T & bOP4AS0THRE
S W EMRRENLD, & NFMEICBWT
CYP1A2. 2C9. 2El. 3A4RU3ASZFHE L - 7212,
BRARFEICB T 5 MEFHREME (1 pmol/L) Ty &b
FFI7ay—Li2B328P4507E 1. TR+ Nk
BB (EH) B, 798V &BE /) 43375+ —F
(FMO) &, 77 a iR (UGT) AU
fpixfsEEsE (SULT) 1EMEZEE Lk h > 7219 (in vitro).

16.5 BEtt

BEEMABEIC, X< F VIERESmg % 1 H3EEOHRS

L. EFEIRREICEE L2 13H B oWEE SR HC-IE# K

SmgxEOREG L&A, BRFEEDRFADREHRM

RII\E20HEE TIZ83.2x11.7%TH D, EFHADRIE

PEHRIZ7HBE E TI120.54+1041%TH - 719 HEAT—%).
F7o. REBKFZEF MU LZGHRAL. RpHZ 7 LAY R

RRICLZBEIZIE. AvryFroag s )75 A (CL/

F) 3B ESREEENTRELMBER L EORENH SV

(HEAT—%), [9.1.2. 10.2 ZH]



16.6 HEDERZFIHEE

16.6.1 BiEEEESEE TORAS)RE
X2 F UEBERIEHMOER TH O BHENIE
TETAREICELT. ATy F VEBIEDL ,OEE &
AUCOEEADZRD 5NT VA1), [7.2, 9.2 BE]

A2 F UEBEIOmg B EE O SO BHERERE LU

HEREIEH & CORYEEIST X —%

) EHEE | BERERE |(TEERERLT SERERS
REE (Cer>80) | (50=Ccr=80) | (30<Ccr<50) | (5=Ccr<30)
n 6 6 6 7

FCer (EE | g ) 62.7 409 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
t1/2 (hr) 61.2+75| 83.0£17.0 | 100.1+£16.3|124.3+£21.0
133.0£9.6| 85.3%£8.8 70.4+17.0 | 58.6%11.3

CL/F (mL/min)
CLr (mL/min) |82.2£19.8| 62.1+10.9 | 42.1£9.0 | 285+12.2
(mean=£SD)

16.7 E4HEEIER
BERFLA206IC X < v F VIERIE 2 WilgE (X~ v F Vi
BESmg A 3HM. LW T10mgE4HME 5%, 20mg#%
148M8) LV IHIERORS Uiz, A~ T V1ERE
20mgeke FaruuF 7Y R (25mg) - PUT AT LY
(50mg) E&HIZ7HREMALZEE, e RuroaF7rY
FOCmax K FAUCIE B SR DOR80%IE T L7110
HEAT—%). [10.2 28]

16.8 ZDfth
(A VF VIEEEODEESME [7=T7 7))
Aw v F UIEBEODSESMg [FI7 7] 3. [EEFEL
B REOEEMA O LML ESERBENT 1 P71 ] 10E
DE, AV F UIEBEODSE20mg [/ 37 7| %iEwEsl
Ale Lz &, BHEHPRSHE S, EWFENICH
LLHrhInizd,
(A VF VIEBEODIE10ME [U=T 7))
Av o F UEBEODSEIOME [7F3I7 7] 3. [GENVE
75 B REOEESE O LY FNRSERET A FT4 2] 12
Eox, XU F UIEREODS20mg [7 37 7] #iEE
AL L&, BHEHPAS AR SN, EWFEHIC
R L A SINTZS,
(A VF VIEBMEODIE15mg [U=T 7))
Aw v F UEBIEODSELISmE [73I7 7] 3. [GENVE
75 B REOETESE O LY FNRSERET A FT4 2] 12
Eox, XU F UIEREODS20mg [7 37 7] #iEE
AL L&, BHEHPAS AR SN, EWFEHIC
R L A INIZS,

17. BRRRHE

17.1 BERUZ2MICET 535

17.1.1 EEE I HEEER
FEEPSZET LY NA Y —REBANERE (MMSE R
a7 58 E148 IR, FASTAT —2 @ 6abl k7all
T) 315fl2 /R A~ > F EEEE]IOmg (5mg/H% 1
G4, 10mg/H%23EMBSE @ §H24HME5) X
1320mg (5mg/H. 10mg/H XU 15mg/H% N ZhIE
AR S %, 20mg/H &2 AMES @ §H24ER%5) |
LLRT I R224 MR ET 5 _E5HRLE (F&
BOE) BT FERm LT 19,
RHBEREZ FHM T 2 SIB-JIc BV T, Ez 2T CIIxRE
2% ORI T BB THBRISESRD 5N, £
7oy BIREGICEM L 7ot OSSR, IR A~
v F UEBE20mg/ HEOBICEREPRD N (R
FrxtsR : 26061, p=0.0029. Wilcoxon#E). HHEAE
e &l 9 2 ADCS ADL-JIZBW T, E 28T
3524 % FH O 2 2 7 BB THERIGEIZERD 5
ng., Fio, BIRMICER L R oER, 7oK
BEE AU F VIERRIE20Mg/ HEEOBICARZIIRD S
Nigir o7z (FRITER @ 260f. p=0.8975. Wilcoxon
RFE) o
BUWEARBSEE I A v > F VERIE1Omg/ HET29.9%
(32/107f1). A~ > F VIEMBE20mg/ HET31.0%
(31/10041) TH O, ELEIERIZ. A~ F VIEHIE
10mg/HEETHRERA3.7% (4/10761). X~ F i
FRIE20mg/ HEECEM. SITRE. EHED0 T, IR
%3.0% (3/10061) TdH -7z,

17.1.2 EASE MEEER
HFEEPOBEET VY NA v —BIRAESRE (MMSEA
a7 5B E1458LIR. FASTA T —2 @ 6abl k7all
T) 432F1% /R A~ > F U iE#EE20mg (5mg/H.

44—

10mg/HXE O 15mg/H%2Zn 2 nEICEMES%.
20mg/H %2 ARES | 524 EMHS) b LET It
Rz 24BMHB 5T 5 “EEMLEEE EfE L7219 20,
RAMERE 2 M I ASIB-JO R a7 E({LEZEICTRT .
SIB-JIZBWTC, /2T ThH 2B E24B%FTHED 7 Z
TARBEE ATV F UIEBIE20mg/ HEO A I T ELED
ZI34.538THY . MHEBICEEESRO 5Nz (T
xR 1 368%l. p=0.0001. Wilcoxont&i€). Bf&aTirkE
RICBWCHTHBBICEREZFRD N (BITHSR
42461, p<0.0001. Wilcoxont&ig).

F/z. SIB-JO AT ELEBORRNER TO XY F
EBBIE20mg/ HE I 2EMIC bz > T T REE% L

B> 7z,
B 524:8%DSIB-]JO A a7 E{L &
BE5E n | OiE» 6 0ZE(LEED | BLBDZEE2)
A VT VIEBE20meg/HEE | 193 -0.65+9.74 4.53
75 R 175 -5.18+11.66 —

1) [240%0ME) - (EOME (mean+SD)
#2) (2> HEEE20mg/ HEO0ES 5O EILROFHE] - (75 AHO0E
A5 OE{LEOFE]
SR R % 37 95 Modified CIBIC plus-Jo#5
24BBELMOFHBEERICRT . AV F VEHBIE
20mg/ BB T T L ARBE L - 27, WEROZR
0.11THH. BEEIROOSNZLZD» 57z (BITHSR @ 367
B, p=0.3189. MantelfE).
T, BREMICBVLW T EREZIRO OGN 57
(FRHTATRR © 42561, p=0.1083. Mantel#7E) o
#52438% OModified CIBIC plus-]

58 n | 24% (mean+SD) | FIHEDEE3)
A VT VEBIE20mg/HEE | 190 4.47+1.07 -0.11
75 REE 177 4.58+1.01 —

E3) [A~v > F ViEREE20mg/ BB O248H%OFHE] - (77 RBEO248% DT
fE&]
BIERRISEE Z X < v F VIERRIEEET28.5% (63/221
) THO. EBIERIZ. F3.2% (7/22141). MmE
E52.3% (5/22161). SIMEL.8% (4/22141). I~
L7 FUARARFF—EHEI., 7L YNA < —BERARE
%1.4% (3/22161) TH-o7z,
B S MR ER
KENZBWT, FARVIIVERIEDBELX67 AL LR
TWATEENPOLFET LY NA v —BIZBAERE
(MMSEZ a7 : 58D E14&EDIR) 40361 % Rz 2 <
v F VIERIE20mg (Smg/H. 10mg/H XU 15mg/H%
FNEFNIEICHARZES%Z. 20mg/HZ2LEMBRS © &
24RHE) b L XTI RE24EMKSES T A2 "EF
T B A S L o2 22
FRHIMEHE & B 9 2 SIBO BALFHA R 0 A 2 7 LB D
BNZHRPEEEEZRIORNT . TIERBEEAT YT UIE
fRIE20mg/ HEEDZEII3 AL TH Y . MEHICERENR
HoNTz (FEITR394461 p<0.001. 27CEEHSET) o
FA& AR s DSIBD A a2 7 &L &

17.1.3

BE5RE n | OED 5 OZE(LEEY | Z{LBOZEES)
A v F VIEREE20mg/HEE | 198 0.9+0.67 3.4
75 AR 196 -2.5+0.69 -

*4) [RAFHER S OME] - [0EOE] (F/N_FF{E+SE)
E5) [X v > F VERE20mg/ RO, 5 OE(LEOR/N_FFi4E] - [T51
AEO0ME N 5 DE(LROFR/N_FPHfE]
SR FRER % 5 3§ % CIBIC-plus O A& 3 i s D
FHEEEICRT. TR RBEAT Y F VIERIE
20mg/HEEDZIZ0.25TH D, MHHICHEREEIRD S
Nz (xR 3944%1. p=0.03. Cochran-Mantel

Haenszel#7E)
AR S £ 0 CIBIC-plus
=9k ST 5
BB n | EREESS ) gegoee
(mean=SE)
A v F VERBE20mg/HEE | 198 4.41+0.074 -0.25
75w AR 196 4.66+£0.075 —
*6) [~V F VEMEE20mg/ HEEO BRI S O FE] - [ 7T RBEORKET
i 55 D S 8]

H % £ iE#{E % 7 95 ADCS-ADL 1D &3l i L D
AT ENBOR/N_FPFHEERIIRT . 77 REE
LAY v F VEBE20mg/ HEOZIZ1ARTH D . WEE
MICHEEZENRD 5z (BBHTHR3956]. p=0.03. 2
TEBCE T EIT) o



FAETfiRE O ADCS-ADL1sD A 2 7 A V&

BE5RE n | OE» 5 DZ(LEED | Z{LEDZEES)
A% v F VIERE20mg/HEE | 198 -2.0+0.50 1.4
A 197 -3.4+0.51 -

E7) [BAEFHTERE R OME] - [OEDfE] (RN _FFHfELSE)
#8) [A v ¥ F VIEMIE20mg/ HEDOE Y 5 OE{tEOR/N_FFHE] - (It
REOOED, 5 DB B O RN FHE]

BIEHARBRSEE I X v > F VIERER T33.7% (68/202
Bl) THO. ELEERIEL. FBHEDF15.9% (12/202
B) . SEIEA.5% (9/20261). B, $EELK4.0% (8/202
Bl EEL RRL R, PREEER2.5% (5/202f1) . %
. ERE. IEHE2.0% (4/20261) . KHEEFE, Sl
FE. BITRE. FEEMN. AERE. &iM&1.5% (3/202
) ThH-o7z.

17.2 RIERTRIAES

17.2.1 ERENEHER
ARV VIERIEZ RATOREEDP SFET LY NA
v —BIRANERE (MMSER a7 : 1SN E1I4EDT)
546f % /MRiIc A< F U EBEE20mg (5mg/H.
10mg/HEU15mg/HAZ FnZn]EICEMEESE.
20mg/HZ2 AR @ 5H24EH%SE) b LIETI¢
Rz 24 M5 5 MIER(L B G MILAT R M B BR
BFER L2 2,
ERHIMERE # 3-M A SIB-JD 2 2 7 LB DR EZ R IR
T o SIB-JICB W T ETe B EHT T b 2 RALFHEi R = D X
v v F VIEBIE20mg/ HHtABOR I T ENBIZ T Tk
ROTABEZ LO - 7275, WEEICERZIRERO 6N h >
7z (BRI 1 52761, p=0.2437. OEEEDSIB-JAa T
KO RARYIVEBEO I HE2HER & L5891 o

B FHAi R s DO SIB-J O 2 O 7 A L&
0 5 OE(LEEY | B{LEDFEEL)
58 n BN _FRPHEE | s ETEEE
[95%( 5 §EX ] [95% 5 X ]
A v F VIEBIE20mg/H 261 -1.34 0.81
Ciiikisd [-2.33, -0.35] [-0.56, 2.19]

19) [EACEHERF O E] - [0EDE]
#10) (A~ > F VIERE20mg/AHABO0EY 5 0ZE(LBOR/N_FFHE] - [7
T RHRBEOED S DE(LE O R/ N E]
M Z DO & L THT o 7z WilcoxonBAAIEEICB WS, HEEICER
ZEED SN LD (p=0.0563)

18. EREIE

18.1 {EAER
FTILYNA 2 —BIZBHECIE 7Y I VBRI R DI%AER
EABESLTBY., VY I VBBZERAROY T YA TTH
ANMDA (N-X F)-D-7 Z)8TF X V) ZHEEF v )L
OBF L IEEPBERO—DEEZSNT VWD, ATV F
VIINMDAZERF v 2IVHEERICED . TORERE
ZHIT 525,

18.2 NMDAZBEAF v RIVICX T ZBEEERARUHE

18.2.1 7 v MK B wZEMIEE > ONMDAZ AR T v 1)L
LT, BROTEFEMEOEEZ R L7220 (in
Vitro).

18.2.2 7 v MIREEBEMFEMAZICHE VT, NMDAZ AR
F ¥ XIVOBEMAICE > TELAHBRICH L TRERK
FHOBREERZR L. ZOMEAOFKEBR OHEKITHES
MPTH 722D (in vitro).

1823 5 v FMBEASA AD Y F S AEZOEEME (51 -
REEOREAETTIV) OAIIR U CEERER 2 IHE
%R T A, NMDAZEART v 3 )VIHEERH OICsofE T
WETIRIEEAEEE LD 57220 (in vitro).

18.3 FBNIEEHFI{ER

18.3.1 v MBEADT 304 KB 1aokUA AT v (NMDA
ZARMAREFHE) OF ALY ER S N2 wiE g ER
CZEHRRAREEEZMF Lz, —F. E¥E T v hD%E
MIRRAMEREIC IR E L e h > 1229,

18.3.2 7 v NEEAANONMDADEEIC X DERL SN/, #HfE
MREEICE D72 W B ELE 22 E BEE 2 10H] L 7239,

1833 E¥ T v MIEHE (EFEN10mg/kg) %25 L7z5A.
FHOEEEE 2 BEE L EORENH D3,

19. BMRSICRT DB LFHAR

— MR - X v > F U IERIE

(Memantine Hydrochloride)
3,5-Dimethyltricyclo[3.3.1.137]dec-1-ylamine
monohydrochloride
73 ¢ CizHaN - HCI
SF& : 215.76
" R BEOMKRTHD, FHEXIITY ) —L (99.5) £

BFRT L, KITRRBTLT 0,
{bEmE=
NH;

b4

-HClI
CHs

CHs

20. BV EDiFE
201 7L IV¥O—IZT I AF v 7K MLVEEZIZES BT
THRET A L,
20.2 BIFI O E. THRIC K VEERIERS 62 2 &EWH 5,
20.3 5mghE. 10mgsld. TNZNEEFIEEICEREEICL S HK
&, BEOHMENALGNDZ END 5.

%22, Gt

(AR VF VIEEIEODEESME [U=T7 7))

56%t [14%% (PTP) x4, #%EAIAD]

1008¢ [ AF v 7R, NT, GREEIAD]
(A VFVIEBEODIE10ME [U=T 7))

56%t [14%% (PTP) x4, #&EAIAD]

1008¢ [ AF v 7R, NT, GREEIAD]
(A VFVIEBEODIE15mg [U=T 7))

56%t [14%% (PTP) x4, #&ZEAIAD]

1008¢ [ AF v 7R, NT, GREEIAD]
(AR VF VIEERIEODEE20mg [=T7])

56%t [14%% (PTP) x4, #&ZEAIAD]

1128 [14%¢ (PTP) X8, ¥Z/EHIAD]

10088 [ RAF v 7RI, NT, EEAIAD]
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