6FO7NC

#% 20265 6 AiE] (55 2 hR)
*2023F1084E] (351 hR)

fr &
BIIHAR -

EIRRFF
3%

B RO EES
87119
Smg 10mg 15mg 20mg
ARES | 30200AMX00093000 | 30200AMX00094000 | 30200AMX00095000 | 30200AMX00096000
BRFEhHIE 20204 6 A 20204 6 A 20204 6 A 20204 6 A

NMDASZEHIEG 7 LY N\ ¥ —BERAIE S RA
RIS, WSBERS
ARV F VIRBIR RN RRIRER

A VI F 2 1=m0D55mglr=77)

A IF V50D 10mglo =77
A I F 2 =mm0D% 15mgir=77)
A IF 2V 5m0D520mg r=77

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

) FE—EMEONFEICIVFEATLIIL
2. B2 (ROBEICHESLENT &) 3.2 SAIOIER
AN DR I LiBBIE DBEEED & 5 B ATYF U AIVF Y I RATVF Y[ AIVFY
Bz A BEREODSE |IEFEODSE IERIEOD#E |1EMRIEODSE
3. 4BAE - HEIR Sme 10me 15mg 20mg
(3771737715377 | [5377]
3.1 #Rr% . . B~
RATUF U ATIF Y | AT VF U | AT pegp | REEO | PEAGO | BE~HEE | L b
gy |EEUEODSE SEBUEODSE MEHEODSE HEEODSE B RbE HEORE | 1 ) pas
- Smg 10mg 15mg 20mg
(3770 | 1r377) [ 153770 | 15377 " AR | R
B AT | A I ATy | Av v Ty N
(132H) EEE EREE EREE HEEE — —
50mg | 100mg | 150mg | 20.0mg ) G Gl R
D-v>=D-v > =D-vv=}F—J, bFu N
=, Elb—)b, BFTTUELELE - X,
Fafr A roFs Ay 7Y LEBEaR) v—
OYLELEELELLD. 57U LEEF Y Gl — — —) | C O
O— A, X|g—RA, A[7LA, RYVLR—}80, y
TR EEARY TESS TDES N B | olmm | 7.6mm | 8lmm | 9lmm
TRy —|aRY T =T T ANSILT — A 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
LHEF NLUFEBRF ). 257V VY 7% s — ATy FYOD|\ AT YFYOD| ATV FOD| A7 F 0D
U o, BlU WAL BT A, BEEAKS A, /5377 | 107377 | 155377 | 205377
VYLR—=|Y Y LR—=\ AL BTNV~
80, 7|80, 7 T|ZHT WL, ZDM3KES 4. ZHEE TR
VEBMIUI|VEENU I PEERUBET LY I\A I —BIERANEIC B (3 3 SRANERE
Fl. FU|FIL, FL ARDETHIH
1151 I AN WAL B AN 4 A
AN A 5. MEENIHMRICEAET BER
(L-7 = =|(L-7 = =L 5.1 7LYNA v —BIRRANE L BT S N7z BEHICDOARERT
7=t 7 =1t 5L,
ERONEA LN 5.2 AKAID T VYN A v —BIERANEDRIEE O b O DHEFT %
et gt IS 5 £V S BRI S TV L.
5:@“:%%: ﬁéz:@j 5.3 7 UNA v —BIERHEDN O RBANERERICB W TR
wOE K A L. B A OBREIIHERR S N T LR,
LB A YK A B 5.4 O BAFEMIRE L OBNBWICRET 22 &,
TEBT LAY
Z‘/%va‘ﬁ’}l/zig 6. iR UHE
SV NN L G ) BHE. BAICEXA Y > F VIERIEE UTIHESmgA 55
Z DM | Ly F DAh3 ml. LEMICSmgd >HEEL, IFELLTIHLAE
0%y 20mgEREORET %,




7. iERURECEEYT 5FE

7.1 1H1EISmg» & OEE#5E. BEHORKZIMZ 28
WTHHDT, HHREEZTHEEIT S &,

72EEOESBERE (V7T 70T I AE
30mL/minskil) OHHEEICIE. BEOREZHEL
BHFSEBEICKRS L. HEEIZIFIEIOMgET AT &,
[9.2.1, 16.6.1 Z:H]

7.3 EEtEE, FESEOEHEOTNTHRET S &,

8. EEREANER

8.1 %EHIBHHICB VW TOH T W\, HIRVPEDOSNAHZ EN
BB, Flow INSLDIERICEVERIZEZES DD
5720, FHICEETAI L,

8.2 %, HEERUEETIYNA v —REAETIZ. B
BEOEREERE O BROBRERIPE RIS L
Wbhbd, £y KENZELD, HF WV, EHRENPHS DN
5T EMBHBHDT, REEEHROBEICIIEHEHEDER
SRR EEHOBREICHEBESERVWEIFERT ST &,

8.3 KABEIZLVMEMNED N WVIESE. BREESL
TN &,

9. BENEREEITHEEICAHTIER
9.1 SIHIE - BEEEDHZEE
9.1.1 TALAXITEEDEIEDH D EE
HEEZFHRNIIBLSED END 5,

9.1.2 RpHZE LR EZIRF (REEE7Z Y R—YR, B
TEDRIBERAEE) 26T HEE
ROT7 VA IIC K O ARBIORPHEHBAET L. &
BloMPHEEN LRI 2BEFNFH 5. [10.2. 16.5
]
9.2 BikeEEEERE
AFZEHFMBMOFER THY ., FHPEBET 5,
[16.6.1 Z:H8]
9.2.1 EEDBHEEEE (JL7FZVIVUFPSVRIE:
30mL/minXkiE) DH3EE
[7.2 8]

9.3 fFikeEE=EEE

9.3.1 SEDFFHEEEE (Child-Pugh%8C) DH3EE
FERRBE IR SN T W5,

9.5 1FiF
TR AR L C WA RO H 2 HICiE. 1RELD
BN EREE RS SN BEHICORKST
5T L. BMER (VYF) TREANOBITVEDON
TWb, £/, BWER (Sv ) THRERCHEERD
AEEMINEAPERD 5N T WS, [16.3.3 2]

9.6 %717
HWELOBERERUOBARBOEREZZERE L. ZAOD
Wik R R T A &, BMER (S ) T,
FIHFEAOBITASREDSENTWVS, [16.3.3 ]

9.7 INB
NREE R E U BERRBRIEER L T a0,

10. #8E{ER
10.2 HEEFR HAICERIZ L)

HRIZE R - BB A WF - ERRERT
PARNMZ(=: B3 R8I UEEIEO/E | AFIONMDA (N- X
LA RIS FaigmsesB8Z|FIL-D-T RS F
nr8»5. ) AEEERIER
M. RIS U EEER R
ESEBAREEL D
=y
vt Rozuousd7d|e FurouF 7 J|EEIEIARETH 5,
K FOIMFEEZET
[16.7 HE] SH 5,
BRME W (7 F | A O MmARE A b KA —E 2 RE 5
FUEER) KKV BT EBENDN DWW (HF I VEER)
Pt = 5 FHH %o kDS -
VAFVUE ®. FCEXERENT
LEHF AT AR
HEDDH 5,

kR

FEARIER - BT

WP - fElRE T

R7 VAV bR
EE Sk

AREIOMARED
RIsrBTNND

RO 7ILHVUALIZ &

D ABEIORAHER

Ty ITINR|B.
%
[9.1.2, 16.5 2]
NMDAZ B FER HEICER 2 RS [M3EA & O NMDAR

PERT 2720,

EHZET2FAl |(¥2B8ENDH5. BUEETRIERAEZET 2
Ty T UIE 728,
1315

TFAPUOT X B
V77 v BEALK
Exisveiiby e

11. BHWER
WOBWERNH 65bNBEZENDHHDT. BB 5T
W, BEPRDSN-BEIEBREERIET 50 CEY)
MBEITH &,
11.1 EXFEIER
11.1.1 &2 (0.3%)
11.1.2 k38 (BEERHE). EHEK BEERH)
11.1.3 FEHIEIR
BB (0.2%). WEM (0.1%). =1 (0.1%). X8
(BEEERBA) . $88L GEEARH). TAE (BEEARH)
ERHEDONDHIENH D,
11.1.4 FrEEaElEE (BEERE) ., B8 (BEEREH)
AST. ALT. ALP. UL Y% 5F% kS FFHse
BENSHSHNDEZENDH 5,
11.1.5 EIARRIARAE (5% REH)
. AR CKER., mbRUORB I+ 70y
VERENHSEDNAEIEN DD, Fo. B RE
FEIC XA EMBRBEORIEICERT S &
11.1.6 R2EEJOv Y. SERARIRE DRIRMETEEIR

(BEEEREH)
11.2 ZDftDEIER
1 ~ 5% i 1% SEEANER
EBCRE Rz PR FIE. AR
IZHE
EHEER (O F V. EHIER., RN, B0, FITERE. T
& AR, BR%E. A% |BEE (RE.
Fyvr, VAF
FY =), HH
MR, #EE
i, BUNER
FF i e RE
TH{bES Fi. BMRELEBEE. B,
AR MG, TR, EREE
TEERES mEERR  |(MmEET. E=EE
AHAE
ZDfth MAEE LS. (&I, BRI, FE B
A, BE. | gL ATa— )L ER,
FERED . NVZTYEY RER
CKLER

13. BEIES

13.1 FER
* vy F HEBIEA00mg R BEIC BT, RE. K.
TR, (EIR, Bk, BREMMASABoDN, $, X7
v F L HERE2, 000mgRAEE BV T, Bl HHK
CHBEAH S bN, ZNENEEL =& DREND S
SEAICH T BHE).

13.2 B
ROBIEIC KD, ER IR L & OBED D 5.

14. BRALDFER

14.1 ZFZHEDOER

14.1.1 PTPEEDOEANZPTPY — b 6EO HI L TR
LOEHET S &, PTPY— FORBEMKICE D, WO
AP REREATA L, EIZ3ZEfleB 2 UTHER
MREOEELREIEENHRET L2 ENDH 5.



1412 5O EICOETHERZRESE 2 EHAET 2720, K
7 LUCIRATIBETH 5. 7z, KTIRATAHZELT
B

1413 Bl £ FORETIE, K LTIRASEZWI &,

15. ZDDER

15.2 FEERAREHER ICE D < 5¥R
v bOEHERSER (X< F VIERE100mg/kg
HEHEO#S., 25mg/kg/HEL E14HBRERZOHRS.
R13100mg/kg/H 14 HRREGRE) 1CBLT. MRE
FREE R OV IR [0 B B L AR A oD Z2 R LS FE S 3R
Ho5NTZ,

16. EYEHEE
16.1 MOEE
16.1.1 @RS
(1) AR VFVIGEEIER
BREMABEIC, X2 F VERIES. 10%020mg % %2
FERFHERE O G L & &, RelfE+HEE (Cmax) &
MAERRE-FREME TEE (AUC) I35 2I1TIZIZHA
UL 7z. THERREE (t12) 1£55.3~71.3kMTH
D, BEEBICLAE(LIZA SN NP -722,
A F VIEBIERBREORGROENEE/NT X —F
w58 | n Cmax Tmax AUC t1/2
(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 VIEBIEOD#E20mg (K7 L TRA
XK TRRA) XiE A~ > F ViEfEER20mg (K TR
) #7024 —N—FETEERERRO/S LEE,
W NOGE S TBLE| O M AR 8RS K OB e
I A — S FFARTH e A7 F L HEEEEODS20mg
K72 UCTRAXBKTRALZBE&EOVWT AL, X<
v F VIERRIESE20mg OKCHRA) EEMEMICHEETH
% Z EPRERE NI,

16.1.2 RiE®RS
T NA v —BIRARERE (10mg/H @ 114]. 20mg/
H:1261) 1o, Av>rF U EREIALE (&%) Smg
oL, AR I EI1C5mgd D L 10mg X
20mgzHERAE L L C24ERRERZOKRS L&, M
HRBEIRSAEBTIXIZITERREIELTBD., £
OO MFEFEEIZI0mg/HET64.8~69.8ng/mL.
20mg/H#T112.9~127.8ng/mLTH > 7%,

16.1.3 E£MFHEF R
XU F UERREODHE20mg [F 37 7] &EX<Y—
OD#E20mg#%. 7 U XA —N—FEICXDZNZN18E
(A< v F UEBES LT20mg) BEMASEFICHERERE
EREO#RSE Ok UCIRAXOKTIRA) LRk
ZlbBBEZREL. BONLEYHENNT X —¥
(AUC. Cmax) 122\ T0%EHEX EEIC CTHEEH T 2
f1o7:4ER. log (0.80) ~log (1.25) OHHENTH Y,
TR DAY 2R RIS P HERR < 725

(1) K72 UTHRA

HIENTGA—% BENT A4
AUCo-240 Cmax Tmax t1/2
(ng - hr/mL) | (ng/mL) |  (hr) (hr)

A F UEBIEODSE | 2345.499 29.151 5.7 64.08
20mg [737 7] +476.011 | £6.478 | *£1.6 | *£11.33

2288865 | 27.797 | 57 | 63.76
A7) —ODIR0mME | o0 ooy | 15123 | +24 | +871

(mean=SD, n=18)

(ng/mL)
35 ¢ (mean=£SD, n=18)
—O— XXV FUBMIEODEE20mg[ =T 7]
30 --O-- AU — OD#20mg
m 25

=
5

T RE SR B

0 24 48 72 240(hr)
iSiE
(2) KTHRFA
HIFENTA—% BENT A=Y
AUCo-240 Cmax Tmax t1/2
(ng - hr/mL) | (ng/mL) |  (hr) (hr)

X F  HEMIEODSE| 2201.763 | 26795 | 64 | 60.51
20mg [7377) | +293.159 | £4.056 | +20 | +7.84
2165192 | 26290 | 59 | 61.82

A7) —ODE20ME | 00650 | £4254 | +19 | +8.13

(mean+SD, n=19)

(ng/mL)
35 ¢ (mean=SD, n=19)
—O— XY VF VIEBIEODHR20mg[ =77
0T O XU — OD§E20mg
m 25
b
th
= 20
ﬁ
it 15
i
= 10
5
0
0 24 48 72 240(hr)
iS3E
MAEFEEL FICAUC, CmaxZEn/ST5 X —7 1%, Bk
FHORR, (RRORANEE - BEFEOHBEMICE-T
BB R H 5.
16.3 91

16.3.1 RiBEBER~NDBITIE
TIINA —BERANERE IC A~ F VIEREIH1E
(&%) Smgh 5B L. LARI &125mgd DHiE L
10mgi320meg = MR HE & U 24 B RER RS L
TolE, WMEHBPEEOMBHREEICNT S HIE
10mg/HEET0.63. 20mg/HEETO.72TH - 729,

16.3.2 IRBE~NOREITIHE
BERABEIC A v F VIR % Z2RE R I B R O &%
5 L7158 REPANOBITIRO 5Nz,

16.3.3 S v MRU'DYFICHIFTZBTHE
F v MIHUC-EAZ BEREOREG Lz & &, MaTaeE
FELTHEHILENEY. EX. B, RIE. IFE. .
BB R, N— ¥ — KRR, EERAR X ORI A U720
T MIAT U F UEREZIREERS L-EE, A X
< F OAUCIKIMEFEHR X< F > DAUCH18fEL E
Bz,
Fio. FIRPO T FICHUC-ER A2 B FBIRNES L
& &, MAREBRICBITLEY., #AHOT v b
ICHUC-TZ# A2 BEROKS Lo & & BETRIEAITIC
1T L729, [9.5. 9.6 ZHE]

16.4 {{#

16.4.1 S BEHIC A v > F VIERBEE20mg# BEFEO/RS L7 &
&, BEBRT72EBLINICRELE134.1%. R#@MTH
577 ) =AUV T 0 BEHITES LI faaEa2.2%R
IR S N 7210,



16.4.2 A< F VIEIEIE. € bF ~ 70 —L4P450 (CYP) &
FHEZFER LMz AW EE T B S OP450 TR
Shic<wZ eEpRanLY, B MFHBICBWT

CYP1A2. 2C9. 2El. 3A4KUBASx#HE Lk 57212,

FERARICB T 2 MEEHBERME (1 umol/L) T, B b
FFr7ay—L1lB5E8P4507E . TARF > Nk
RE:% (EH) B, 798V &6/ A3 75—+
(FMO) &, 77 B (UGT) &R O
iR RESR (SULT) 1EMEZEFHE L7219 (in vitro).
16.5 HEtt
BERABIEIC, A< Y F VIEBIESmg% | H3EFEO®RS
L. EFEREICELE L/ 13H B ORISR ACHZE# K
SmgEEOHRE L&A, RETRED R~ D Bk
R E520B % E TIC83.2411.7%Tdh 0. HhAD R

PRitRIZ7H# F TIC0.54£041% T - 7219 FHEAT—%),

Ko REBKFRT MU TLEHRAL. RpH%Z 7L UK
BICLEBEICIE, Ay Froeg57) 752 (CL/
F) 3B EREENTRESERNLLEORENHHY
(FHEAT—%). [9.1.2. 10.2 ]
16.6 HEDERZERFIDEE
16.6.1 BiEEEESEE TOERASRE
A2 F VIEBRIEIXEIRHEOZER TH Y . BEENK
TTAREICR LT, ATy FUERBEOL LOEE L
AUCOBERAED SN TSI, [7.2, 9.2 2]
A v F UEBREIOmgHEER ORGSO BHEREESE LU
MREEIEF & COEMERINT XA —4
) EHEE |BERERE | TEERERLT SERERE
FRs (Cer>80) | (50=Cer=80) | (30£Ccr<50) | (5=Ccr<30)

n 6 6 6 7
SEHCer (HEE
{#) (mL/min) | 201 62.7 40.9 19.1

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

tiz2 (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£19.8| 62.1+10.9 | 42.1£9.0 | 285%12.2

(mean+SD)

16.7 E4EEIER
BEREA2061IC A v > F VIERIEZ WEE (v T Ui
ERiESmg# 3HM. M T10mgx4H M SH%. 20mg%
L48R) ICKDIHIERO®ES Lz, A>T VIERE
20mgek FuruusF 7Y R (25mg) - P T LT LY
(50mg) E&FIZ7HEMAL-EE. e RaroaF7Y
FOCmax K AUCIE BB SR DORB80%ITET L 710
HEAT—%). [10.2 2]

16.8 ZDfth
(AXVF VIEBIEODEESME [T 7))

A2 v F UEBIEODSESME [ I 7 7] 1k [GEPER
2 RROERHAOEMENRFERBEN A T ] ITE
DE, AV F UEBEODSE20mg [/ 37 7| &iEdEs
Ale Lz &, BHEHPES IS, EWFENICH
FLHhBREINTY,

(XY YF VIERIEODE10mg 52T 7 1)

Ay F UEBIEODSEIOmg (737 7] k. [GEPE
75 HREOEEEA O LY ZHRSEHRBE T NI 2] 12
Eo&, Ay F UIERIEODS20mg [/ 37 7] #1iZH
BAE L&, BHEHPRAF AW SN, EWENIC
A% & A STz,

(XY YF VIERIEODE15mg 52T 7 1)

Ay F UEBIEODEISmg (737 7] 3. [G8PE
75 HREOEESA O LY ZHRSEHRBE T NI 2] 12
Eo&, Ay F UIERIEODS20mg [/ 327 7] #iZH
BAE L&, BHEHPRAF AW SN, EWENIC
A% & Al Sz,

17. BRIRREEE

17.1 BEERURLECEET 2R

17.1.1 B T 18558
FEEPSBET VYN, v —RRMEEE (MMSEA
a7 SEBIEI48E DR, FASTAT = @ 6all E7all
T) 3156l MRIC A~ > F iERE]1Omg (Smg/H %1
B S%. 10mg/H %23 BEHSE @ 324 BB#S5) X
1320mg (5mg/H. 10mg/HXU'15mg/H%z £ n 2|

ICLAMB S %, 20mg/H % 2LERRS @ 52485 |

H LTI RZ24AMBE T2 EEMREE (HE
RE) REEER L 1Y,

PHIMERE 2 BFE 9 A SIB-JICBWT. E/ZAEIFTIIERE
24i%EHE O 2 a7 B LB THERISEPRD 5, &
7oy BIREGICEM L 72t L ORER ., I RBEE X~
v F UEEBRE20mg/ HEOBICEREZNIRO o N (&
x4 - 26061, p=0.0029. Wilcoxont&7E). HEAE
{E% M9 5ADCS ADL-JIZB W T, E 28T
%5241 %FEO A 2 7 E{LE CHERIGEZRD S
N9, Fio, BIRIICER L oo &R, 7oK
B A<y F UEBRE2 Mg/ HEOBICEREZIRD 5
neh -7z (TSR 0 2606, p=0.8975, Wilcoxon
TE) o
BIEFRESEEII X v > F VIERIE1Omg/HBT29.9%
(32/10761). A< > F  HE®BE20mg/HET31.0%
(31/100%1) TH 0. EREIERIZ. X~ F VIERRIE
10mg/HEECEERA3.7% (4/10761). A~ > F V18
ER1E20mg/ HEECEMR. STRE. FHEo TV, U
%3.0% (3/100f1) TH -7z

17.1.2 A MAE5H5%
FEEPLBET LY NA v —BIRANERE (MMSEZ
a7 i 5ELE148LIN. FASTAT— @ 6abl k7all
T) 432f1 % RRIc A< > F U EHBE20mg (5mg/H.
10mg/HXER U 15mg/HA2ZnZnEIC L EME S,
20mg/H %2 AMES | 524EMES) b LET It
Rz 24BMHB 5T 5 _EEMLEEME EfE L7219 20,
RHBEEE %2 M I ASIB-JO R I T7E{LEHFICTRT .
SIB-JIZBWT, /2T Th 2B E524B%FTHED 7 Z
TARBE ATV F UIEBIE20mg/ HEO A I T ELED
34538 TH Y. WEEICERENRD 6N (BT
xR 1 368%l. p=0.0001. Wilcoxont&i€). Ff&airEE
RICBWCHTHBBICEREZFRD N (BITHSR
42461, p<0.0001. Wilcoxont&ig).
F/z. SIB-JO AT ELBORRNER TO XY F
HBBIE20mg/ HE I 2EMIC Dz > T ST REE% L

B> 7z,
B524:8%DSIB-]O A a7 E{L &
BE5E n | OiE» 6 0ZE(LEED | B{LBDZEE2)
A VT IERE20meg/HEE | 193 -0.65+9.74 4.53
75 R 175 -5.18+11.66 —

1) [240%0ME) - (EOME] (mean+SD
#2) (2> HEEHE20mg/ HEO0ED 5O EILROFHE] - (75 AHO0E
A5 OE{LEOF{E]

S AOER R % 37 95 Modified CIBIC plus-Jo#5
24BBELMOFHBEERICRT . AV F VHBIE
20mg/ BB T T L ABE L - 27, WEROZR
0.11THH. BEEIROOSNLZD» 57z (FBITHR @ 367
B, p=0.3189. Mantel#E).
T, BREMICBVLW T EREZIROONLD» o7
(FRHTATRR © 42561, p=0.1083. Mantel#&7E) o

#52438% dOModified CIBIC plus-]

58 n | 243% (mean+SD) | FIHEDZEES)
A VT VIEBIE20mg/HEE [ 190 4.47+1.07 -0.11
75 REE 177 4.58+1.01 —

E3) (A~ rF VIERE20mg/ ABEO24E%OTFHE] - (772 RBO2408% 0O
1]

BIVERRIAEE I X v > F VIEERIER T28.5% (63/221
Bl) T, FEBWER. EW3.2% (7/22141). IME
E5H2.3% (5/22161). SIMEL.8% (4/22141). I~
L7 F URARF ST =LA, 7ILYNA < —BIERAIEE
£1.4% (3/22161) TH -7,

17.1.3 /B B MAERER
KENZBWT, FARVIIVERIEDBELX67 AL LR
TWAHEEPSFET LY INA v —RIZBAE B H
(MMSEZ a7 : 58D E14&EDUR) 40361 % Rz 2 <
v F VIERIE20mg (Smg/H. 10mg/H XU 15mg/H%
FhZhEIC AR S%. 20mg/H221LEMKS © &
24RHRE) b LIE TS RE24AMBET L _EE
o EE B B & S L 72D 22,
AR EE & BT S 5 SIBOBRARFHTi D R A 7 B (L ED
BNRPHEEZRIORNT, 7T RBEXT Y FUIE
EE1E20mg/ ABEDZEII34ETH D, MEMICERZEDR
o (FBHTRER39461. p<0.001. 27REEH AT

B S OSIBO 2 a7 E(LE

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

E4) [BAEHiR O] - [0EOME] (RN =5 FHELSE)
E5) [(Av v F VEBE20mg/ HEOOED, 5 OE(LBOR/N_RFHE] - [TI¢
REO0ED 5 DE(LROR/N 5 FHE]



LR AR RAER % 54 9 % CIBIC-plus O ff& A I il
EHERZERICRT ., TIERBERAT Y F U ERIE
20mg/HEEDZEIZ0.25TH D, HEHMICERENRAD S
n7z (Brxt53944]. p=0.03. Cochran-Mantel

Haenszel#7E)
A RS s 0 CIBIC-plus
B n| EREIES | wmmozse
Av v F VIERBE20mg/HEE | 198 4.41+£0.074 -0.25
75 v AR 196 4.66+0.075 —
H6) [A v F VEEE20mg/ BB ORI R O PME] - (7T RBEORKT
iffi g £ D - (]

H %4 E 8 (5 % 379 5 ADCS-ADL1o B SRS 5 0
237 E(LROBN-REHELERIRT ., 750 KB
L Xy F B 0mg/ HBEOEIXAETH Y, FiEk
BICEREARD 5N (RITNR3956]. p=0.03. 2

TEBCE AR o
AR D ADCS-ADL1o® 2 I 7 Z (L&
"5 n | O & OZE(LEED) | Z{LBDZEES)
A~y T L HEFIEI0mg/HEE | 198 -2.0+0.50 1.4
75t R 197 -34+0.51 -

H7) [BAEHER SR OE] - [0EOE] (BN _FFi{E+SE)
E8) (A~ F VIEEIE20mg/ HFEOOE Y 65 DB BROB/N_FFHE] - [T+
REEOOED 5 DE(LE O KR/ N T fE]

BEARBSEE L X~ > F VIERIERF T33.7% (68/202
Bl) chHb. EEWERIE. FHEDE15.9% (12/202
Bil). SEREA.5% (9/202f1). #ih, $&ELE4.0% (8/202
Bl) . EREL RR. EER. PREZE2.5% (5/202f41) .
55, EIAE, TEMA2.0% (4/20261). FKigtkiziE, i
. STRE AESEN, RRE, &m&1.5% (3/202
) ThH-o7z,

17.2 RUSERFEETAESE

17.2.1 EASEN185H5R
RARYIEBREEZRAFOREED» SEET LY NA
v —EIRANEEE (MMSEZR 37 @ 18D L1485 DLTF)

5464 % MRIZA Ty F U ERKE20mg (5mg/H.

10mg/HEU15mg/HEZ FnZn]EICEMEEE,

20mg/HZ2 ARG @ 5t24E-%SE) L& I¢

Rz 24859 5 BIER (L B G RILIT R A 5%

BER L2292,

ERHIMERE 2 31 A SIB-JD 2 2 7 LB DR Z R IR

T o SIB-JIZBWT, 7z BT T d % AL FHM R L D 2

~ v F VIEMIE20mg/ HOABO R a7 E(LBE STt

ROFFREEZ Lo 727, WHEICERERZRO N>

7o (FRITHER 5271 p=0.2437. O#EEEDSIB-JA 7

KO RARVIEBIED | HEZ HE R E U785 -

BB DSIB-JO 2R I 7 B E
07 5 OE(LEEY | B{LEDZFEEL0)
Eitss it n BNTREHEE | s sTEEE
[95%( 55X ] [95%fE X ]
A7 ERE0mg/H ], -1.34 0.81
BEFIRE [-2.33, -0.35] [-0.56, 2.19]
77 ARG 266 [—3.£§:1—?.181 -

H9) [BHEHmERF S OfE] - [0 E]
E10) (A7 F VIEEE20mg/ HOTABO0E, 6 DE(LBOF/N_FF5ME] - [/
Z 2 AROEHABEOOE Y & DZELE O K/ N F P fE]
¥ Z DM & L THT o 7z WilcoxonBAAIEEICB W T, HEEICER
ZIEIED SN LD o7 (p=0.0563)0

18. ENEIE

18.1 {EFER
FIYNA 7 —RIZBHIETIZ LY I VEEMER O R
HHAESELTBD., TLVLY I VBERAEKOYTY AL TTH
ANMDA (N-XF)-D-7 Z/8F X V) SHMAEF v+ L
OBE| 2 IE P FERO—DEEZ SN T VWD, ATV F
VIINMDAZERTF v 2IVHEERICE D, TORERTE
EHT 525,

18.2 NMDAZE{AF + R IVICK I BREERARUFE

18.2.1 T v MR & i AR E 5 ONMDAZ BEF + 1L
IR LT, BREOTEBANEOEE 2R L7229 (in
Vitro) o

18.2.2 7 v MIREZEEEMFEMAIZICE VLT, NMDAZAEK
F v 2V DOERILIC L > TAHE U B ERICH U THEBARK
FHEOEEEREZR L. ZOMEAORRZOHEEIZESD
PTH 7220 (in vitro).

1823 5 v FMBEASA AD Y F S AEZEOEER (51 -
FEBOERETFIV) OIS U CEERER 2 MEIE
%R T A, NMDAZEART v 3+ )VIHEER OICsofE T
FETIHIFEAERE L 2 >7228 (in vitro).

sk
%

18.3 ZBEEHFIER

18.3.1 v MBEADT 304 F B 1aokTA KT VB (NMDA
RAEMEFE) OFEAIL LD ER S - miERGE &
O ZEMERMEEREZMH L, —FH, EE Iy hDZE
HIERAEREIC I L e 5 7229

18.3.2 7 v MEBEANONMDAD#HEIC LD ERSI N, Mk
MR E I E D 0 70 W R B AY[E1EE A R 2 I L 7230,

1833 E¥ 7 v MIEAE (BEAN10mg/kg) =&E LBE.
ZHNEELE 2 RE L EOREPH 53,

19. MRS ICEI T B IB{EFEMAR
—RREIRFE . X~ T U IEEEE
(Memantine Hydrochloride)

{24 : 3,5-Dimethyltricyclo[3.3.1.137]dec-1-ylamine

monohydrochloride
SFI ¢ Ci2HaiN - HCI
SFE:215.76
¥ R BBOMEKTHS, FEXIETZY /) —) (99.5) I

TR T, KICPRBETRT L,
{e2EE -

NH;
-HCl
CHs
CHs

20. BRWVL EDFE
201 7ILIO—XNIETITAF v 7R MVEERIZES Z B
THRET AL,
20.2 BF O L. TBICK D EAIREN S5O 2 EHH 5,
20.3 5mgfE. 10mgsEld. ZNFNEEFIEREICERERICE 2K
&, BEOWES AN ENDH 5,

22. @&
(AR VF VIEBIEODIESME [F=T7 7))
568t [148F (PTP) x4, #EAIAD]
1008E [FIAF v 7RIV, NT, BEEEIAD]
(AR VF VIEERBIEODIE10mg [=T7])
568t [148F (PTP) x4, #EAIAD]
1008E [FIAF v 7RIV, NT, BEREEIAD]
(AR VF VIEEBIEODIE15mg [=T 7))
568t [148F (PTP) x4, #EAIAD]
(AT VF VIEEIEODE20mg [T 7])
568t [148% (PTP) x4, #/EFIAD]
1128% (1488 (PTP) X8, HZJRHIA D]
1008E [FIAF v 7RIV, NT, FBEREEIAD]
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