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15 ERXEAHEROBRBRUREORE
151 ERXIIRROEE

A F BRI 19.@&;{% RA @ Merz + Co. GmbH & Co. (B Merz
Pharmaceuticals GmbH., LLTF, Merzfh) i X 0., FA83 B EEER 2 ZER L3528
—% oy oERRAEE L LTHEREsoh, 2oE, o re 0 om0
VOAEERE, 2) Bhh - BEAEE, i - BT, BEARSEOREE, o
DRGSR EOERE 2T ABERUGTEREOMERES, ISERAEEER, G M- B
BEEEMEREO T T —82#EE L LT R Y 25 RAEE THE SR T2,

Otk 19.$&z>< V7 o F R A RN R R A IREE DAY 100 43 1
DG L B D EER R O N-methyl-D-aspartate (NMDA) Z&EF v R APREIER %
BTHILBRWESNAEZD L 28 BRAEE T B HEL L COMBMESH
EE N7,

T T, MNOMEEENREEDE - L TEECFE R COSREBRIZEER
WEEZRE LTS, —FT, @RI VY I VB, ZEREFT XA TORTLEC
NMDAZZEET v 3 A% L CHEMREEEZ T T L BMenTWAEY, TA v al=
—RIBEHUE (AD) OMBREECBW TS 70X I CEEOMRIREME~OB 5 2 mIE S
THY, BEFERICENTZAY I VB ALREBRESMET L TWAZ LY, ADBER
BT O Z L EEREERE <Y, o BRE TIHER OB f o THEEEET O
TNF I CEERES LA L TWAZ L ERRES R TWD, $£72, NMDAZEFRF v+
NEFEICEELT A ZLic LY, BB - FEICECEE T AR M (Long-term
potentiation : LTP) OB AEESNA Z & bMESn TR0 @fAp 74 7 2 gL,
REEMIIRTENE & AT RE - PR A EE T A RS RE STV, Lo T,
NMDAS B EF + FAOEMEL E2IET5 Z LB Cxhit, BRElhs vy ok o
FMBEECLTPREREES 2 M+ 5 2 & Ly 3 - F=EEE L SO ADOIER 2 )
LoBEELLNE,

Merz it Er s wEsRsE (VD) RO AD) BEICRTARBERR
FEM L, TOME, AvrF UoEBERECRSEENSEE AD 2 HEE & LCRER
it L, 2010 99 ABE, BNSERUKRELZE A 70 s BTLERENTHS,

AHIZBWTIE, AD QL2 AT AEERIIFEE L 2o 2 bt AD IBREDOH
wixERLtoassnsrEon, ey v s enEgERg s 7
AvFA 77—kttt B F-SiERatt) B Mez X0 I A4 REZH, AD
BEEL L ToRBE2ER L,

2D OTERANE] IR TER] LEBEhT0ED, BRCHTIEFRPRERECER R A D, Ei 16
#£12 B 24 B O BELAFEEERFBERMEFRE 1224001 & ([MHEE] WEHHHBICWT)) K6
W, EZLEORAE RS TEARE. —BRMWAZERER EOHBIC 2T, R &by T3]
HE| AW EMEESNG, LichoT, REOERBERCEVT EE) ELTERL TR
#HiT, AHFECELATEEREY TREE) BB LT,



A= T MERYE 1.5 RS ETE RO K OV 58 D e

152 TILYNAI—EBHE (AD) DFEFAEDIIK
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ADIE, FIZHI U EEINCRIE U, SREBERERTE 5 2 AR & 9~ 2 AT ME O AR 2
BTHD, HEANBME LT, BAM (T IuA =% (Ap) ORE - HR) . fhft
JRRRMEZAL, GBS T A B CTh 2 % U OREE - #AE) . W NSRS MIR D25 - g (b
TEAMMFE) \C K D KBGO S RIFENE T b DY, £z, fix OB EEYE O RE
2L N ZFOREFREICOWTIZWEZMHEH S THARY,

ADDJERIE, FHEIEIR TH 2 RAEHEREE & | JEEIR T H 21T E R E R 2 5
BT 252N TED, dBERERE L, MRAIIEOME & W > oD ER R EEICL D
HLOTHY | FUEREE, RAkEE, K5E, HEHOKTRENBETbND, RAERER
L, ADBHIZLTHOLNDIERTH Y, ADDOHEIT & T L T <, BKMICIEE
FEMSEESHEE L, AT T D RAUD A LN THIEORM S AR L b, £o, BRfE
FIRHIE IR L CHEART R TSRO TN#ERKLEL 725",

—J5 . JRERIZ. PEIEIR Cd DR EHERER T K 2 RS EREEE . R E T e £
JRIKC ZREJIZ HEBLT A1 TENE SO AEIR T & Y | Behavioral and psychological symptoms
of dementia (BPSD : FBAMEIZFE 5 4TEIFE S & R MER) LN 5 '), AFEAZRBPSDD
TEREE S L X, &5, &7), BE, SR, WS, SR MR ER% T b, Fre
JEIR & LCiR, DR, 28, #1955, MRS, 858k & ond, I, BPSDILE
DIER - FEENS . BRIRBIG RO #EE O #EARICREEL 52 5 2 & THRBEICR > T
5o

ADDFIERITEIRIC 2 DICONTEL 2D Z LD, REOFEE LIS OHETTITEE,
Atk I BEBAHINT 5 2 ENTRISA TV A, 2005 4D 65 5L EOADEE
X117 TN EHEE STV D28, 2015 4RI 1F 182 5 A, 2025 4EEICIX 240 TA L, 2D
20 AEM TR T B 2 E B FRENT DY, 2D X 5 REEROBEITHED, Sr#CER
Wb ERABEA L, AaRENREEDBESIN TV,

1522 ADDEFIERLERLDER

BIE, BRAZ T U O LT 555MNETIZADIGRE L LT, 7TEFral) =27 7 —EH
I (AChED) Th D RR_XUNERE, 7722 IV BALKFRBIER RN NAF 7 v
AR D 3 5], WIINMDAZ BIRT ¥ FAAEHIER CTH 5 A ~ T IEERIE YR <
INTWD, REAUUVEREHEIT, KECITREN O mEADA @S & LT, BN Tl
KO EEADZ IS E L TAGREIN TR  HT ¥ I U BALKEBER Y NATF 73
AEAERTE X, ROk TR R O EADZ G & L CTRRIN TS, 5H T, Avy
F BT 2R B ACKELE WY, KRERSHIE RSO KT 4 v (2007) “WROAND Y
YRR (17 R) PR b NEE (23 1R O ORESICE O TADDIEHEIREIR L
THLESTT B, IS BRIROSG THEA SN TN S,

—J7. ARIRTIE, RRAAIVIEFEEE S 1999 4 10 H ITEE K OV 2R AD (2351F D3R50
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SESE DR OMEF TN 2805 & L CARGE S, TEIC 2007 & 8 A IS E AD O I5s 745 B NA&GE
Ehi, BIEED & 25 FRAUAEBIELIAC AD O %2 F 3 5158 T,
AT CHIEENIT ACKET & S{ERIERF A 872 5 Z L A6  ACKEL THIRPFES LA
WIER A BE IS HREBEE AN S, F0ED, B T A~ o F U HEEEILIAE
M oER S5 Z LI0MA, AChEL THREMFED SRV R OEITIC
AChEI OB RB T+ L e~ TEXEHE, T-BIER D% AChEI 2l TX &I
Ao F oEBEAGOEL THERENTWA, ZO X902 oF  HEREIT AD 155
IR ABERBBIEC Y ADBEOEEIETT AFR2EAC 2B EELLNS,

bt a—vrA o ARREEIIC L iThhiz, EMiEds s LS ERE OB
LIRS AEA O B RE ORRER RV LU, ADOER O R E R BRI T
ABBNOBEHE TS 10%LL TS, SATEESNE 60 OEBROPTHER & LELEWVET
B, BREE COADICH T AERERPREETCHL PRI TS, 2O L5 4
ﬁ%’“i%ﬁﬁm%>2W9$6ﬂl7 T HAEZEFRHESES) D, 20004F 7 B 23

(AT HARAE S THE22 0, T ENEATBREIZADEREO RHELTICEHT 5
E%%%%ﬁéﬂfw

A b, AFIC %HéAD®%ﬁﬁ$®ﬁﬁﬁ% FRERER 2 A5 AD IBRETH
HAw T UOHBEOER FOBRIZTRKESWEEZLNS,

nis, A~ onti 2o E I e e senEwena s

= s shovs, 1 BRtosEros - ERE - BS R
SHTOMRIER (AFH 120105 H21 B) 22, BREZEOL-EELTHS,

153 BEORE
1531 REICETIHAEORE
BT ARBORERE [ 1.53—1] (2R,

153.1.1 [RE
FHCOBRIC AR, BA%CHS Merz LA LE. Ve ommr
vamrroriams L. oE o mEustnamn s smmrRe o » A
) ORRLY, UF R MM S RERE LBRELE,

153.1.2 WA

Fa R ot s s LcgmaEi L s o mmmssma s, mim
B (IE1801) A& LT Smg BEA TN 10 mg SE4 3G L7=, # 07, BT S 1A S: (1IE2901)
meLe, oo s=27-0 =0, gm0 mRe qe2000 ME LT,
B oo ez 205 me i s 10 me o[- T
DEGHOEE AT, HIERMAOLE 2R Lz, 5 I R (E3501) (22hb 2
HAEOBUA| DML &b TS LS, -UDHIQ%H‘/TﬁffT‘/Z%%?%\ AP
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19.&;% SRR OB OB ERLG L 20.$J: 0, HEERLA L [F— s o B
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1532 FEBERAFKORERE

PP ER, FEpEh e G R OB MR O X E I Merztb 2 B80T FEIE S L2, &I
BWTIE, ARFECELTHEL2AHEEICOWTENER L, FEEERREORERE
(B 153-2] iZ;77,

15321 EBEHB HHhEEMTLHHEER)

Merz #ik, 7 v FICE ISR 2 VT, A~ o F CHEREE OB #0775 NMDA
ZERETF v ANVAEEBICOWNTRE Lin, 2ORR, A~ F JHEEIL, NMDA =5
WF o AR U CEIRNE S EERE A2 m U, 2 0ORE - ARBEE I <, HioF v 31
PR (R EE MR TH A 2 LT Shiz, £, NMDA ZHEETF v R ORGSR
EHEC X > TER NS LTPEREER CFEEFRICHT 2 A~ o F CEREEOFER %
BEf LR, ZhooEEZIRTS Z &Rk,

—F, RSB P —EBEZHEF B TRACLT r—vikAstt) 1
ADIZBTA AR &/ AVF I VEBLOBEERZBRFTAZ L2 AATE LT, ABs.as KU L
FRACVEBOMRAICL 0 ERSND T v b RMERE BRI (B E I x A RE IR
(invitro) 2RF Lin, F£72, AP R U NMDA ZEMREHECHL A RT VEEE T » b
M EER NI EA L TEE S A MM REER VP EESC AT 2 ERIC>WTER L
7=, FOFER, A~ oF R, invitro & oinvive TR AMBARES - L THE
EMZ L, BEICFEEEMHEERLrT L2 Sz,

15322 EBEHB (ReUEHEFER)

1991 F 2l Sz —RERRB T4 F7 4 o TEDLRTWA A HE OB .0,
(2, Merz b, =22, v b, BT v P RS XERWT A~ 0 F R oo i i
FRA, R - JEERARR, BEMEAR. HESRR ORGSR RIETERERTT L, £
7. & b ether-a-go-go BB (hERG) B K'F v A ~OFELBIL, Fio, L&
QT/QTc M@ (LI TR E L7~ LER QT MR ~0ORE Iz 20 TA X &AW THRE
Lz, TORE. PEMERZZLO L LTHEAOERPEESNER, Zhooligb A
FEmnmETRES U EERECEOONERIETH Y, BB cRetIicHES
2 AHERBHBER T ARREMEIIENEE X ST,

15323 EYEEHR

B OBERBRIC e 0 R, 7o b, UHR, 4 XBRCE LT A F R
R A~ T R A B 5 LT e 2 e L, —hoo o 19l
e 20l o0 T Merz RN T IRE L, —mosBIE— v F ) -7 7R
it @ m=eit) e ol amemE Ll dmic s 2 nm
oEiEcE LT EpmeErsoxancn L s I cErsEmrEr
% - mocrmmans oUF. eExak Clvseo-ornopE e 2
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EMBERERBOME, T v b, vFXFROE BiC Av T U EREE - HEFEORS LA
L&, REE 05~15 FFIZ 230 CRm MBE R R ICE L, FRHIE 3.28~692 I TFH
51, T v PR e I0[HC) A~ o F R A R R OB 5 Lin & X O EEO R Pk
MERAE | WILRIZ R EH 781 BUSs8.0%A RS i, $7/2, T v hig[MCl A=
I CHRE A BREORE LinE & MO RS S LT,

AT OB AE R T Mo G Ls 8 2 A SEEOREM S RRTICRE S,
AwrF o bREMESDETRBECGT A A~ FrOlENDG | A~ F oHEEEE
v ARV e FTERE SRIC I T v PR I:T*&iﬁ%ﬂéﬂ@'@“b\é:%i LIz,
F v PR elcMC A F UIERBIEZ R ORE Lz & & ot EICRICHER S .
F ORI A 2 B RE N,

15324 HHHER
HEHREFEERBIIZT-HEE LT 2 AR v FEHW, EF oS LT X
RV, KERSEERET fo*lﬁfﬁk LTIy b, EFT-oWHE LTA XN, B
AR~ DEEATMT S0, FETomEOL E AW TERE Lz, RERGRITR
B LR BRI, 7/%&04RT®ﬁ Tér S 7y MBI ABROE
LR UMEMRIC ST 2RE, v MOBITARERICRIETRED T ERAE O
U CBERBERE Thodz, IROAEIC BT AREL, fv/?/®%ﬁ%&mﬁf%%
CEaboEEZ LR, o, KBEORELIRRN T, MEFRNICRBER 2ozl b
b, BEGEEELTIERVWES 2GR, BREC W T, BilkkERRCRY
WIRNZ Ean, EREABEEELTHERWEE IO, MR STaEEL, A
FCORBERE S METREOAE AR ERICXOREAT A LEESN S8, BT
Rk HEO X 5 cthx! mﬁ@%ﬁﬂiﬁ?é%é FBET AR ENEELON
oo Eie, BERIIRIETREEIIA RIS TRBBEEOWRMESE VLB N
SN P F%Hﬂb\?‘_ﬁﬁﬁffﬁTi?ﬁt?ﬁ@f*%ﬂﬂFﬁ IREEEESED bR L s,
T v b EAAWTHIRKRERER ., 71502 R0 CHEIEERRE CEb R % 77
Al LR R, 7y RO AF P TRIEERTERR SRS b s, mbihiEa o
RWEOTEHE D Z AR ST,

FOIED, invitro KT invivo BEBEMERE, ~ 7V ARTT v FERWEAERSC

B3 A E ISR I ON T 7/F&Uﬁ%%%%wtiﬁﬁiﬂ@ﬁ%%iﬁLﬁg%@#%
A oF OEEBEHCBEEERCPBAREITREO b vRhol, En, AV o CHEEEE
& 547 £ 0 Mg R R O AR IR AR E QRTINS 23 A 7= a8, SEig o sk e
T, EBREELRD bR hoT,

Ao F RO MCBG A EMRSEYICOWT, Ty BRI SEERB LD in
vitro METEMRER A, WAITICE EN2ERWEIC WL, 7y MRERSEERR L
U invitro BEEHRBZE L2, TOMR, A rFroe Mosd s EEHm0EME
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1533 BREFREOER
FEFRBH 3 DR EM 2 E RN oW TIE [ 1533112, 2BERHNC 2 TiZ[[E 153
74] t’z/_“—_\_vgqo

15331 BIMCHBITLEERBREORE

A F BT, LT L 9 ICERINRUSKREIIC T AD 258 & U TERFR B 5 M
S, ENOOBREBICEHINEURE CTEICHFEHLEE AD &@Eis & U TR
AL, 20104F 9 HEITE, BUNGSERECRELZ SRR 70 » BT LTiEN TS,

15.3.3.1.1 BRMIZH T 2EREKEARORE

Merz i3, 19.&75% 19.&&:3 b ETICTCE O MHEE (MRZ90001-9403) 4 b
L., 0EENDLEE (moderately severe to severe) seHUE (VD RTUAD) iCxfT 5 A+
v gmEo it amE L, £ Ees e icorm e L momst
B (MRZ90001-9605 —EHEMH) 2BWT, RXEENLEE ADICHT LAY F
EOR IR Lz, ZhoORNG, 2002 F5 BICBRNEELFEET (EMEA)
Ly [RomENLEE AD] 28 LTARENE,

HICEGIEREZ AL LT, Merz#t X 0 7 o 12 2 2% 3F 7~ Forest Laboratories, Inc. (L4
T. Forest ff) 2% 20.5!3753% 20.3%15&@’@%7}@ L7z B PR (mild to moderate)
AD B xf8 L4 55 I AEE (MEM-MD-10), RO Merz it XV 74 £ A& %7
H. Lundbeck A/S (3AF, Lundbeck i) 75 20 & 2olffeiomom 12 » mesms Lot
FEROWSERL AD (T3 555 NERER (99679) @ 2 OB & IL1T, Merz fHid 20.$
B msrmEroREoR AD L2 ARSE— AT ARBE LT o7, B
DIEFRIZIBN T, F OB THREENS SN T o5 HIRHE: EEHEFEMT 4 K>
A 2L 2B MRZ90001-9605 —H H M H . MEM-MD-02, MEM-MD-01 K TF
MEM-MD-12) ZMZ AT F U L ARR VAR A —fF 72 B a2iTo 2, FORE,
FEENGEE AD OBREREICH U THEERZEOMNEED 5h, 2005 F 10 BICERINE
BT (EMEA) X0 [HEENSSE (moderate to severe) AD| ~~DEIGHLR I ARGE
. BUFIORTRE & R— 0@ & 2oz,

B, BRINCRG 2B - AR, 1810 mg® 1 B2EESETH-725 1810 mg
D1 H2EHEEE 1E20mg @1 B 1EHERES &L, EWEEFSH FCREREBR BT 5
ZEECBWTIZEASEERZNE SN, 200845 AIC1H 20mg @ 1 B 1 [EHR 5258
MAGE &7z,

153312 XKEIZHEITSEREREORE

Forest L1, 20.$7ﬁ=% zolitz%l%lilfv’;ﬁ I HH3AER (MEM-MD-02) &ZFEfElL, R
RUNEEEE O 5% 6 2 AU LZT TWAFEEL LR AD (2375 A~ F U EE
OB A R L7z, Forest #hid, AFRBRIZMAZ CEIN CEHEEICH W BRAE T HRAR
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s e LckRahe, £ 1047 Ll o ool ic i s mmss: om0z
RO REERIC A LT, R AU EEE O 52 2 TR NS T 08 T EEER
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wic, ol W ceEr o EE AD Car2m womRE (MEMAMD-10,
MEM-MD-12 } X 99679) DFERA T, B AD ORI IER OAGREE — 28 EAGEH
RO ENEDOOERITH TR, REIR T AAE - AEIE, 11510 mg D1
H2EEETHAH, =720, REIZBWTHE, 2010 4 6 AICiRARA AR X Twa,

15332 FAMICHEITHHEKRMROBE

FHU BT, Merz #1100 19.&&:74?‘/7\%%&3“7‘:*&‘/ b —HRA = EEE
EH (RFE 7TACT Yy —viRASE, B B SHHRAS) B ADBREL LTO
3 AT 27z,

153321 ZFHEI+A=EE (IE1801)

E 3 TENSE o g Ity SNt i s AR R TR
20 TP 40 mg OEREFEOE 52 L 55 18RS (E1801) #EME L7/~ 2R, ZoH
B T F IR0 I & T T L SRR S, BT b RIS B AR o T,

RS K4 L 45 R DR 53T o T, A A DB AT 35 1 5 g
O EBOF -7 250, REEDRSHOMERBELY I 2l —va 3558, 4HE
AR REROEE L b X (0B msE e - £ < —8 L, AAALAE
AT B O SO BB KX A7 T L AR SIS - &b, ARl
2 A cosmz gl Lar-, —ro. e ls oremas - o IR
mzons s <. ([
|

153322 HIHISEIFEEE (IE2901)

oo 2l s 2l B0 crms nmss as200) &
L T, Mini-mental state examination (MMSE) A 2 7 %% 3~14 &, Functional assessment staging

(FAST) A7 =3 6all L ThSH AD BEEIRE Uin, A~ F CHEEED 10 mg/H
X320 me/A & 12 BMREHER 53 5 BRI & 20 L7z, T ORE, 10 mg/H XL 20 my/
HOBRGERTA~ o F o EHEBEORNES B S, ZEEICKERMEILA LD
7. cofrz e ollle P crzgnss - NG
- [
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153323 #%EIFIMERE (E2101 ZE5#&H])

| R IR I e A S e S Wl E S S
VA RAERIRER L 07 ) U S RO R A B s ARREr B e s
ol B cmmE nEsts aB200 EERN) 2 g L, ARBRO I EEEIE,
FKEOF 11 fAFER (MRZ90001-9605 ZHE KRB, MEM-MD-02 LT MEM-MD-01) & [A]
RO MMSE A a7 H 5~14 ., FAST A7 =V 6a Ll L 7a LT THD ADBE L L, A
< F L HEREE D 10 mg/H X 20 mg/H & 24 MRS A 7 TR ABIC LA _EHER
iR SR L0 e L7,

MEBOFRE, RAMEFTM T, ZZEFEMBEE THH The severe impairment
battery-Japanese version (SIB-J) D5 24 ML O A a7 E{LEIZBWT, HERIGHENGE
DN EL AT T UEBE 0mg HEO 7 7 2RI T A FEENRO b,
BIKEHETE B CT&H 25 MMSE (230 T HEE 24 B0 A 2 T2V RIZ BV T HERIGHE D
Bhbh, Ay FUoEBE 20mg/ HBEEO 77 e R BT AFBEE RO N, HE
ATRENEREM Tk, FEFHEEHE TH 5 Alzheimer’s disease cooperative study-activities of
daily living inventory Japanese version (ADCS ADL-I) O 5 24820 A a7 E{bEIZ B
T, MERIGEIED L3, 77 2R L A~ o F R 20 mg/ A BFOMICAE £
e bR AoTn, LasL, BIVKEHEE B Th 4 FAST IV TIL, &5 24 MO AT
ELRCBWTHRRICESRED S, A~ o F CHEEE 20 mg/ ABEO 77 HAREHC AT
HABEPRES L, ERPIEEFEERFEM /X, fIRFEMER TH D Clinician’s
interview-based impression of change plus Japanese version (CIBIC plus-I) @& 5 24 812 7R
CENT, ARREMETRED oo, BREeRET7T L (REHM A& L oM
Hdg) TIEARREMESFESD b, LRI, A~ oF oo R 20
mg/H Th 5 & HHlr Lz,

ZEICHE LT A ERREURIFA R RT3 BREICEEERD bhin ol £,
BEELAEFESNUEERAEHRBRRE, TOIIREPLEIIE-ZHFEFSREHELT, A
tRiC 3 BHRICEEIRD b o/, AEFEOPICTHEMBEIZET 2 FR0558
Ehicbon, NE, BEREZEBERT L L, AT CEREO 20 mg/HiR5OZ2H:
SN EE L T,

P USSNEN O [RetYNTtId 20 EUFSTNEEETET N
I

15.3.3.2.4 FIEHEE (IE3501)

- I - -l |
Aowews: o e a0 220l s 2 s e
MBE (IE3501) %1To7n, AHEBEROMSGHER L MMSE 2373 5~14 &, FAST 27—/
B 6a A L Ta AFTH D AD BE & L, £H5 1HERE (E2101 —E5HE) SR oG
S EHERE Q0mg/H) 2V, 4 BBRET 577 R MRIC LA T HEREEER
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Bz kv ERLE,

B O R, ARl T, EEFMER Th 5 SIB-T 05 24 B2 0 2 21 7 2L,
BIZBWT, U5 THERE (B2101 “HEHRE) LRERIC A~ F o HEEH 20 mg/H B
DT ERBCHT HABESRO LN, £, AaTEBEORFER TH, A+
o F CHERENT 20 mg/ A BHT Y T EARMC A TRLOBEZ/ S, 6 » Hilblao TS
7 ER#EE LR o7, SRMEFEREEM T, EZFHIEH TH D Modified clinician’s
interview-based impression of change plus Japanese version (Modified CIBIC plus-1) @iz 5 24
MEFEMI BT, 7 EREEE A~ o F R 20 mg/ HEEOMICAEBEERITGED O
Dofnb OO, A~ T CHEEEH 20 mg/ A OB ORI/ &, A~ T R 20
mg/H ¥ 77 RS bR -7, SRETEFRERTEHE O RREEETL, A F IR
FEHE 20 me/ H BT 7 B RBHC I~ TE(LORER/NE <, 6 » Bilhi > T7 7 R
COnl 1Ryt

ZEMEICEAL TE, AEFEREEE, HELAEFERAE, PECE-ZAEFRRE
WERVRHEFHEREON-TRICEBW T MBERICEIZZTO bR o, £, HER
RFHBREEIWHEICBOTRBECRRETHY, A FERED 20mg/ HRED
ZEEIrET W EFE L LT,

i T, 2ol WA cm womse amsson o Raws 2 - | EEGNK
A REHE 21T,

B ot e A 5 D L OB oW T, TR 10 £ 8 A
11 Bt EFEES 672 5 HEEERET —% 22 AN ABICEE T & BIEMERIC
DWTCOFEEH) (ICHES 1 K70 ») OMfBEARTDIZiE> T, HEMERER KRG
ARMEROEROFR L BET 5 L4, EYEIER TS0 7 7 A L OBLE G
EWAORR BRI L, FofER, MARERBRES HAEANCB 28R UES
PEOFHNE X3 27— X LTRAT 22 13RS Tha Libwm L.

ENA OB HEEEGE (SRMEEEREM) (CZ2R22H 0N SWTHRF LE
LA BRAONTERE, BT AT -7 A4 - RAOFARROB@ENRE 2 L,
F7o, ENEFRSEOSKRABFRERTEM CZEL RIF LEERABH L A, -
HERIT AT - T A -EROFAOE|TH D LB LN, ZOERITESR
b AR R ET A 7 B 7 BB OO B ATER PR BB S W T O R E RO EEIE I
FRIFELIELOTHD A~ F o HEBEORMECRESRIT LSO T ifib\k#ﬂlﬁ?
Lite 0o, TATT - TAP—EREFALTWRWEEOL A2 IGGE LIZBEIT O
THEILE LA, TIRREL AT U ERENOBICEEEZRED BN, _®ﬁ%



A-wLF R 1.5 BE IR R ORER UBRB OB

. FTAHET  FTA = RAOHBEMED S T EAERARBOER S EE LT, B
FEBEELT, AvoFoAEREIT A A AD BE R L CTHESMEA R Lz &l L,
Y oT,. e 0ELFICOWTHEEE AR L WEREAGEREATI 2L & LT,

153325 TNOMOHEE

LELOREBRLIAT, LTIOR T A EOBFEERRE, —REEERER L CRME 5B A
Fh L7z,

AD BECBU D A~ F oo EmahErxiild 2 BT, #HFE T B
(IE2101 —EEHH) ROUEMIRERE (IE2101 FEEBRIED) O Do RFEER RS
(IE2201) #1T-7, ARBEL, AD BFIZA < F L ERED 10 mg/H 3T 20 mg/H %
24 ABEFREORET A 77 BRI LA THERILERRIC X0 Ei L7, AD B
WA T GRS me 7 1 H 1 ARG SHEG L, VAR &5 mg/H 3 -0 LT
10mg/H X1Z20mg/H ##ERHAE S L T4ABNEROIBRELAZ L 2omiEf A< F
REE, RS 4RHBICTEFREBICEL, EEREOMAREPREDIEHECHRE Lz,
EEMEEP A T UBECONTLHELEZE A, TORE LM A< T g
(CARTFT 5 2 & AR &7,

AAANRTD B ADE RE TR A A~ o F CHHESHE 0By EhiE 2 i3 5 BT, %M
51 ME3ER (12101 —EEBH) RURBIRGHE (B2101 FEEHRILEY) oFEmdic
B AR SEEE (1B1302) %#iTo7=, BAARCBAOREGIZA~ F SHEEEEO 5, 10
NO20 mg RHERFEOREG L2 &, BAALTRADWTIIZEBW TS Cua LT AUC
S EICIEIEEEA L THEM L7, ARAD Coe X T AUC ZA A HATEHETH T
P, REHLE L7 Copm RTVAUC TRFOEINE oozl e, AARARVBEAD
Hapghie T A —F OEOTARER L L TERENEZ bR,

A FUoEBEITEIRMREOER THL L0, REERELD 20.$ .H CD-
| DETSER B B R iEse e ey e
B AEMEELZBRFT A5 BMT, F I MEERAR (E3501) it |2 EHEERAR
(IE1601) #4T >/, BRE, hEEROEEOEERERE BT L BEREERHE O 4 B A
v CF RO 10 mg FEEREORE Lz L &, BHEREETORE IS U T AUC (1
M, tp R L, A~ F o OEMENREIEMEORELZIT 5 Z LirnEns,

HFEMA LR —0FTHD Smg BELT 10 mg SEDEMFENIREE L2 BT 572510, 5
mg & 10 mg $E4 HEST AHFEEMME (IE1301) %, 85 0 A3 (E2101 _HE
i) MOEMIESERE (E2101 EERIGE/M) oFEHEPicito/m, 2, 5 U EEER
(IE3501) FEMEHZ 20 mg SELXFH/ZICHZE L, 10 mg $E& 20 mg 884 W3 % Bk ZEFR,
B (IE1602) #1477z, HBOKBERE, Zhoo®AITEWPNICRERETHD Z &R
iz,

BT 20 mg $EITOWVT, AD BEICBITARE = 7747 o A5 KEHT 5 BT, F
I AR (IE3501) Fhid iz, HFEHEAIZ 12 AMRESET 5 REFERRE (E3604) 1T
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272, 20 mg BEDIRIE = 777 A 7 AL RAFC, YEEEA O HEAE: ER 121 mm,
61 mm) CEETAIEZENE EOMBEL LN o,

A o F oA EHMES L b oRetsBiT 4 B, (1) “EETER
B (IE2101 —_HEERH) »oitmT 2 RHIEEHEE (IE2101 FEERIEEB) . (2) Arfs
IFERER (1E2901) - BHiE 538 (IE2101 JEEM LRI - ERREIERHER (1E2201) @ 3
W oiE T A RBIRERE (IE2301), (3) R#MRGHEE (IE2301) - BUHEFAE
(IE3501) - —fxBEEESER (IE3604) @ 3 #ERH kT 5 R MR 5B (E3503), FT®
(2 (4) MEEOCHFEEADBHR & G%R - L-FNHERE (MA3301) 2061 2 EHR
BB (MA3302) 2#EL7Z, ZhoRHMESHEBRICBWT, REHMS 1 #4825
QELT) EARC2ELEZ S GEUT) EHAETFNEN 456 HIRT 121 HlTH -7
. BREHBNOEEESERUREHOBRE IR EHEI RV EE, BEREICE
BRSOV TRICIEE AR S h - 280, ods, ERIEERR (1E2101 SR
PRRE) (REHIR - 28 ) (23w Tid, AhME A R CaEM L, L HTEEIREER (IE2101
TEERE) (RSHE 2488 THEKSHEZEED 52 SIB-T, MMSER UFASTIZ-D
WO, WRARRCIRE LT 52 8B ORREFRHER 2 BET L, FEmIGENIR S 28 8 (T
BEEMBEMG 52 M%) T, ZEEHY 20 mg/H — ESHRILER 20 mg/H B OBEA LEH
Sl linG, AV T CHEEEE 20mg/ HiE 1 R A RSB THIIEES AL
LR BBIIFRT AL O LB R LT,

15.33.26 FMOBFCHEVLTHIMEFMICALEN TERSNIZFIERER
AHTEME L ZERERB O 5, S AR (E2101 ZEEHEH) KRUH I AR
Bk (IE3501) @ 23Br4 ., AOMRFMick T 2 TELRE (UT, EBRNIE 2 #5) L
EftT=s, Zhs 2 L RO SRER, BEEE, AR 20 mg/H) RUIRSHIMT
FEhi = h7=@Ao 3 >OF I HEAE (MRZ90001-9605 —HEE H#l, MEM-MD-02 KT
MEM-MD-01) (2, EREE 2 RBORES L. GO MmIcE L CEERFER (L
T, A EEIRE) LCEMT CEHEERE L, BT ICHEAO 3 ROGRBELY =
X

1.5.3.3.26.1 FEIFEHE (MRZ90001-9605 —EE4&HA)

KRENZBWT, 19.¢ lﬂ 5 19.$ .H (7, MMSE A 32774 3~14 &, Global
deterioration scale (GDS) A7 — 3748 5~6, FAST A7 =V 6a Ll ETH A AD BEE I
Gl LT, A~ UHEEE 20 mg/B (1 A 2[ERE) & 28 MRS L L2 0F0E,
ZeEROEAFEY, 7722 dBE L _HE RGBT L BRI L, FORE.
FEFENIE B T & 5 Alzheimer’s disease cooperative study activities of daily living (19 items)

(ADCS-ADLye) 7 X % H §AEEIEFE(H &2 U8 CIBIC-plus (New York University Clinician’s
interview-based impression of change plus (NYU CIBIC-plus)) 2 X 5 £z G B 2t 5 F

ED BHICE3EE (IE3503) [IREBBUSET oS, RERMICHEH T,
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(Observed case (OC) fifT) (ZBWT, A F U IEBERO Y7 BRI N 5582
PR ez, 72, BIKEHEE B T&H % The severe impairment battery (SIB) J2 UF FAST
(2 & AFERHSRERE NI T BN T, A FUEEBER S T RO EEENEY G
iz,

1533262 ZFlEAE (MEM-MD-02)

RENZIBWT, 20.$ IH A2 20.$ IH (7. MMSE R 74 5~14 HTHY, Nx
ARUOVEEERO®R S5 E 6 » AU LEZT T D AD BEEGRLE LT, A~ F /HEHE 20
mg/H (1 B 2[EI%E5) % 24 KRG Lz L S OAMERCEEEL, 77 ER 2R L
Uiz “EERIEEAREC L0 RE L2, FoME, FEFHEER TH5 SIB 2 L AR
AERT F UF ADCS-ADL o (2 £ % H & AR B ERHEIZ 5T, Ao F U IRRIEHO 7 T &
R TAFBEERED b, £, BIWREHEE R @ CIBIC-plus  (Alzheimer’s disease
cooperative study-clinical global impression of change (ADCS-CGIC)) (Z3WTH, Av T
CIEBEBO T 7 AR T AR EEFRD b,

1533263 HIHEHE (MEM-MD-01)

KRENZBWT, 20.$ IH Ay 20.$ IH (7, MMSE 2372 5~14 5 TH5H AD &
TaHGEL LT, Av o F o0 20mg/A (1A 25 2 24 MR G Ll do
AER R EEE 77 EREMBELE L _EER R L VBT L, FOR R,
TEFHMIER TH 5 SIB & X ARl ) T 1% 5 12 8% TR 5 18 1812 T,
A F ERSRRT Y T R VR B TV R 24 MR T IETRERT T
BAIED G Nah o fn, ADCS-ADL 17 X 5 A & AEREEFMIC B i, &5 24 81
THAwF CHEER L T REORICEERIIRD S b o T, BIREHEE R T,
CIBIC-plus (ADCS-CGIC) & % £fRIREHRERFIE W, &5 12 Btk &5 13 H
T A~ T ERIERE TT WORBEC S BICEN T8 B S 24 81 T TR
CHBZEIFED ORI 2T,

153327 FRMOBFIZHEVLTFHEERE L THWEA TER SN EBERERAR

A T B OEYEE T 5 EEOMHEREREE OB N KR A EREO
P RPE B R OV R 2R o0 T DV T, WAL T3 & A7 B R SE PR R O RiORE - 1
MLz, ZhoO@ERD, A~ F o HBEORpERIIEFORBELZ T DI LTk
< (BRAREHEE (MEM-PK-01)), HHBREOFZELZHTIC NI EATRESN (BRHRE
PEEE (MEM-PK-15)).

W EAER oW TEE, RSO U R (BRAESERER (MEM-PK-07)), Z /L33
VAP (VR T2 R A MRS RS H)  (BRIE KRR (MEM-PK-05))
bt RezowgF 7K (HCT) S FUT A5 L (TA) BEH (B FKBHE R 5

(961201/MeMe)), U7 7 U OHEERR (FRRZEEAR (11653A)) ([ZMA, R pH
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DR (FR pH 2R RITTEY - OMEEH) EREEREE (MRZO0001-9601)) 3
M2 CYP2B6 TR EN AR REN THALAT o U L IEBIE #FH\W T, CYP2B6 (2
I B Ao F UoEBEORE EEEEEFE (MRZ90001-0519/1)) (2 2WTHFL 7=,
FOFER, A~ oF CEBEOBHEIR pH OFEEZ, RET AL VIR o215
BICIE A FrOPESRIE L, MiEF A~ FrBEN ERTAZ LR ENE, &
7o, Ao R L OGFRIC XY HCT o0 A i B B BB T SR 80%(T Tk
DB EBRRED LN, TR A o F R L R L7 R o ZEpEh
BelC B kiT e hr o i,

153328 BERUNZEADESE £HRE LSS (MA3301)

KHREODEE - R TH L [HEERFEET VYA w—HERANEZ B T 5 R AEE
PROMITIG] | ST RP RS, MMSE A7 75 10 ~23 A, Clinical dementia rating

(CDR) #%1 Xt 2 ChABERUGEE AD BE a5t s Lesiiz >0, 20l
AR - - 200 2c. BEaE T
zateometzame L. oz 2= o2 mesm anasson 20
T, A< F EEEEO 10 mg/H X220 me/H % 24 8B ET A7 7RI LA 2
EEREEREREER L-, 7, AEBAKRT LEBEL2GS - LR 58S
20.$ IH AR 20.$ IH (CRHEIESHEE (MA3302) S LTEBLE, LLEREG,
REA & [RIER, B AD (3T 5 HERESZ L Ty,

21



FHED

R

i
Bk

BEF82

HRpE g EaE (1E1301)
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A-w o F g 15 BIF TR RORER OB # O~ %

SR A
BAFAER B PR SRR FAER (HUK610/4)
K2R APKEE |MEpEZEEEE (HUKS10/13)
HEEPKERE | RPE SRR (MEN-PK-02)

BIIHERER
(MRZI0001-9403)

Heg e et |BIII1EE (MEK-MD-10)
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e
(MRZH0001-HT04)

) EHELE
P REER (MRZ90001-96063E S 1 FE 38R
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_ | sssessmme) ¥
D 20lFRR OF > M7 T BT O RS N RREE &, DEHEL L,

153—4 EBREREOERE (ZFEH)

R
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154 XEOMBRERUVERM
A= o F R ORE K OH A E L TIORT,

1541 BAFOADABREBELIIERLLIHLIMEAKFEZET S

ARFRD AD OIREBREE IR AL U & T 23 5MNE & 720 | AD O b DHANT
AChEL O RA_EBIEDOH DT, AD IR OBIEMDRE SN TWD, A~ F v
W I IREAF D RV & I3E IR 23 872 5 Z L vh . AD TRRIZE T 287
IRIBPURIZZ2 Y . AD IR DR Z LT 2 F AR 015D L EZX BLD,

1542 ADDHIAER GREMEEERES) IS LTI SRICBLIEMMEERT

A~ o F CHERRERET, ENEE 2 RERICHE VT AD O FREIR TH 2 BRI RERE E (2
MHLUTT 7 eRBICELAIMEE R L, AR E OB L2 Ml L=, AD ORIGHEIE
N2 IRREZE D b D DOWAT Z I T DA NFE L R WBIREZBE LT HH, A~V T
RS AD O HEEREIR T & 2 S8 EBERERE OB L A i L T\ 2 2 & 23ER A REREAT
AREINTEZEIFEETH Y, FBEBERERE AR K T ZRANIC BT 5 LSRR DR B
{EOIMENCEER DR R H D LB bID, Flo, A EEIREBR TS, 2 DO I HH
REROFBHAMKBETAGIZIWT, T ARREE A~ U F UEBEROMICHEEZNPRD b
77

1543 ADDEMMEBRKEKRICH LTI RE LELZEMEETRT

A~ U FUERRERGT, ERNTEE 2 RBRICB W T, SRERIERTM T T v R &
DOREICHEZRITRDO N b ODEAORE I/ NS, 78R lE%E ERlo72, £
7o, BEHHERE CTH A~ 0 F UHRBIERIL Y 7 B RIS TEILORBRE /NS L, 6 #
RlZblesTT 78R L ERlo7c, £z, WA EZE 3 RBERTIL, 2 2OF 11 FHHBR
(MRZ90001-9605 — B i & N MEM-MD-02) O & f%iGEFERFHIICIB VT, 7T +&
AL A~ U F UHBREREOMICHEEZNRD bive (MRZ90001-9605 —H H M TI
OC fifttfr D) o

EIN = 2 BB O SRR B E KE L2 ERIT, 47T 74
P—EZROFAOHEWRTH D B Z BN, T OBER D ERRAOEGRIER A 205 72 1 )
BOUIE B O IR %2 KIE L, TCIBIC-plus DFFAIIFE 13, FEERICZ 5 T 2 BRARIE
WOENE TR A D Z ENTET, WEORFHAAITR 20272 bDEBEZ LT,
FA T T AP = ZAOF L. CIBIC-plus DFiHliICEELZ KT LD THY, A~
T IR OIS E RIE LT b O TR WE I Lz, £, TATT - TA
P—EZZHHA L TWRWEFE DA T, MR THICT T v REL A~ F R
HOMICHBEENHEO LIV, ZOREIZ. 7477 « T4 —EZAOFHENMEN > 721
S EEE 3 HBOMRLEFEIL Tz, ThHZEZRELT, Ay F U EREITAARAN AD
BAEITK L THRMEZ R Lz &I LT,
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A= T MERYE 1.5 RS ETE RO K OV 58 D e

1.5.4.4 BPSD (RREMEIZH S TEIESE LHMENR) ISHLTHEMIMERT LV S HHE
9%

ENFE 2 BBRIC IV T, BARAERARER M O AL R EICERE L 72 BPSD DRl 2 /-
—/L"C& % Behavioral pathology in Alzheimer’s disease (Behave-AD) T, A~ F U HEEsi
BN 78R HEZ B T TR HEE A~ T UEBEROMICAEEZNRD b
7= (Last observation carried forward (LOCF) f##7),

UTAE, BPSD (X2 DAEIR - FEF 06 EH L UFERO QOL # KT S, MRS K O
FOEABIC B E 525 2 L TRERMBEICR>TV D, £7/2, AD BENHERICA
FT9 2 EKICH 720 BPSD i 32 ORBLAMEIT 5 2 L IIFEE r#E a2 kT 2 0
ATCTHERBEHRTHD, ZOXHI RN EBET D&, A~ F MM BPSD 12X L
THMMEZ R LT Z LiZ A~ v F VB OBRNERO D 2R HTh 5 Bz b,

1545 REBEEICEVLWTHLHREER LZE2E LOMERA oG

FEW& 55 (IE2101 JEEMILES LY MRZ90001-9605 FEEMILEN) OfEHR, A~
VIR VRIS DT 5 B HIZ B W T HMEEMENAE U 5 2 &2 < RITFT 5 b
DEEZLNT, £, BREEREICBIT 2 Z2MEICONTIX, AD x5 & Lz ENERK
R T — & S LI IC W T, GBI O FF 5 K ORIEHFEBL=IT5 5 1
MEWEEELS . BEHESICBT2LAMIC O W THICRBIEA bR oz, ZHHD
ZE XY, AT U, 1 AFEMICORE 2 EEICBWTHMEENRAE T D 2 Ll
HRITFE L, ZRMEICBWTH HaRARMRH LA THL E B2 b,

1546 BN TOEARRBRIZEVTHLEZEHICHEXA 5N

A v F IR IR E K OB T AD A E & L TR E 4L, 2010 4= 9 HBI/E, AD
ZGAE & LTS 70 o [EAD DS OWEINEE E b 5 &R 82 » [ETHRFE STV D,
RINIZ T AD O3 )G THRGEDSBRAR S 072 2002 HE70> & OHE TR TR A 20 B 5HE 330 1A -
£ (patient years : IR58& (mg) 20 mg -« 365 (H)) LEAEILE COMARBRITES T
b5, Flo. WK TOMRFER D B U SCE D Type 1 variations (H FHE]) LISMZZZaME:
WCEETO2HETRONATE LT, BRMEHICKE T 2 28I ERREIZA BT
v,

1547 REOHERUVERAEOFELD
A~ FUBREEIL, AD OHRER TH 58 ABEREFREE (ICx LT 7 B ARITED F4)
PEaR L, EROERIERICR LT T 7R % LR HMEE2 R Lz, £7-. BPSD (Zxf
LCHMEEZ R LIZZ EIZA~ T UM OIRNEROL DM ThH D EE 2 LN,
HIZ, BEMEGICBOTHIMEERET D Z LRI T2 B2 b,
LARMEIZHONTIL, ENERKRBROER O BRI RLZEMET 2 7 7 A VRSN TE
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1.6

1. NAME OF THE MEDICINAL PRODUCT

Axura 10 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each film-coated tablet contains 10 mg of memantine hydrochloride equivalent to 8.31 mg memantine.
Excipient: Each film-coated tablet contains 166 mg lactose, see section 4.4.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Film-coated tablet.

White to off-white film-coated tablets, centrally tapered oblong, biconvex, with a single breakline on
both sides.
The tablet can be divided into equal halves.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Treatment of patients with moderate to severe Alzheimer’s disease.
4.2 Posology and method of administration

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

Axura should be administered once a day and should be taken at the same time every day. The
film-coated tablets can be taken with or without food.

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 tablet (15 mg) per day for 7 days.

From Week 4 on:
The patient should take two 10 mg film-coated tablets (20 mg) per day.
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Maintenance dose
The recommended maintenance dose is 20 mg per day.

Elderly: 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 tablets once a day) as described above.

Children and adolescents : Axura is not recommended for use in children below 18 years due to a lack
of data on safety and efficacy.

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 Axura is not recommended in patients with severe
hepatic impairment.

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients.
4.4 Special warnings and precautions for use

Caution is recommended in patients with epilepsy, former history of convulsions or patients with
predisposing factors for epilepsy.

Concomitant use of N-methyl-D-aspartate(NMDA )-antagonists such as amantadine, ketamine or
dextromethorphan should be avoided. These compounds act at the same receptor system as
memantine, and therefore adverse reactions (mainly central nervous system (CNS)-related) may be
more frequent or more pronounced (see also section 4.5).

Some factors that may raise urine pH (see section 5.2 “Elimination”) may necessitate careful
monitoring of the patient. These factors include drastic changes in diet, e.g. from a carnivore to a
vegetarian diet, or a massive ingestion of alkalising gastric buffers. Also, urine pH may be elevated by
states of renal tubulary acidosis (RTA) or severe infections of the urinary tract with Proteus bacteria.

In most clinical trials, patients with recent myocardial infarction, uncompensated congestive heart
failure (NYHA III-1V), or uncontrolled hypertension were excluded. As a consequence, only limited
data are available and patients with these conditions should be closely supervised.

Excipients: The film-coated tablets contain lactose monohydrate. Patients with rare hereditary
problems of galactose intolerance, the Lapp lactase deficiency or glucose-galactose malabsorption
should not take this medicine.

4.5 Interaction with other medicinal products and other forms of interaction

Due to the pharmacological effects and the mechanism of action of memantine the following
interactions may occur:

. The mode of action suggests that the effects of L-dopa, dopaminergic agonists, and
anticholinergics may be enhanced by concomitant treatment with NMDA-antagonists such as
memantine. The effects of barbiturates and neuroleptics may be reduced. Concomitant
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administration of memantine with the antispasmodic agents, dantrolene or baclofen, can modify
their effects and a dose adjustment may be necessary.

o Concomitant use of memantine and amantadine should be avoided, owing to the risk of
pharmacotoxic psychosis. Both compounds are chemically related NMDA-antagonists. The
same may be true for ketamine and dextromethorphan (see also section 4.4). There is one
published case report on a possible risk also for the combination of memantine and phenytoin.

o Other active substances such as cimetidine, ranitidine, procainamide, quinidine, quinine and
nicotine that use the same renal cationic transport system as amantadine may also possibly
interact with memantine leading to a potential risk of increased plasma levels.

o There may be a possibility of reduced serum level of hydrochlorothiazide (HCT) when
memantine is co-administered with HCT or any combination with HCT.

o In post-marketing experience isolated cases with international normalized ratio (INR) increases
have been reported in patients concomitantly treated with warfarin. Although no causal
relationship has been established, close monitoring of prothrombin time or INR is advisable for
patients concomitantly treated with oral anticoagulants.

In single-dose pharmacokinetic (PK) studies in young healthy subjects no relevant active substance-
active substance interaction of memantine with glyburide/metformin or donepezil was observed.

In a clinical study in young healthy subjects no relevant effect of memantine on the pharmacokinetics
of galantamine was observed.

Memantine did not inhibit CYP 1A2, 2A6, 2C9, 2D6, 2E1, 3A, flavin containing monooxygenase,
epoxide hydrolase or sulphation in vitro.

4.6 Pregnancy and lactation

For memantine, no clinical data on exposed pregnancies are available. 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.

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

4.7 Effects on ability to drive and use machines

Moderate to severe Alzheimer’s disease usually causes impairment of driving performance and
compromises the ability to use machinery. Furthermore, Axura has minor to moderate influence on the
ability to drive and use machines such that outpatients should be warned to take special care .

4.8 Undesirable effects

In clinical trials in mild to severe dementia, involving 1,784 patients treated with Axura and 1,595
patients treated with placebo, the overall incidence rate of adverse reactions with Axura did not differ
from those with placebo; the adverse reactions were usually mild to moderate in severity. The most
frequently occurring adverse reactions with a higher incidence in the Axura group than in the placebo
group were dizziness (6.3% vs 5.6%, respectively), headache (5.2% vs 3.9%), constipation (4.6% vs
2.6%), somnolence (3.4% vs 2.2%) and hypertension (4.1% vs 2.8%).

The following Adverse Reactions listed in the Table below have been accumulated in clinical studies
with Axura and since its introduction in the market. Within each frequency grouping, undesirable
effects are presented in order of decreasing seriousness.

Adverse reactions are ranked according to system organ class, using the following convention: very
common (> 1/10), common (>1/100 to < 1/10), uncommon (> 1/1,000 to < 1/100), rare (=1/10,000 to
< 1/1,000), very rare (< 1/10,000), not known (cannot be estimated from the available data).

10
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Infections and infestations Uncommon Fungal infections
Psychiatric disorders Common Somnolence
Uncommon Confusion
Uncommon Hallucinations'
Not known Psychotic reactions
Nervous system disorders Common Dizziness
Uncommon Gait abnormal
Very rare Seizures
Cardiac disorders Uncommon Cardiac failure
Vascular disorders Common Hypertension
Uncommon Venous
thrombosis/thromboembolism
Respiratory, thoracic and mediastinal Common Dyspnoea
disorders
Gastrointestinal disorders Common Constipation
Uncommon Vomiting
Not known Pancreatitis”
General disorders and administration Common Headache
site conditions
Uncommon Fatigue

' Hallucinations have mainly been observed in patients with severe Alzheimer’s disease.

? Isolated cases reported in post-marketing experience

Alzheimer’s disease has been associated with depression, suicidal ideation and suicide. In post-
marketing experience these events have been reported in patients treated with Axura.

4.9 Overdose

Only limited experience with overdose is available from clinical studies and post-marketing

experience.

Symptoms: Relative large overdoses (200 mg and 105 mg/day for 3 days, respectively) have been

associated with either only symptoms of tiredness, weakness and/or diarrhoea or no symptoms. In the
overdose cases below 140 mg or unknown dose the patients revealed symptoms from central nervous

system (confusion, drowsiness, somnolence, vertigo, agitation, aggression, hallucination, and gait
disturbance) and/or gastrointestinal origin (vomiting and diarrhoea).

In the most extreme case of overdose, the patient survived the oral intake of a total of 2000 mg
memantine with effects on the central nervous system (coma for 10 days, and later diplopia and

11
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agitation). The patient received symptomatic treatment and plasmapheresis. The patient recovered
without permanent sequelae.

In another case of a large overdose, the patient also survived and recovered. The patient had received
400 mg memantine orally. The patient experienced central nervous system symptoms such as
restlessness, psychosis, visual hallucinations, proconvulsiveness, somnolence, stupor, and
unconsciousness.

Treatment: In the event of overdose, treatment should be symptomatic. No specific antidote for
intoxication or overdose is available. Standard clinical procedures to remove active substance material,
e.g. gastric lavage, carbo medicinalis (interruption of potential entero-hepatic recirculation),
acidification of urine, forced diuresis should be used as appropriate.

In case of signs and symptoms of general central nervous system (CNS) overstimulation, careful
symptomatic clinical treatment should be considered.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Other Anti-dementia drugs, ATC code: NO6DXO01.

There is increasing evidence that malfunctioning of glutamatergic neurotransmission, in particular at
NMDA-receptors, contributes to both expression of symptoms and disease progression in
neurodegenerative dementia.

Memantine is a voltage-dependent, moderate-affinity uncompetitive NMDA-receptor antagonist. It
modulates the effects of pathologically elevated tonic levels of glutamate that may lead to neuronal
dysfunction.

Clinical studies:

A pivotal monotherapy study in a population of patients suffering from moderate to severe
Alzheimer’s disease (mini mental state examination (MMSE) total scores at baseline of 3 - 14)
included a total of 252 outpatients. The study showed beneficial effects of memantine treatment in
comparison to placebo at 6 months (observed cases analysis for the clinician’s interview based
impression of change (CIBIC-plus): p=0.025; Alzheimer’s disease cooperative study — activities of
daily living (ADCS-ADLsev): p=0.003; severe impairment battery (SIB): p=0.002).

A pivotal monotherapy study of memantine in the treatment of mild to moderate Alzheimer’s disease
(MMSE total scores at baseline of 10 to 22) included 403 patients. Memantine-treated patients showed
a statistically significantly better effect than placebo-treated patients on the primary endpoints:
Alzheimer’s disease assessment scale (ADAS-cog) (p=0.003) and CIBIC-plus (p=0.004) at week 24
last observation carried forward (LOCF). In another monotherapy study in mild to moderate
Alzheimer’s disease a total of 470 patients (MMSE total scores at baseline of 11-23) were randomised.
In the prospectively defined primary analysis statistical significance was not reached at the primary
efficacy endpoint at week 24.

A meta-analysis of patients with moderate to severe Alzheimer’s disease (MMSE total scores < 20)
from the six phase 111, placebo-controlled, 6-month studies (including monotherapy studies and studies
with patients on a stable dose of acetylcholinesterase inhibitors) showed that there was a statistically
significant effect in favour of memantine treatment for the cognitive, global, and functional domains.
When patients were identified with concurrent worsening in all three domains, results showed a
statistically significant effect of memantine in preventing worsening, as twice as many placebo-treated
patients as memantine-treated patients showed worsening in all three domains (21% vs. 11%,
p<0.0001).
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5.2 Pharmacokinetic properties

Absorption: Memantine has an absolute bioavailability of approximately 100%. t,y is between 3 and
8 hours. There is no indication that food influences the absorption of memantine.

Distribution: Daily doses of 20 mg lead to steady-state plasma concentrations of memantine ranging
from 70 to 150 ng/ml (0.5 - 1 umol) with large interindividual variations. When daily doses of 5 to
30 mg were administered, a mean cerebrospinal fluid (CSF)/serum ratio of 0.52 was calculated. The
volume of distribution is around 10 I/kg. About 45% of memantine is bound to plasma-proteins.

Biotransformation: In man, about 80% of the circulating memantine-related material is present as the
parent compound. Main human metabolites are N-3,5-dimethyl-gludantan, the isomeric mixture of 4-
and 6-hydroxy-memantine, and 1-nitroso-3,5-dimethyl-adamantane. None of these metabolites exhibit
NMDA -antagonistic activity. No cytochrome P 450 catalysed metabolism has been detected in vitro.

In a study using orally administered '*C-memantine, a mean of 84% of the dose was recovered within
20 days, more than 99% being excreted renally.

Elimination: Memantine is eliminated in a monoexponential manner with a terminal t, of 60 to
100 hours. In volunteers with normal kidney function, total clearance (Cl,,) amounts to
170 ml/min/1.73 m? and part of total renal clearance is achieved by tubular secretion.

Renal handling also involves tubular reabsorption, probably mediated by cation transport proteins. The
renal elimination rate of memantine under alkaline urine conditions may be reduced by a factor of 7 to
9 (see section 4.4). Alkalisation of urine may result from drastic changes in diet, e.g. from a carnivore
to a vegetarian diet, or from the massive ingestion of alkalising gastric buffers.

Linearity: Studies in volunteers have demonstrated linear pharmacokinetics in the dose range of 10 to
40 mg.

Pharmacokinetic/pharmacodynamic relationship: At a dose of memantine of 20 mg per day the CSF
levels match the k;-value (k; = inhibition constant) of memantine, which is 0.5 umol in human frontal
cortex.

5.3 Preclinical safety data

In short term studies in rats memantine like other NMDA-antagonists have induced neuronal
vacuolisation and necrosis (Olney lesions) only after doses leading to very high peak serum
concentrations. Ataxia and other preclinical signs have preceded the vacuolisation and necrosis. As the
effects have neither been observed in long term studies in rodents nor in non-rodents, the clinical
relevance of these findings is unknown.

Ocular changes were inconsistently observed in repeat dose toxicity studies in rodents and dogs, but
not in monkeys. Specific ophthalmoscopic examinations in clinical studies with memantine did not
disclose any ocular changes.

Phospholipidosis in pulmonary macrophages due to accumulation of memantine in lysosomes was
observed in rodents. This effect is known from other active substances with cationic amphiphilic
properties. There is a possible relationship between this accumulation and the vacuolisation observed
in lungs. This effect was only observed at high doses in rodents. The clinical relevance of these
findings is unknown.

No genotoxicity has been observed following testing of memantine in standard assays. There was no
evidence of any carcinogenicity in life long studies in mice and rats. Memantine was not teratogenic in
rats and rabbits, even at maternally toxic doses, and no adverse effects of memantine were noted on
fertility. In rats, foetal growth reduction was noted at exposure levels, which are identical or slightly
higher than at human exposure.
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6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core:

Lactose monohydrate

Microcrystalline cellulose

Colloidal anhydrous silica

Talc

Magnesium stearate

Tablet coat:

Methacrylic acid - ethyl acrylate copolymer (1:1)
Sodium lauryl sulphate

Polysorbate 80

Talc

Triacetin

Simethicone emulsion

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

4 years.

6.4 Special precautions for storage

This medicinal product does not require any special storage conditions.

6.5 Nature and contents of container

Blister packs containing either 7, 10, 14 or 20 tablets per blister strip (Alu/PP). Pack sizes of 14, 28,
30, 42, 50, 56, 98, 100, 112, 980 (10 x 98) or 1000 (20 x 50) tablets are presented.

Not all pack sizes may be marketed.
6.6 Special precautions for disposal

No special requirements.

7. MARKETING AUTHORISATION HOLDER
Merz Pharmaceuticals GmbH

Eckenheimer Landstr. 100

D-60318 Frankfurt/Main

Germany

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/02/218/001
EU/1/02/218/002
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EU/1/02/218/003
EU/1/02/218/007
EU/1/02/218/008
EU/1/02/218/009
EU/1/02/218/010
EU/1/02/218/012
EU/1/02/218/013
EU/1/02/218/014
EU/1/02/218/015

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 17/05/2002

Date of latest renewal: 17/05/2007

10. DATE OF REVISION OF THE TEXT

MM/YYYY

Detailed information on this product is available on the website of the European Medicines Agency
(EMEA) http://www.emea.europa.cu
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Axura®DIRATCE (Figk)

1. 8% (RE2%H)
Axural0mg 7 4 /v ha—T ( VT,

2. #ARK

1BEPICAS U TF UHRBE 10mg 5 (A~vF &L T83lmg) 15,
WY - 1EETICT 7 b—R 166 mg & E AT 5, 44 HESMR,
TRTOFIBIZHONWTIH 6.1 HBROZ &,

3. MK
T ANV TA—T 4 T EE,
HE~IKRAGD T 4 Vv ha—T ¢ 78, 7ZHERMNHmEHRA Y,
FBEI S EIFTRE,

4. BRREH
4.1 $hEE - R
HEEFEIND B E T VY A ~ — UG E B E DT

42 Ri% - AE

T NA = —RERHEDBW - IR0 2Rz b OEMANER A L, BT
5L, BEOKEFRM Z EWENBEE TR R M EE NV D GE IRV IBFE ARG T 5 =
Lo BWNIBUATHA RT A4 1Tih->TITH 2 &,

Axura (X1 H 1B, AR CKFICIRAT 22 &, 7400 bha—T7 4 U 7EEITRFOE
BUCBR 72 < IRFFIRETH 5,

A :

Fﬁiiﬁﬁtﬂé

WHE, RAICBIT 2R K —HES®EIZ 20 mg £ T5, AEFROU A7 28T

TRED L H 1T G-BItA% 3 EMIE S mgilE T OME L, HERFHRICEETHZ &,

1B (I~7H): 1H10mg 7 /L ha— hED¥EE Smg) %7 HEHKGT 5,
2#H (8~14H):1H10mg 7 /L ha— ME1SE (10mg) % 7 HREHEET 5,
3EH (15~21H) : 1 H10mg 7 4 /b h=a— hE1EEY (15mg) % 7 ARG 5,
4E/NS 1 H10mg 7 /b bha— ME2BE 20mg) 2575,

MEFFRH & « #ESSHERFAHEIZ 1 H 20mg TH D,
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EEMEADES
FRAR BRI I3 < 65 REMB O Eln A 1) A HEREERF & 1T, Bl 230 1 H 20 mg
(1 B 1[E10mg$E% 2 88) TH D,

INRRUFE -
LM HIEOT — X NI T2 18 AT D /NR~D Axura OFE 5 ITHELE I 720,

Bﬁi
B DOBSRERRERE (LT F =027 )T T A50~80mL/4y) Tik, #EEOHE
IARECTHD, TEEOBRERE (/LT F=07 V7T T A30~49mL/%y) Tik, #&
HEZ1H10mgicT 52 &, < &b 7 BHOKRG THOYRRERHIUE, @E O
HVEICK Y 20mg ETHHET L2 0N TE L, MEOEEELRE VL7 F=20T7T7
YA S5~29mL/4y) TiE, BHEEZ 1 H10mg & 752 &,

0

RIS -
B U A5 P O TR BERE 5 A8 (Child-Pugh A K UF Child-Pugh B) Ti%, #5580
HIIRETH D, MEMFREEEE BT DA~ FrOFHICET 27 =2 3720, ®E

TP B~ Axura DG (IHERE S L2,

I

43 BB

IS Iy

ARG AT 6 L CTIBBUED & 5 B4

ZEERVEE
T EEI LT BE . KEOBEXIITANADRRDH % BHE TIX, HEKREGN
felEshn s,

T B TEI . TXARBE R RLT 7 72 D N-methyl-D-aspartate (NMDA)
HHEE L OOFITRET S 2 8, 2RO DILEMIIA~ T R UZERRITHERT 572
O, BIER (FICHREHRER) NIV @EWEET, £/, LVMIBEHELLTW 45 H
ZH),

JEpH % LR SE LWL o007 (5.2 THEl OESM) 13, BEOREEEEGREL
BT 2MLERH L0 LV, ZUHDORTIITAEFENEORINAEL (HENSR
BAOEE) RFET AN IS ELEEAOKREER 2L EEND, o, BIRME
7Y R—=YA (RTA) X707 U A& 2D HEIERBEIYE SR pH % EH S8 2 mEdE
NdH b,
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F & A EDERRAER T, O ER%, FEREMN S > 044 (NYHAIL-IV), =
Fa— VAR AEMEEDEBRE IR SN TWDS, ZO0H, ZHHD0EBEETIZEONT-
F—=HLNRNDOT, BEORELZ HICEHT L2 L,

Wy« 7 4 v ba— REANCIZT 7 h—A2A— KT EEE6T5H, ENRBLEHEOH T
7 h—ARME, Lapp 77 X —BRZIE, JVa—A—HT7 27 h—ARINARBRZHT5HH
BA~DORBN O GII TN &,

4.5 fhFIE L < [EthD#ERM & DEEERA
A= FrOFEBYER R OERETFIZELY . TRROMAEFERNEZ 5t d 5,

- AT U ED NMDA #iHU3E L OPFHNC LV | L- R—23 R AFEEE, Hio
U VIEOAEHN RSN D ATRENED B D, 73/ B — )UIERRE SR K QSRS PR FH 74
DOYERITRES S D ATREMER B 5, LK, ¥ hrbr N7z Avy
FrEDOURICE Y ZHUOHEADIERNE L, BEEOFENMLIE L 725 THE
MDD 5,

- EWEEFRREMEEDO Y A7 NHLHD T, AvrFreTr~r 22 ok
BT D Z L, MANILFEAER O NMDA i3 Thd, r¥ I, TFA MR A
M7 7 XL THRBRTH D ATREMER H D (44 HEBMR), AvrTFrirz=
b OGRS U 27 ORI BT DIEGIE R AR STV D

- TR BV LR OBGA A UREREN L TCND VATV T=FV T
AT IR, F=Ur, FEUROP=a T o REOWEIZOWNWTE, AT
YEOHEMERIZEY . D OB O MIETREN EFT 5 Y 27 OFREER S
2

- AwrFrieRrrzoaF T YR (HCT) XIEZORAAIE OJFHIZE Y, HCT
DIMIEFIRE LR T ST D RN 5,

- TIRBEOFERRBR T, V=77 VAR F U LB ICBW T 1 b
B R O EREEUELE  (international normalized ratio : INR) 723 5 L7z & OJEH]
WENDH T, BEMEIIFE ST e nas, R OPiEE SRR 2% T\ BE
WXL TR, 7a ey B URFESUE INR OFEERERWVWE=Z Y VI REFE LU,

AR (e 2 HL B 5- 3K B R Clx, A~ F & glyburide/ A hAR/L 2
VEEEHIE RV E O ABLERIZA LN o T,

TR BT ISR 2R CTlX, W7 v ¥ IV OERYBE~D A~ T L DR
X BRI o T,

A=< FE CYP 1A2, 2A6, 2C9, 2D6. 2E1, 3A, 77V GHE /) AX V7 —18,
TARF Y IR RIS, iRisERE R 2 [HE L2y (invitro),
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4.6 1145 - Elw - RELGFEADEE

A T DGR DR T — 213780, B ERICBWVL T, b FOREE L [F5%
L ITET LRIZBEEE T, BFORENEET 2 TREN RSB I TS (53 HS
MR), B MR 2 fERRIEIRIH 52N > TOR WA, IEF SUTEIR L TW A TEEE O & 5
by N CIEBI 22 B ME S 22 T VSRR RIS E R L 72 2 &

A2 F oDt MEHLFA~OBITIZHA L NI > TWARWA, IRIAMEE TH 5 2 L
5. FHFA~BITT D AREMERH LD T, Av o F Uil sginz &,

4.7 BEIEOEERL EOEBORIEADEE

W PN D BT VY oA ~ — RIS AE Cld B BB OER /e K fElR A 0 D Bk o
BERR I REE SN D, BT, Axura [T H B EOERSCEROBEIC LD OB L KIFT
7o, ARBEICIIFHCERT DL O RET AL,

48 FFELLGBLEE

BREED & i FERBAVE I 36 1T 2 B RARER Tl 1784 fFlIT Axura, 1595 B2 77 B AR5
S, Axura #EE 7T EAREECRWEH OMBERICEIT < BEHAOREITER ., BE
MBHPEECTH o7, Axura FECT 7 EARBEL D BBEROBVEWERD > B, KHHEED
B o T b DI, FEIMED 0 (B3R 6.3%., 77 B ARRE 5.6%. LA T IRIER) . BEJE (5.2%.
3.9%) . fEf (4.6%. 2.6%). IR (3.4%., 2.2%). milLE (4.1%., 2.8%) ThH-o7z,

Axura OFFRRER K OHIRZICEB SN ZEWER 2 TRooRIRT, FHEEOF CIIE
BEMERNEWEIERNSRRE L TV 5,

BITERIZESERIRGHEE T Lz, IEFICLLS BN EE 10%LL B, DLFEER) ., X<
Hi5 (1% LLE 10%AK00) . HFE D AL (0.1% LLE 1%AKR05) . £472 (0.01% LA
b 0.1%AK0m) . FEFICENL (0.01%A5) . A (AFT—F 0B IXiHliA "l 8E) 12434
T 5,
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JEGUIE R KX OV AR BUE bEVHLNRN LR
rgailies < HBND fEE AR
HEVH LR BEEL
bEVH LR LR
A R TE RO 2
PR R PR < HBND FEMED F W
HEVH LR ST R
FEFICENR FEAE
Lol HEVH LR R
1A PR < HBND 8 I
bELHLNRW B R AR S /1 A4 ZEAG i
FEeER, BEBis K OMtRRMEE | J<AHbD - K S
B IR E < HBND {550
bFEL AL Mg -
A~ R
EHREERL LG RHE | J<AbRD BIEbL
HE B LI I 57

VOiEd, FIS, EET A YA <~ —RIBRMERE IR BT,
2 F AR A8 PR BR L J8 0T 2 Il BIE (13

T NA = =RERREIE, 9 o, BARSE AR OHRR & B LTV S, kR A R
IZBWT, Axura THRIRSNTZBZ I N DHERPRES N TN D,

49 BERE
BE PR B ER M OV IR TR BRI B W TR E R ST 2 A IXR o Tn 5,

JEIR - L EOBER S (200 mg XX 105 mg/H 24 3 & S) Tk, EHRE. b
1. FRIOWT N EFBET 57, IIEER TH 72, 140 mg AR IG5 B O 4
FHCIEL, PR R OEIR (BAEL, EIRIRAE, BHR, EIEAMED F U, Bk, BORME, 205,
BATIRE) ROV XALEHBEEOMER (EH, M) 233 LT,

TR D e G5 Tld, #2000 mg &% LR L AR IS 21EH (Bl 10 H
M. ISR &) 24U, BE AR LD, BEIIHERE & s # 207,
A et EmiE b 72 < |18 L7z,

BIO 1 FICHEEITAEGFLBIE Lz, BEITA~TF 2 400 mg 2/ I L, A
BRICKTTAEH (HEHAEZXOR S, MR, L8, EFRER, BIR, 5K, By
KR E) BRI LE,

1B0R B GREOIGHRITERITIE CTT O 2 &, Pl B G192 FE O 5

FlEzav, B, AR (BITFIEEROMNW) . JROBEME(L, FREIFIR 72 & OERER 22 %
PRALIE Z EUNATV, 1ERMEZRET D 2 &,
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AR AR R AR O RIFOE RS X 2 JREPIER A H IS A3, SEIRIZIE U7 E B
AT &

5. ZEBEEIOI7AIL
5.1 EHFRFHE

SEYIEHEYEE - OMOPEEAER, ATC =— K : N06DX01

F#lZ NMDA ZFIRICIIT D 7V I UV ERFEMMER RS R AR B 25 AR MR RE e
DIERFEDL - FROMEATIZTHG T DL NI ZET VAR Z TN D,

A T NLENARAEE e OSSO BRI 2 A 2 IEBEA ) NMDA S R IRHEHIEEC
bb, AT UL, MRSREREZ S X E Z IRV I VIO LR EATET 5,

BRAREER - PEEND®EDT VYA ~ —BERFES R GRERBALARF D MMSE
Aa7T 13~14) ZRRE UM G X 5 FERBROBERIL 252 i Th o7z, 5%
6 HHTTZ78RICHRTA T OAHMENRRENTZ (Observed cases (OC) fEAT ;
CIBIC-plus : p=0.025, ADCS-ADLsev : p=0.003, SIB : p=0.002),

NS FELEDT VY A ~—BIERHE RS GRBRBIAARED MMSE A 227 @ 10~22)
BRI L LIo R 5 L 5 FERBR O BEEIT 403 fl Th o 72, FEFHMHEHE BT
A F RN T TR ARBEL O HEHICH BB R AR LTz (54 24 D LOCF
fif##fr © ADAS-cog : p=0.003. CIBIC-plus : p=0.004), F£7=. BIDHEEE)> & PEEFE T 1Y N
A ~— A EE L GRBRBHARIRF O MMSE A3t A 237 1 11~23) ZX%t5 & L7 Bl 54
TEAALRBR DO BB 470 Bl TH -T2, T u AT T ¢ TITERIE Sz EER R Ofk
B 24 B CIEFEEFHMIE B ICB W THEHNAE B ZITR SN o T,

HEEENDREDT VYA ~—HERHERFE (MMSE 2 27 <20) Zxi4%s Liz 6 D
D6 H AMDT T AR G I FHERAR SR (B 5B L E LRG0T £ F /L=
U277 —BHERKBRAZ T TOWDBEENL L LIZRBREET) IZOWTAXT
FUTREAToIZE A, BE, i, HREDOFHMEEKICI W T, A~ F o R5% 3R
TORAICHE BRI REINTZ, b 3 DOFMEE X CTEAN A LN BHE
WZBWT, A TF U TT 7R ITEERER 2 5 THY (77 BRE : 21%,
AT R 1%, p<0.0001), A~ 2T UHETHRENICAE BRI IR Z R~ L2,

5.2 EYEREMYFIE
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Vaxi T

A F 20 mg/ AL Lcha, EFREBOMEED A~ F U RE 70~150 ng/mL
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/MTEHIE 0.52 TH o 72, DAARRITHI 10 Lkg TH D, A~ F ORI 45%ITIME- A H
(R Ve AP

EFRRNEL
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B TCIEBE LG A U ET A B E T DIRME RIS 0o TWb, T Y
JROMKFETIX, A~ T OBYRIET 7~9 FEDT 2 EERSH D 44 HBR), R
DT NF VAT, BEABEOKRELREN (RENLEE~OER) LEEZT LV H Vs E
HIEEAOREEERZEICLVEZS2ZERD D,
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EMERER VENFEMEE
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5.3 HIERR T £ 1EEABRAIE
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Namenda Iy
memantine HCl o

Tablets/Oral Solution
Rx Only

DESCRIPTION

Namenda® (memantine hydrochloride) is an orally active NMDA receptor antagonist. The
chemical name for memantine hydrochloride is 1-amino-3,5-dimethyladamantane
hydrochloride with the following structural formula:

NHz " HCI

CHs
HisC

The molecular formula is C1,Ho;NeHCI and the molecular weight is 215.76.

Memantine HCI occurs as a fine white to off-white powder and is soluble in water.
Namenda is available as tablets or as an oral solution. Namenda is available for oral admin-
istration as capsule-shaped, film-coated tablets containing 5 mg and 10 mg of memantine
hydrochloride. The tablets also contain the following inactive ingredients: microcrystalline
cellulose/colloidal silicon dioxide, talc, croscarmellose sodium, and magnesium stearate.
In addition the following inactive ingredients are also present as components of the film
coat: hypromellose, titanium dioxide, polyethylene glycol 400, FD&C yellow #6 and FD&C
blue #2 (5 mg tablets), and hypromellose, titanium dioxide, macrogol/polyethylene glycol
400 and iron oxide black (10 mg tablets). Namenda oral solution contains memantine
hydrochloride in a strength equivalent to 2 mg of memantine hydrochloride in each mL.
The oral solution also contains the following inactive ingredients: sorbitol solution (70%),
methyl paraben, propylparaben, propylene glycol, glycerin, natural peppermint flavor
#104, citric acid, sodium citrate, and purified water.

CLINICAL PHARMACOLOGY

Mechanism of Action and Pharmacodynamics

Persistent activation of central nervous system N-methyl-D-aspartate (NMDA) receptors by
the excitatory amino acid glutamate has been hypothesized to contribute to the sympto-
matology of Alzheimer’s disease. Memantine is postulated to exert its therapeutic effect
through its action as a low to moderate affinity uncompetitive (open-channel) NMDA
receptor antagonist which binds preferentially to the NMDA receptor-operated cation
channels. There is no evidence that memantine prevents or slows neurodegeneration in
patients with Alzheimer’s disease.

Memantine showed low to negligible affinity for GABA, benzodiazepine, dopamine, adren-
ergic, histamine and glycine receptors and for voltage-dependent Ca2*, Na* or K* channels.
Memantine also showed antagonistic effects at the 5HT5 receptor with a potency similar
to that for the NMDA receptor and blocked nicotinic acetylcholine receptors with one-sixth
to one-tenth the potency.

In vitro studies have shown that memantine does not affect the reversible inhibition of
acetylcholinesterase by donepezil, galantamine, or tacrine.

Pharmacokinetics

Memantine is well absorbed after oral administration and has linear pharmacokinetics over
the therapeutic dose range. It is excreted predominantly in the urine, unchanged, and has
a terminal elimination half life of about 60-80 hours.

Absorption and Distribution

Following oral administration memantine is highly absorbed with peak concentrations
reached in about 3-7 hours. Food has no effect on the absorption of memantine. The mean
volume of distribution of memantine is 9-11 L/kg and the plasma protein binding is low
(45%).

Metabolism and Elimination

Memantine undergoes partial hepatic metabolism. About 48% of administered drug is
excreted unchanged in urine; the remainder is converted primarily to three polar metabo-
lites which possess minimal NMDA receptor antagonistic activity: the N-glucuronide
conjugate, 6-hydroxy memantine, and 1-nitroso-deaminated memantine. A total of 74% of
the administered dose is excreted as the sum of the parent drug and the N-glucuronide
conjugate. The hepatic microsomal CYP450 enzyme system does not play a significant
role in the metabolism of memantine. Memantine has a terminal elimination half-life of
about 60-80 hours. Renal clearance involves active tubular secretion moderated by pH
dependent tubular reabsorption.

Special Populations

Renal Impairment: Memantine pharmacokinetics were evaluated following single oral
administration of 20 mg memantine HCI in 8 subjects with mild renal impairment (creati-
nine clearance, CLcr, >50 — 80 mL/min), 8 subjects with moderate renal impairment (CLcr
30 - 49 mL/min), 7 subjects with severe renal impairment (CLcr 5 — 29 mL/min) and 8
healthy subjects (CLcr > 80 mL/min) matched as closely as possible by age, weight and
gender to the subjects with renal impairment. Mean AUC,._,, increased by 4%, 60%, and
115% in subjects with mild, moderate, and severe renal impairment, respectively, com-
pared to healthy subjects. The terminal elimination half-life increased by 18%, 41%, and
95% in subjects with mild, moderate, and severe renal impairment, respectively, compared
to healthy subjects.

No dosage adjustment is recommended for patients with mild and moderate renal impair-
ment. Dosage should be reduced in patients with severe renal impairment (See DOSAGE
AND ADMINISTRATION).
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Hepatic Impairment: Memantine pharmacokinetics were evaluated following the adminis-
tration of single oral doses of 20 mg in 8 subjects with moderate hepatic impairment
(Child-Pugh Class B, score 7-9) and 8 subjects who were age-, gender-, and weight-
matched to the hepatically-impaired subjects. There was no change in memantine expo-
sure (based on Gy, and AUC) in subjects with moderate hepatic impairment as compared
with healthy subjects. However, terminal elimination half-life increased by about 16%
in subjects with moderate hepatic impairment as compared with healthy subjects. No
dose adjustment is recommended for patients with mild and moderate hepatic impairment.
Memantine should be administered with caution to patients with severe hepatic impair-
ment as the pharmacokinetics of memantine have not been evaluated in that population.
Elderly: The pharmacokinetics of Namenda in young and elderly subjects are similar.
Gender: Following multiple dose administration of Namenda 20 mg b.i.d., females had
about 45% higher exposure than males, but there was no difference in exposure when
body weight was taken into account.

Drug-Drug Interactions

Substrates of Microsomal Enzymes: In vitro studies indicated that at concentrations
exceeding those associated with efficacy, memantine does not induce the cytochrome
P450 isozymes CYP1A2, CYP2C9, CYP2E1 and CYP3A4/5. In addition, in vitro studies
have shown that memantine produces minimal inhibition of CYP450 enzymes CYP1A2,
CYP2A6, CYP2(9, CYP2D6, CYP2E1, and CYP3A4. These data indicate that no pharmaco-
kinetic interactions with drugs metabolized by these enzymes are expected.

Inhibitors of Microsomal Enzymes: Since memantine undergoes minimal metabolism, with
the majority of the dose excreted unchanged in urine, an interaction between memantine and
drugs that are inhibitors of CYP450 enzymes is unlikely. Coadministration of Namenda with
the AChE inhibitor donepezil HCI does not affect the pharmacokinetics of either compound.
Drugs Eliminated via Renal Mechanisms: Memantine is eliminated in part by tubular secre-
tion. /n vivo studies have shown that multiple doses of the diuretic hydrochlorothiazide/
triamterene (HCTZ/TA) did not affect the AUC of memantine at steady state. Memantine did
not affect the bioavailability of TA, and decreased AUC and C,,, of HCTZ by about 20%.
Coadministration of memantine with the antihyperglycemic drug Glucovance® (glyburide
and metformin HCI) did not affect the pharmacokinetics of memantine, metformin and
glyburide. Memantine did not modify the serum glucose lowering effects of Glucovance®,
indicating the absence of a pharmacodynamic interaction.

Drugs that make the urine alkaline: The clearance of memantine was reduced by about
80% under alkaline urine conditions at pH 8. Therefore, alterations of urine pH towards the
alkaline state may lead to an accumulation of the drug with a possible increase in adverse
effects. Drugs that alkalinize the urine (e.g. carbonic anhydrase inhibitors, sodium bicar-
bonate) would be expected to reduce renal elimination of memantine.

Drugs highly bound to plasma proteins: Because the plasma protein binding of memantine
is low (45%), an interaction with drugs that are highly bound to plasma proteins, such as
warfarin and digoxin, is unlikely.

CLINICAL TRIALS

The effectiveness of Namenda (memantine hydrochloride) as a treatment for patients with
moderate to severe Alzheimer’s disease was demonstrated in 2 randomized, double-blind,
placebo-controlled clinical studies (Studies 1 and 2) conducted in the United States that
assessed both cognitive function and day to day function. The mean age of patients par-
ticipating in these two trials was 76 with a range of 50-93 years. Approximately 66% of
patients were female and 91% of patients were Caucasian.

A third study (Study 3), carried out in Latvia, enrolled patients with severe dementia, but
did not assess cognitive function as a planned endpoint.

Study Outcome Measures: In each U.S. study, the effectiveness of Namenda was determined
using both an instrument designed to evaluate overall function through caregiver-related
assessment, and an instrument that measures cognition. Both studies showed that
patients on Namenda experienced significant improvement on both measures compared
to placebo.

Day-to-day function was assessed in both studies using the modified Alzheimer’s disease
Cooperative Study - Activities of Daily Living inventory (ADCS-ADL). The ADCS-ADL
consists of a comprehensive battery of ADL questions used to measure the functional
capabilities of patients. Each ADL item is rated from the highest level of independent
performance to complete loss. The investigator performs the inventory by interviewing a
caregiver familiar with the behavior of the patient. A subset of 19 items, including ratings
of the patient’s ability to eat, dress, bathe, telephone, travel, shop, and perform other
household chores has been validated for the assessment of patients with moderate to
severe dementia. This is the modified ADCS-ADL, which has a scoring range of 0 to 54,
with the lower scores indicating greater functional impairment.

The ability of Namenda to improve cognitive performance was assessed in both studies
with the Severe Impairment Battery (SIB), a multi-item instrument that has been validated
for the evaluation of cognitive function in patients with moderate to severe dementia. The
SIB examines selected aspects of cognitive performance, including elements of attention,
orientation, language, memory, visuospatial ability, construction, praxis, and social inter-
action. The SIB scoring range is from 0 to 100, with lower scores indicating greater
cognitive impairment.

Study 1 (Twenty-Eight-Week Study)

In a study of 28 weeks duration, 252 patients with moderate to severe probable
Alzheimer’s disease (diagnosed by DSM-IV and NINCDS-ADRDA criteria, with Mini-Mental
State Examination scores =3 and <14 and Global Deterioration Scale Stages 5-6) were
randomized to Namenda or placebo. For patients randomized to Namenda, treatment was
initiated at 5 mg once daily and increased weekly by 5 mg/day in divided doses to a dose
of 20 mg/day (10 mg twice a day).

Effects on the ADCS-ADL:

Figure 1 shows the time course for the change from baseline in the ADCS-ADL score for
patients in the two treatment groups completing the 28 weeks of the study. At 28 weeks of
treatment, the mean difference in the ADCS-ADL change scores for the Namenda-treated
patients compared to the patients on placebo was 3.4 units. Using an analysis based on
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all patients and carrying their last study observation forward (LOCF analysis), Namenda
treatment was statistically significantly superior to placebo.
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Figure 1: Time course of the change from baseline in ADCS-ADL score for patients
completing 28 weeks of treatment.
Figure 2 shows the cumulative percentages of patients from each of the treatment groups
who had attained at least the change in the ADCS-ADL shown on the X axis.
The curves show that both patients assigned to Namenda and placebo have a wide range
of responses and generally show deterioration (a negative change in ADCS-ADL compared
to baseline), but that the Namenda group is more likely to show a smaller decline or an
improvement. (In a cumulative distribution display, a curve for an effective treatment
would be shifted to the left of the curve for placebo, while an ineffective or deleterious
treatment would be superimposed upon or shifted to the right of the curve for placebo.)

of Patients

Figure 2: Cumulative percentage of patients completing 28 weeks of double-blind
treatment with specified changes from baseline in ADCS-ADL scores.

Effects on the SIB:

Figure 3 shows the time course for the change from baseline in SIB score for the two treat-
ment groups over the 28 weeks of the study. At 28 weeks of treatment, the mean difference
in the SIB change scores for the Namenda-treated patients compared to the patients
on placebo was 5.7 units. Using an LOCF analysis, Namenda treatment was statistically
significantly superior to placebo.
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Figure 3: Time course of the change from baseline in SIB score for patients completing
28 weeks of treatment.

Figure 4 shows the cumulative percentages of patients from each treatment group who
had attained at least the measure of change in SIB score shown on the X axis.

The curves show that both patients assigned to Namenda and placebo have a wide range
of responses and generally show deterioration, but that the Namenda group is more
likely to show a smaller decline or an improvement.

$1B Change from Baseline

Figure 4: Cumulative percentage of patients completing 28 weeks of double-blind
treatment with specified changes from baseline in SIB scores.

Study 2 (Twenty-Four-Week Study)

In a study of 24 weeks duration, 404 patients with moderate to severe probable
Alzheimer’s disease (diagnosed by NINCDS-ADRDA criteria, with Mini-Mental State
Examination scores =5 and <14) who had been treated with donepezil for at least
6 months and who had been on a stable dose of donepezil for the last 3 months were
randomized to Namenda or placebo while still receiving donepezil. For patients random-
ized to Namenda, treatment was initiated at 5 mg once daily and increased weekly by
5 mg/day in divided doses to a dose of 20 mg/day (10 mg twice a day).
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Effects on the ADCS-ADL:

Figure 5 shows the time course for the change from baseline in the ADCS-ADL score for the
two treatment groups over the 24 weeks of the study. At 24 weeks of treatment, the mean
difference in the ADCS-ADL change scores for the Namenda/donepezil treated patients
(combination therapy) compared to the patients on placebo/donepezil (monotherapy)
was 1.6 units. Using an LOCF analysis, Namenda/donepezil treatment was statistically
significantly superior to placebo/donepezil.
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Figure 5: Time course of the change from baseline in ADCS-ADL score for patients
completing 24 weeks of treatment.

Figure 6 shows the cumulative percentages of patients from each of the treatment groups
who had attained at least the measure of improvement in the ADCS-ADL shown on the X axis.
The curves show that both patients assigned to Namenda/donepezil and placebo/donepezil
have a wide range of responses and generally show deterioration, but that the
Namenda/donepezil group is more likely to show a smaller decline or an improvement.
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Figure 6: Cumulative percentage of patients completing 24 weeks of double-blind
treatment with specified changes from baseline in ADCS-ADL scores.

Effects on the SIB:

Figure 7 shows the time course for the change from baseline in SIB score for the two treat-
ment groups over the 24 weeks of the study. At 24 weeks of treatment, the mean difference
in the SIB change scores for the Namenda/donepezil-treated patients compared to the
patients on placebo/donepezil was 3.3 units. Using an LOCF analysis, Namenda/donepezil
treatment was statistically significantly superior to placebo/donepezil.
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Figure 7: Time course of the change from baseline in SIB score for patients completing
24 weeks of treatment.
Figure 8 shows the cumulative percentages of patients from each treatment group who
had attained at least the measure of improvement in SIB score shown on the X axis.
The curves show that both patients assigned to Namenda/donepezil and placebo/donepezil
have a wide range of responses, but that the Namenda/donepezil group is more likely to
show an improvement or a smaller decline.
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Figure 8: Cumulative percentage of patients completing 24 weeks of double-blind
treatment with specified changes from baseline in SIB scores.
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Study 3 (Twelve-Week Study)

In a double-blind study of 12 weeks duration, conducted in nursing homes in Latvia, 166
patients with dementia according to DSM-III-R, a Mini-Mental State Examination score of
<10, and Global Deterioration Scale staging of 5 to 7 were randomized to either Namenda
or placebo. For patients randomized to Namenda, treatment was initiated at 5 mg once daily
and increased to 10 mg once daily after 1 week. The primary efficacy measures were the
care dependency subscale of the Behavioral Rating Scale for Geriatric Patients (BGP), a
measure of day-to-day function, and a Clinical Global Impression of Change (CGI-C), a
measure of overall clinical effect. No valid measure of cognitive function was used in this
study. A statistically significant treatment difference at 12 weeks that favored Namenda over
placebo was seen on both primary efficacy measures. Because the patients entered were a
mixture of Alzheimer’s disease and vascular dementia, an attempt was made to
distinguish the two groups and all patients were later designated as having either vascular
dementia or Alzheimer’s disease, based on their scores on the Hachinski Ischemic Scale
at study entry. Only about 50% of the patients had computerized tomography of the brain.
For the subset designated as having Alzheimer’s disease, a statistically significant treat-
Bweentceﬁect favoring Namenda over placebo at 12 weeks was seen on both the BGP and

I-C.

INDICATIONS AND USAGE
Namenda (memantine hydrochloride) is indicated for the treatment of moderate to severe
dementia of the Alzheimer’s type.

CONTRAINDICATIONS
Namenda (memantine hydrochloride) is contraindicated in patients with known hypersen-
sitivity to memantine hydrochloride or to any excipients used in the formulation.

PRECAUTIONS

Information for Patients and Caregivers: Caregivers should be instructed in the recom-
mended administration (twice per day for doses above 5 mg) and dose escalation (minimum
interval of one week between dose increases).

Neurological Conditions

Seizures: Namenda has not been systematically evaluated in patients with a seizure disorder.
In clinical trials of Namenda, seizures occurred in 0.2% of patients treated with Namenda
and 0.5% of patients treated with placebo.

Genitourinary Conditions

Conditions that raise urine pH may decrease the urinary elimination of memantine result-
ing in increased plasma levels of memantine.

Special Populations

Hepatic Impairment

Namenda undergoes partial hepatic metabolism, with about 48% of administered dose
excreted in urine as unchanged drug or as the sum of parent drug and the N-glucuronide
conjugate (74%). No dosage adjustment is needed in patients with mild or moderate
hepatic impairment. Namenda should be administered with caution to patients with severe
hepatic impairment.

Renal Impairment

No dosage adjustment is needed in patients with mild or moderate renal impairment. A
dosage reduction is recommended in patients with severe renal impairment (see CLINICAL
PHARMACOLOGY and DOSAGE AND ADMINISTRATION).

Drug-Drug Interactions

N-methyl-D-aspartate (NMDA) antagonists: The combined use of Namenda with other
NMDA antagonists (amantadine, ketamine, and dextromethorphan) has not been system-
atically evaluated and such use should be approached with caution.

Effects of Namenda on substrates of microsomal enzymes: In vitro studies conducted with
marker substrates of CYP450 enzymes (CYP1A2, -2A6, -2C9, -2D6, -2E1, -3A4) showed
minimal inhibition of these enzymes by memantine. In addition, in vitro studies indicate
that at concentrations exceeding those associated with efficacy, memantine does not
induce the cytochrome P450 isozymes CYP1A2, CYP2C9, CYP2E1 and CYP3A4/5. No
pharmacokinetic interactions with drugs metabolized by these enzymes are expected.
Effects of inhibitors and/or substrates of microsomal enzymes on Namenda: Memantine is
predominantly renally eliminated, and drugs that are substrates and/or inhibitors of the
CYP450 system are not expected to alter the metabolism of memantine.
Acetylcholinesterase (AChE) inhibitors: Coadministration of Namenda with the AChE
inhibitor donepezil HCI did not affect the pharmacokinetics of either compound. In a
24-week controlled clinical study in patients with moderate to severe Alzheimer’s disease,
the adverse event profile observed with a combination of memantine and donepezil was
similar to that of donepezil alone.

Drugs eliminated via renal mechanisms: Because memantine is eliminated in part by
tubular secretion, coadministration of drugs that use the same renal cationic system,
including hydrochlorothiazide (HCTZ), triamterene (TA), metformin, cimetidine, ranitidine,
quinidine, and nicotine, could potentially result in altered plasma levels of both agents.
However, coadministration of Namenda and HCTZ/TA did not affect the bioavailability of
either memantine or TA, and the bioavailability of HCTZ decreased by 20%. In addition,
coadministration of memantine with the antihyperglycemic drug Glucovance® (glyburide
and metformin HCI) did not affect the pharmacokinetics of memantine, metformin and
glyburide. Furthermore, memantine did not modify the serum glucose lowering effect of
Glucovance ®.

Drugs that make the urine alkaline: The clearance of memantine was reduced by about
80% under alkaline urine conditions at pH 8. Therefore, alterations of urine pH towards the
alkaline condition may lead to an accumulation of the drug with a possible increase
in adverse effects. Urine pH is altered by diet, drugs (e.g. carbonic anhydrase inhibitors,
sodium bicarbonate) and clinical state of the patient (e.g. renal tubular acidosis or severe
infections of the urinary tract). Hence, memantine should be used with caution under these
conditions.

Carcinogenesis, Mutagenesis and Impairment of Fertility

There was no evidence of carcinogenicity in a 113-week oral study in mice at doses up to
40 mg/kg/day (10 times the maximum recommended human dose [MRHD] on a mg/m2
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basis). There was also no evidence of carcinogenicity in rats orally dosed at up to
40 mg/kg/day for 71 weeks followed by 20 mg/kg/day (20 and 10 times the MRHD on
a mg/m2 basis, respectively) through 128 weeks.

Memantine produced no evidence of genotoxic potential when evaluated in the in vitro
S. typhimurium or E. coli reverse mutation assay, an in vitro chromosomal aberration test
in human lymphocytes, an in vivo cytogenetics assay for chromosome damage in rats, and
the in vivo mouse micronucleus assay. The results were equivocal in an in vitro gene
mutation assay using Chinese hamster V79 cells.

No impairment of fertility or reproductive performance was seen in rats administered up to
18 mg/kg/day (9 times the MRHD on a mg/m?2 basis) orally from 14 days prior to mating
through gestation and lactation in females, or for 60 days prior to mating in males.
Pregnancy

Pregnancy Category B: Memantine given orally to pregnant rats and pregnant rabbits
during the period of organogenesis was not teratogenic up to the highest doses tested
(18 mg/kg/day in rats and 30 mg/kg/day in rabbits, which are 9 and 30 times, respectively,
the maximum recommended human dose [MRHD] on a mg/m2 basis).

Slight maternal toxicity, decreased pup weights and an increased incidence of non-ossified
cervical vertebrae were seen at an oral dose of 18 mg/kg/day in a study in which rats were
given oral memantine beginning pre-mating and continuing through the postpartum
period. Slight maternal toxicity and decreased pup weights were also seen at this dose in
a study in which rats were treated from day 15 of gestation through the post-partum
period. The no-effect dose for these effects was 6 mg/kg, which is 3 times the MRHD on
a mg/m2 basis.

There are no adequate and well-controlled studies of memantine in pregnant women.
Memantine should be used during pregnancy only if the potential benefit justifies the
potential risk to the fetus.

Nursing Mothers

Itis not known whether memantine is excreted in human breast milk. Because many drugs
are excreted in human milk, caution should be exercised when memantine is administered
to a nursing mother.

Pediatric Use

There are no adequate and well-controlled trials documenting the safety and efficacy of
memantine in any illness occurring in children.

ADVERSE REACTIONS

The experience described in this section derives from studies in patients with Alzheimer’s
disease and vascular dementia.

Adverse Events Leading to Discontinuation: In placebo-controlled trials in which dementia
patients received doses of Namenda up to 20 mg/day, the likelihood of discontinuation
because of an adverse event was the same in the Namenda group as in the placebo group.
No individual adverse event was associated with the discontinuation of treatment in 1% or
more of Namenda-treated patients and at a rate greater than placebo.

Adverse Events Reported in Controlled Trials: The reported adverse events in Namenda
(memantine hydrochloride) trials reflect experience gained under closely monitored
conditions in a highly selected patient population. In actual practice or in other clinical
trials, these frequency estimates may not apply, as the conditions of use, reporting behav-
jor and the types of patients treated may differ. Table 1 lists treatment-emergent signs and
symptoms that were reported in at least 2% of patients in placebo-controlled dementia
trials and for which the rate of occurrence was greater for patients treated with Namenda
than for those treated with placebo. No adverse event occurred at a frequency of at least
5% and twice the placebo rate.

Table 1: Adverse Events Reported in Controlled Clinical Trials in at Least 2% of Patients
Receiving Namenda and at a Higher Frequency than Placebo-treated Patients.

Body System Placebo Namenda

Adverse Event (N =922) (N =940)

% %

Body as a Whole

Fatigue 1 2

Pain 1 3
Cardiovascular System

Hypertension 2 4
Central and Peripheral Nervous System

Dizziness 5 7

Headache 3 6
Gastrointestinal System

Constipation 3 5

Vomiting 2 3
Musculoskeletal System

Back pain 2 3
Psychiatric Disorders

Confusion 5 6

Somnolence 2 3

Hallucination 2 3
Respiratory System

Coughing 3 4

Dyspnea 1 2

Other adverse events occurring with an incidence of at least 2% in Namenda-treated
patients but at a greater or equal rate on placebo were agitation, fall, inflicted injury,
urinary incontinence, diarrhea, bronchitis, insomnia, urinary tract infection, influenza-like
symptoms, abnormal gait, depression, upper respiratory tract infection, anxiety, peripheral
edema, nausea, anorexia, and arthralgia.

The overall profile of adverse events and the incidence rates for individual adverse events in
the subpopulation of patients with moderate to severe Alzheimer’s disease were not differ-
ent from the profile and incidence rates described above for the overall dementia population.
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Vital Sign Changes: Namenda and placebo groups were compared with respect to (1)
mean change from baseline in vital signs (pulse, systolic blood pressure, diastolic blood
pressure, and weight) and (2) the incidence of patients meeting criteria for potentially
clinically significant changes from baseline in these variables. There were no clinically
important changes in vital signs in patients treated with Namenda. A comparison of supine
and standing vital sign measures for Namenda and placebo in elderly normal subjects
indicated that Namenda treatment is not associated with orthostatic changes.

Laboratory Changes: Namenda and placebo groups were compared with respect to (1)
mean change from baseline in various serum chemistry, hematology, and urinalysis vari-
ables and (2) the incidence of patients meeting criteria for potentially clinically significant
changes from baseline in these variables. These analyses revealed no clinically important
changes in laboratory test parameters associated with Namenda treatment.

ECG Changes: Namenda and placebo groups were compared with respect to (1) mean
change from baseline in various ECG parameters and (2) the incidence of patients meet-
ing criteria for potentially clinically significant changes from baseline in these variables.
These analyses revealed no clinically important changes in ECG parameters associated
with Namenda treatment.

Other Adverse Events Observed During Clinical Trials

Namenda has been administered to approximately 1350 patients with dementia, of whom
more than 1200 received the maximum recommended dose of 20 mg/day. Patients
received Namenda treatment for periods of up to 884 days, with 862 patients receiving at
least 24 weeks of treatment and 387 patients receiving 48 weeks or more of treatment.
Treatment emergent signs and symptoms that occurred during 8 controlled clinical trials
and 4 open-label trials were recorded as adverse events by the clinical investigators using
terminology of their own choosing. To provide an overall estimate of the proportion of indi-
viduals having similar types of events, the events were grouped into a smaller number of
standardized categories using WHO terminology, and event frequencies were calculated
across all studies.

All adverse events occurring in at least two patients are included, except for those already
listed in Table 1, WHO terms too general to be informative, minor symptoms or events
unlikely to be drug-caused, e.g., because they are common in the study population. Events
are classified by body system and listed using the following definitions: frequent adverse
events - those occurring in at least 1/100 patients; infrequent adverse events - those
occurring in 1/100 to 1/1000 patients. These adverse events are not necessarily related to
Namenda treatment and in most cases were observed at a similar frequency in placebo-
treated patients in the controlled studies.

Body as a Whole: Frequent: syncope. Infrequent: hypothermia, allergic reaction.
Cardiovascular System: Frequent: cardiac failure. Infrequent: angina pectoris, bradycardia,
myocardial infarction, thrombophlebitis, atrial fibrillation, hypotension, cardiac arrest,
postural hypotension, pulmonary embolism, pulmonary edema.

Central and Peripheral Nervous System: Frequent: transient ischemic attack, cerebrovascu-
lar accident, vertigo, ataxia, hypokinesia. /nfrequent: paresthesia, convulsions, extrapyramidal
disorder, hypertonia, tremor, aphasia, hypoesthesia, abnormal coordination, hemiplegia,
hyperkinesia, involuntary muscle contractions, stupor, cerebral hemorrhage, neuralgia,
ptosis, neuropathy.

Gastrointestinal System: /nfrequent: gastroenteritis, diverticulitis, gastrointestinal hemor-
rhage, melena, esophageal ulceration.

Hemic and Lymphatic Disorders: Frequent: anemia. Infrequent: leukopenia.

Metabolic and Nutritional Disorders: Frequent: increased alkaline phosphatase,
decreased weight. /nfrequent: dehydration, hyponatremia, aggravated diabetes mellitus.
Psychiatric Disorders: Frequent: aggressive reaction. Infrequent: delusion, personality
disorder, emotional lability, nervousness, sleep disorder, libido increased, psychosis,
amnesia, apathy, paranoid reaction, thinking abnormal, crying abnormal, appetite
increased, paroniria, delirium, depersonalization, neurosis, suicide attempt.

Respiratory System: Frequent: pneumonia. /nfrequent: apnea, asthma, hemoptysis.

Skin and Appendages: Frequent: rash. Infrequent: skin ulceration, pruritus, cellulitis,
eczema, dermatitis, erythematous rash, alopecia, urticaria.

Special Senses: Frequent: cataract, conjunctivitis. /nfrequent: macula lutea degeneration,
decreased visual acuity, decreased hearing, tinnitus, blepharitis, blurred vision, corneal
opacity, glaucoma, conjunctival hemorrhage, eye pain, retinal hemorrhage, xerophthalmia,
diplopia, abnormal lacrimation, myopia, retinal detachment.

Urinary System: Frequent: frequent micturition. /nfrequent: dysuria, hematuria, urinary
retention.

Events Reported Subsequent to the Marketing of Namenda, both US and Ex-US
Although no causal relationship to memantine treatment has been found, the following
adverse events have been reported to be temporally associated with memantine treatment
and are not described elsewhere in labeling: aspiration pneumonia, asthenia, atrio-
ventricular block, bone fracture, carpal tunnel syndrome, cerebral infarction, chest pain,
cholelithiasis, claudication, colitis, deep venous thrombosis, depressed level of conscious-
ness (including loss of consciousness and rare reports of coma), dyskinesia, dysphagia,
encephalopathy, gastritis, gastroesophageal reflux, grand mal convulsions, intracranial
hemorrhage, hepatitis (including increased ALT and AST and hepatic failure), hyper-
glycemia, hyperlipidemia, hypoglycemia, ileus, increased INR, impotence, lethargy,
malaise, myoclonus, neuroleptic malignant syndrome, acute pancreatitis, Parkinsonism,
acute renal failure (including increased creatinine and renal insufficiency), prolonged QT
interval, restlessness, sepsis, Stevens-Johnson syndrome, suicidal ideation, sudden
death, supraventricular tachycardia, tachycardia, tardive dyskinesia, thrombocytopenia,
and hallucinations (both visual and auditory).

ANIMAL TOXICOLOGY

Memantine induced neuronal lesions (vacuolation and necrosis) in the multipolar and
pyramidal cells in cortical layers Il and IV of the posterior cingulate and retrosplenial
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neocortices in rats, similar to those which are known to occur in rodents administered
other NMDA receptor antagonists. Lesions were seen after a single dose of memantine. In
a study in which rats were given daily oral doses of memantine for 14 days, the no-effect
dose for neuronal necrosis was 6 times the maximum recommended human dose on a
mg/m? basis. The potential for induction of central neuronal vacuolation and necrosis by
NMDA receptor antagonists in humans is unknown.

DRUG ABUSE AND DEPENDENCE

Controlled Substance Class: Memantine HCI is not a controlled substance.

Physical and Psychological Dependence: Memantine HCI is a low to moderate affinity
uncompetitive NMDA antagonist that did not produce any evidence of drug-seeking behav-
jor or withdrawal symptoms upon discontinuation in 2,504 patients who participated in
clinical trials at therapeutic doses. Post marketing data, outside the U.S., retrospectively
collected, has provided no evidence of drug abuse or dependence.

OVERDOSAGE

Signs and symptoms associated with memantine overdosage in clinical trials and from
worldwide marketing experience include agitation, confusion, ECG changes, loss of
consciousness, psychosis, restlessness, slowed movement, somnolence, stupor,
unsteady gait, visual hallucinations, vertigo, vomiting, and weakness. The largest known
ingestion of memantine worldwide was 2.0 grams in a patient who took memantine in con-
junction with unspecified antidiabetic medications. The patient experienced coma, diplop-
ia, and agitation, but subsequently recovered.

Because strategies for the management of overdose are continually evolving, it is
advisable to contact a poison control center to determine the latest recommendations for
the management of an overdose of any drug.

As in any cases of overdose, general supportive measures should be utilized, and
treatment should be symptomatic. Elimination of memantine can be enhanced by acidifi-
cation of urine.

DOSAGE AND ADMINISTRATION

The dosage of Namenda (memantine hydrochloride) shown to be effective in controlled
clinical trials is 20 mg/day.

The recommended starting dose of Namenda is 5 mg once daily. The recommended
target dose is 20 mg/day. The dose should be increased in 5 mg increments to 10 mg/day
(5 mg twice a day), 15 mg/day (5 mg and 10 mg as separate doses), and 20 mg/day
(10 mg twice a day). The minimum recommended interval between dose increases is
one week.

Namenda can be taken with or without food.

Patients/caregivers should be instructed on how to use the Namenda Oral Solution dosing
device. They should be made aware of the patient instruction sheet that is enclosed with
the product. Patients/caregivers should be instructed to address any questions on the
usage of the solution to their physician or pharmacist.

Doses in Special Populations

A target dose of 5 mg BID is recommended in patients with severe renal impairment
(creatinine clearance of 5 — 29 mL/min based on the Cockroft-Gault equation):

For males: CLcr = [140-age (years)] - Weight (kg)/[72 - serum creatinine (mg/dL)]

For females: CLcr = 0.85 - [140-age (years)] - Weight (kg)/[72 - serum creatinine (mg/dL)]

HOW SUPPLIED

5 mg Tablet:

Bottle of 60 NDC #0456-3205-60
10 x 10 Unit Dose NDC #0456-3205-63

The capsule-shaped, film-coated tablets are tan, with the strength (5) debossed on one
side and FL on the other.

10 mg Tablet:

Bottle of 60 NDC #0456-3210-60

10 x 10 Unit Dose NDC #0456-3210-63

The capsule-shaped, film-coated tablets are gray, with the strength (10) debossed on one
side and FL on the other.

Titration Pak:

PVC/Aluminum Blister package containing 49 tablets. 28 x 5 mg and 21 x 10 mg tablets.
NDC #0456-3200-14

The 5 mg capsule-shaped, film-coated tablets are tan, with the strength (5) debossed on
one side and FL on the other. The 10 mg capsule-shaped, film-coated tablets are gray, with
the strength (10) debossed on one side and FL on the other.

Oral Solution:

The dosage recommendations for oral solution are the same as those for tablets. The oral
solution is clear, alcohol-free, sugar-free, and peppermint flavored.

2 mg/mL Oral Solution (10 mg = 5 mL)

12 fl. 0z. (360 mL) bottle NDC #0456-3202-12

Store at 25°C (77°F); excursions permitted to 15-30°C (59-86°F) [see USP Controlled
Room Temperature].

Forest Pharmaceuticals, Inc.

Subsidiary of Forest Laboratories, Inc.

St. Louis, MO 63045

Licensed from Merz Pharmaceuticals GmbH

Rev. 04/07

FOREST PHARMACEUTICALS, INC.
Subsidiay of ForestLaboratories inc.
[P} St. Louis, Missouri 63045

© 2007 Forest Laboratories, Inc.
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Namenda ®® &t XZE (F1R)
BEAN A O A
RS 4K

AR - MK

Namenda® (X~ F U HHEEH) 130 TiEMEEZ AT 5 NMDA AR TH 5, A
~ T U D154 1 1-amino-3,5-dimethyladamantane hydrochloride T, ##i&=0% LI T
\ZRT,

NH, = HCI

CHs
H4C

51 Ri% CpHyN « HCL, 2y F &% 21576 ThHhDH, A~ FUHEBEITAG~EEAG
DR T, KIZEEIF TV, Namenda OFEA IR EAITH D, FEAIT 1 BEFIZ A~
FUERAE 5 mg XL 10 mg 2 EHTHNTRAIED T 4 Vv bha—T 4 78T, &0
BHTHD, Fio, WOIEEWEEZEHT D - Mkt —X aa 1 @
Ay BN IRAINAR—=AFT N L ATT Y U IR T L, BIZT 40
La— O E LTROIFEEWEZEHT 5 5SmgfETlIe Y r An—2 “fg{kF
g RYZF L7 Y a—)L 400, FD&C H#th 6 5 & N FD&C H 4 2 5, 10 mg $E Tl
tymAn—R, “ReFE wrad—) R =F L7 Y a—)L 400, BERL
#k, ROWEAITIE 2 mg/mL O A~ F U2 5HT %, AN E 2R OIEEEDE %
GHTD  VILE F—EIE (10%) . AFNARFGRy | Fabt Ty Far’'b s
Ja—n, Z7VkY RERSAN=IVIEFR1045, 70, 70T M) UL,
FEHRUK,

RERRIE
EREE RUENE

BUEMNT X /B TH LI NE I VERIC KD HHARESR NMDA  (N-methyl-D-aspartate) 5%
KERDOFHE I IRIEMALDY . TV A <~ —REBFE DIEREIZ 5T 5 L ORFHNH D, A
~ U F U iE NMDA S BRNEBIERG A 40 T % R SERINTHE S T D AR~ 25 EEE R
DIFFEH) (A—7 2 F ¥ F/) NMDA ZHEEIEHH L L TOEMEZT LT, ZOIRED
RERETDEBZ20NTND, AT UnT VYA~ —RERHE BHE ORI %
FRIXITESED E V) ZET A TR0,
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A2 F X GABA, RV VT E L, RAI L T RLF Yy, eRxEZI T
v DEZ R OWEBNARAFE Ca®*, Na™ UE K'F v RSk LT, BV UE I HF°
DIRBFWEE R LT, A~ F it Em, NMDA ZRIRICH T D1EH & [ARLE O SHT; 5%
FIRIZHT DHEPUERHZ R L, =aF 7 v Fral) UZREIC L TE 1/6~1/10 O
B G L7,

invitro ERICBWT, AU FUIE RN, BT 0F2I0XFF 7 ) ek b7k
Fral) AT 7 —BORHRREICEE LW LRI TS,

EEniE
AerFUOFBOEGH%, I <BIER, BERIRO AR TRIEOEYEEZ R, EIZ
RZALR L UTIRFICHE S 4, THR B3R 60~80 el Td %,

AR - 5%

AU F RO S, K RILE I, K0 3~7 R TR Mg R IR T S, A
YT ORI 2 BRFEOEIR\, A~ F o OFE AT 9~11 Likg T, 1
BTz A EREBHITIR (45%).

K5 - Bt

A rF R, —E#B. R EZ0 5, 5RO 48%IFARZE K L L TRFICHEE S
i, FEIXEC, 3 FEEOMMENHY (N-Z V7 vt A RSk, 6-8 RedA~<vr T
Yol-=ha YT R AT ) BRI, 2 OREWITb T 7 NMDA &
EHEGUERZ AT 5, TG EOF TA%IIREE KL IN-7 V7 v F A RfaaR s L TRt
iz, HFZ7 vy —L CYPAS0 BB AT A~ 0 T L ORFBHT R U CERE R &E 2 27 L
TIEW W, A~ T v OWHRIEIHITR 60~80 Kl TH 5, BZ VT 7 AT pH K
TEVED PRANE FIRINAC X - T & 7= REBNAOIR A WA B 5 LT B,

BT EEER
BHEEES -

A~ v F UMY 20 mg A HERR OB U726 ORI BN RE 2 T Lo, R8T, B
DOBFEREREWERE 8B (7 LT F =22 U T F A (Cer) : 50~80 mL/min), LD
B RERR E g B E 8 ] (Cer : 30~49 mL/min) , & & OB REREREYERE 7 5] (Cer : 5~29
mL/min) . EHEREREEGERE & AFH, (RE, MR A FTREZRBR O — B S 7ot g 8 1A
(Cer: 80 mL/min ) Toh o7z, A, HEE &EOBHKIERERERE CTDFY AUC..,
X, TEEEWYBR S & il L& % 4%, 60%., 115%HIN L7, £/, #EE, F5E SEOR
FEREFR E PR C ORI, PR & Hi LT 2 18%., 41%. 95%H9 N L 7=,
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BERE K OV AR BE O SRR RERR T A IO L, REBOFMEITHELRE L, mEOBKER
FRETIRGEEZHET S22 L (ML - HEOEHZK),

AR REREE -

A~ o F R 20 mg ZHEIR OERE LIZ5HE 0 A~ o F o OB EE & 314 L7,
RFGE, EE ONTHERERE E GBS 8 5] (Child-Pugh 7 7 A B, A =7 7~9), [TH#ER:
EWERE LA, MR RES L QO DR E 8 B THhH o7, R & i
L CH R O FTRERERE B BR L TIlIA ~ o F UIRE R (Cow & AUC (2H5<) 1281k
inodz, L UIFBERERE S HERE C O IR, B &t L TR 16%39 01
L7z, BRJE R OV S ORFHEREMR FRF IR L, B ROMENIHERE L, & O
REREFBF K LTI A~ v F U OFERYBREOFHMEI R Thit T e, EEICE T
5L,

it

ot

=

EAEE b Bl C Namenda OIENENREIXFIFECTH 5,

T3
Namenda 20 mg % 1 H 2 [B], G Lz & 2 A, ZMETIEBMEICH L TREEDK
A5%EIM U773, IREMIE L7-5A. BEEICITEIT o7,

EYMEEEER

2/ m Y= AR OIEE invitro BRI D ARMEZ R TIREL LTI, AvrFUT
F R u—LP450 DT A VYA LT D CYPIA2, CYP2C9, CYP2EL, CYP3A4/5 % i
L7 Z EARS 7o, 72 invitro FERIZISUV T, CYP450 i#5 T 5 CYP1A2, CYP2AG,
CYP2C9, CYP2D6, CYP2El, CYP3A4 Ikt L CA~ U F UNIR/NREORELZ T 5 Z &0
RENTZ, ZNHDOT—20b, T OEERIC K 0 REF &5 3650 & OEYERE 7RI
HERHIZZ2Wb0E FRISND,

R u Y — AREHEER A FURIEE A ERBENT, BEREORENREE
ELTRHFICHEIE SN D T2, A~ F v b CYP450 BERFLER] & OF HAER O "l fEMEIX
f&VY, Namenda & 7tF /Ll =255 —F¥ (AChE) FHEHRITH D K3 VG
2P L TH WO T ENEIC b 28T,

A L CHEIE S D 3EA: A~ o F X — D IRAE MW K> THEIE S U5, in vivo
REBIZBWTC, FlRAICHHE FursaaF 7Y K/ M) 7 A7 Ly (HCTZ/TA) OKERE
B, A~ F U OEFIRIEIZEBIT D AUCITHEB L2 olz, A~ F U TA DA %
TRAZEYT ITHEBE LD 57228, HCTZ @ AUC KT Cphuy & 59 20%800 S 72, 2
< U F L MBEE TAITH D 7 a2 (YR r 53 RA MRV ) &
LN, A~ F o A MKV TR T T I ROEYEHBIZ BT /0o T2,
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7, N ans 2Pk A MBS a = AEDRTRANRA o F ALV EDD Z &
372 < FAFRMHEERITRWZ A RENT,

IRTNVHVAER /T K . A~ FoO7 V772 A X pH 8 DT VA U JRTH
80%/ ) Lz, L7z o T, JR pH DTV HVALIZE D A~ F o RnER L. BIERHZ 18
RSE L AREMEDN B D, IRT VA VAKIER 2B T 234 (B @ IRERI KR L ER, R
KFEF RV TL) [ FA T OB MERD SED ETFRISND,

M3E7- A BAFEEROEOWERA] : A~ F ooz A BfESRIZEND T (45%), UL
Ty Uy, YAF U EME A BREEEORWIER] & O EAER O RTREMEIIR,

B PR AR

HEERE N D B E T VY A~ —RIEREE B OIREIZE 1T 5 Namenda (A ~ > F g
) OAZIEIZOWT, FREERE M O H WS RE AR A & L CORETES =2 5D
EACEERY 7 B AxHRERHER GUBR 1, 2) THRE Lz, 202 R Broxi5L 50
~93 k. FEIEMBIL 76 ik CTh o 72. K 66% N LMET, K 91%BHANTH 7=,

73 o GRUBR 3) XS EORBIERE 2R E LTI FET TEEI N2,
SAVTCRHMIEE A & U CIEERAERED & £ TR,

FEAMEE E : K[E O 2 3Bk TIX, Namenda O HEIZOWNWT, NEHE~OFELZBEL TE
FRROMSRE A B9 2 £ 2 T A SN REE L | GRABSREREAE RN EE IS L 0 HIE Lz, ik
BRI T, WINOFHMEEEICB N TH A~ F U B GHTT 7 v REHHIZHRTEH
BlrlENHA LT,

K(ETHEBEINT 2 DOEKERBRICE W T, Alzheimer’s Disease Cooperative
Study—Activities of Daily Living inventory (ADCS-ADL) Zt&7] L7 O % VT H EHEEED
P AN T4z, ADCS-ADL 1%, HFE ORERE ) 2 HIE T 2720 0 A HAEEEE (ADL)
\ZBT DGR R ATERRRE A 2 THE Ok S5, 4 ADL HHH [T m L~V OB
PEREDN BT RTER F COHMPH TR S 415, RBRELEMITEE OITENCK & LI
& DEEC & - TEHliZAT 5, BIRESN7- 19 IS BIEE 2T, BEOEAE, HRK, AR,
BabE T D, BEETD, BMET D, TOMOFEE2TIREHOFERE TN, Zh
OO A ITH LD S & ERAVE SR 2 7T 2 88 & U CEMEME - UM REES T
W5, Z2 modified ADCS-ADL C, A7 (X 0~54 OFFHE 2D | A7 HMEWIE EH
REFEE DRREN K E U,

KED 2 BRI T, LD D & R AVE B OFREIERE 2 F N A 4E1E & L CfE
FEME - AR STV D EETEE O 7 2 3R EE C & 2 i BRI FH R A RE T
fili (Severe Impairment Battery : SIB) % fJ\ T, Namenda (Z X 2 §REIFERE S35 20 R O B 23
fTbohic, SIB TIXHEE ), WMk, S5, fold. HZEmne/, ek, F417. #hai A
TEHOERZE T, BB OEIR S L2 BLRIC DWW THRET 5, SIB A2 71X 0~100 O
FPHE 2D, AT MEWVIE ERAEEDOREN K E N,

]

Tl

34



A2 F U 1.6 ANENCB T A REICRET 58k

HER 1 (28 BRI 5HER)

28 AR 5ARERIZ IV T, 252 IO HEEEEN S @& E T VY A < —TRUERHESE O B
(DSM-IV, NINCDS-ADRDA D2 WL #E |2 F-3 < ; Mini-Mental State Examination A = 7
3 LAk 14 LLIF. Global Deterioration Scale 27— 5~6) % Namenda X (X7 Z7tHRDWT
AN IEAE AT L7z, Namenda BETIX, 1 H 1H Smg 2 bEHEZFMBL, 1HEBZ &
IZ5mg/HTFOMEL, 20mg/H (10mg & 1 H 2[E]) £ T L7

ADCS-ADL [Zxt9 B%hE

LD 28 P HEHRRER A& THIIZ DWW T, ADCS-ADL A a7 DR—R T A VIRE D D%
BRI L 2K 1 12Rd, 28 & 5%, ADCS-ADL A 27 OZ{LIZ1E Namenda £ & 75
BARBEOMIT 3.4 RA » bOEPRD bz, REIZNTGeE U, FIH rTRE 72 B #&a
P E 28 % OFAM & L THW AT (Last Observation Carried Forward : LOCF f##T) %
FEh L 7= fEF, Namenda 1277 &R Ll L CHEICEN TV,

=
f=ay

IR A

ADCS-ADL % = 7 OZE4L,
(R—2F A & D ) + SEM)

|75k
. | —o— NAMENDA

i N . . . : S

0 4 12 28
Pe 5B GE)
X 1:28BE5&THIZET+2 ADCS-ADL R a7 DERFHFHZETL (R—XF54 UEEDL
)

¥ 212, ADCS-ADL A =724t (X #f) Z@BO7zBEOEIE (BEE) ZMmEHONT
N I

2 KV, Namenda #f, 77 EARBEWVWTNOISIEIZIEICHZY | BBkl (R—
AT A4 U E LT ADCS-ADL B~ A F RIZZ{k) L TWA 2, Namenda B CEALD
SN0, WETHAREENLIVE VI N RRENTWS (BESHMFRTIE, 1A
WA NEZ R TR T T R OERICY 7 b L, 1BREDIIAERERIT T T
AR L A D0, AMlCT 7 T D),
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100
90
80 -

70

BEOEIE (BFEE%)

a7 TR
—e— NAMENDA |

10 5 0 -5 -10 -15 -20 -25

ADCS-ADL 2 a7 OEA (R—R T A & DL

K2: 28 BO_EERESHRTHIZHITS ADCS-ADL RAA7DEILDEER (R—X
IS4 VEBEDLE)

SIB XY H3%

WL 28 W G-ABRHE THIZ DN T, SIB A7 DR—R 7 A VDS ORRFRFZEAL,
ZX 3127, 28 I G4, SIB A 27 OZAKIZIE Namenda #f & 77 £ ARFEDOMIC 5.7
RA > P DFENED ST, LOCF fl##r4 v 5 & Namenda (375 &R & Hillk L CHE
FHNCABEITEN TV,

SIB % = 7 D44k,
(R—2F A H L DHEE, Y + SEM)

Q0| [T IER
—o— NAMENDA B R YA b
a2 ) e e e ey
0 4 8 12 16 20 24 28

B GE)

X 3:28 BEESLRTHIZHT2SIBRATDFREHMEIL (R—X54 VEEDHER)

412, /ANRED SIB A =724 (X #l) Z@ SR EGHOBEORSG (BRHR)
MR DOV TRT,
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H#R1E Namenda & 77 ZRICE D Y CTOHNZBEDONTN G KIGOENLL . BTk
LA R L TCUWAH 23, Namenda #ED 5708 L 0 BALRI /NS W XIS EHA 2R LTV 5,

100 -
90 -
0 |
70

60
50 -
40

30 -

20

BEOHE (BHEY)

| a7 IR

104 ’—O—NAMENDA|

U 4 . n r T ; - - | e
15 10 5 0 5 A0 A5 20 2 20

SIB 2 a7 O (R—RAT A V& DLER)

X 4:28BRND_EEREFEERTHIZCHEITAHSIBRATDEILDRER (R—X T4 U
EDLER)

HER 2 (24 BRERE5HER)

24 B GRBRCIE, B RO a6 » AU &G L, ZE L& E5EE 3
% BB U2 B35 % Namenda £ & 77 B AR BEZE 0 24 T 404 GOSN S S ET L
VoA < —RIERANE DO A REME D B 5 BB#E (NINCDS-ADRDA DO2Wi i HEIZF-5< ; MMSE
2275 mLl R 14 SELF) x5 & L7-, Namenda #£TIEL, 1 A 185 mg 2> 6 5B
th, T EI2 S5mg A28 L, 20mg/H (10mg 2 1 H 2 [8]) & T L7z,

ADCS-ADL [Zxt9 2 %18

MifED 24 WG RERIZ DOV T, ADCS-ADL R 27 D_X— R T A UIRED B OFRRFIZ
{b&2 X 5 1RT, 24 B E5#%. ADCS-ADL % =t 7 OBy 72 25{KI2 1% Namenda/ R %2
Db (BERFRE) BEL 7 TR/ 00 (BUMPRE) BEORIC 1.6 KA > hOZENGED
5i7=, LOCF gt &2 v 5 & . Namenda/ RAX_XUAFELT T 8RR NVEEE B L
THEFTAIICA BTN TV,
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ADCS-ADL % 27 DOZE4L,
(R—RAF A L DO, ) + SEM)

B e e I——

0

s [T TEREROL
| —0—NAMENDA/ F 2~ 2)L i PR B AL
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4 8 12 18 24

BHHE GE)

K524 BE58THIZET+2 ADCS-ADL R a7 DEREHZETL (R—XF54 UEEDL

)

6 =, ADCS-ADL % #F{ffi L #2454 5HEDB# |25\ C, ADCS-ADL %= 72k (X
W) LEEOFS BER) 2R

f1#1% Namenda/ %S0 & 75 R KRS OABHCEN D 4T HhizBEOVTR
HROSOIENIE L BRteiE bz~ LTV 42, Namenda/ FRA~VEEDTT A &0 EAE
AN E W IUFIYEEBEZ R LTV D,

100

90

80

70

FE=E;%)

LA
g

(

4o

B OE

15

—a—7 TR PR
—0—NAMENDA/ R %~ )1

O w7

. B v T T |
10 5 0 -5 -10 -15 -20 -25

ADCS-ADL 2 27 OZAl (R—RA T A V& D)

X6:24 BEOD_EERBESHRTHIZHITSH ADCS-ADL RAT7DEL (R—X54 U
EDLLE; RIEER)
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SIBIZXT 53R

WRED 24 WG THICEBIT D SIB A a7 D_—R T A ) B ORI L
X 7R, 24 W G%, SIB A 27 OEAL DN 72 72212 1% Namenda/ KR~ LR
ET TR RRRUABEOMIC 3.3 RA > hOENPTED bz, LOCF fET 2 HW5 &
Namenda/ R R ~SVEEN 7T 2R/ R OVEE & il U CHEEH A A ZICEN TV,

SIB 2 =7 DAL,
(R—2F A & Dl ) + SEM)

—8— SR KR
31 [o-NAMENDA) RS B A

5 GE)
X7:24BEE5ERTHICHETSSIBRATOERMEL (R—X54 UFEDLEE)

8 12, SIB Ziflli L 7= & GREDEFEICHOWT, SIB Aa 784k (X i) &HBEDE
& (BER) 2rd,

it Namenda/ KX _XUNVEE, 778 AR/ RXXINLEFENT LS KIS DOEEDS AV,
Namenda/ R R~ VRECHE UTE(LREN/ NI WVEH\ 2R LTV 5,
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100

&BO—
%\a', 70 -
ﬂg
b

Eﬂi 60 -

—a— 7 TR FFRARDL
——NAMENDA/ K 11
20 15 10 5 0 -5 -10 -15 -20 -25 -30

SIB A =27 DAL (N—AT A VL D)

X8:24 AEID_EFHRIBESHETHICHE TS SIBRATDELL (R—X 54 VEFEDLHE;
RIEXR)

HER 3 (12 BRI 5HER)

FT=2 P TR= LS NETHABREE ZMRICT FETICTHEES A 12 HFO &
BB Tl3, DSM-II-R (285 < RRAVERE . MMSE 2 27 7% 10 SATM O EH . Global
Deterioration Scale 73 27— 5~7 @ 166 5] % Namenda X% 7" 7 AR DWW I HE/EZ
BT L=, Namenda B2 Cix, 1 B 1[0 Smg S 5A L, 1EBZICT B 118 10 mg

W U7, FEA MR E B IX, RO T8 & LT BGP (Behavioral Rating
Scale for Geriatric Patients) . H & ZEJEHREDWE ., L VMR EER R OF-M & L T
CGI-C (Clinical Global Impression of Change) & L7z, A#ER TiL, EReFEAHERERHAM %
Fli L7pp otz 12 BHEB IO T EZEAEHEE B ICE N TH T 7 BRI L T
Namenda #f THEGHNC A B RIBIERIR O ZEDTRD Hivlc, MRITIET VY A ~—HIERE
ﬁ%%&mﬁfwﬂf$%#MfLTth@ W EETEZ XA~ < 2 2 TR ik
IkF D Hachinski Ischemic Scale D A =2 7IZ AW T AEMRRENE, 7 VY A ~ —HIERHEE
WSO LTz, 20K 50%D A TR CT M2 50 L7z, 7 /v A ~— g
JERERECIL, 12 8% D BGP, CGI-C DWTHOFHEEHE TH, 77 B ARBE & ik L C
Namenda ff THEEHAVICAH B RIGRDRNRD b/,

$hee - R
A RE DN O B BE T LY A ~ —FUEREVE DIRIE

**x =

b2 SR

Namenda |$ A = > F R X IXRIA OGS xt U CREVE DBEFRE D & 5 B3 Tk
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BEERTH D,

FRAEDIE
BERUNEE~DIFR

I T U CHER R 5L (BG83 5 mg B A 25G1T 1 A 2E) RUKREGEOH
B (VAR EORETHE) 28952 L,

HIERDIKEE
FEAE :Namenda 133 EMERBRE 255 & U CRBERFHMIZER X 71TV 720, Namenda
DGR RER 1T 2 BIEDOIBIHRIT, Namenda #f 0.2%. 77 B REE0.5% TH -7,

WREIZFZRDIREE
JRPpHD EFHIZ LD A~ F U OJRYEERDME T U MERREN EHT5 2 036 5,

NG EERH
FiEE

Namenda [Z—#23FICHBIT 2 LT 5, G EDOK 48%NAKRE(KE LT, XL,
REALREN-Z V7 aF A MagRoat (74%) & LTRPICHRES D, B SUIH
HEDOFREREE ICB W TERSEORBEIIVER VD, BEOFHERES B VT
HEICKRET DI L,

5

R

pE
BRSSP A B O B RE PR I B WV TR G B ORIV & OB R REFR
BICBNTIE, BEEEZBET L2 L 2R 5 (BARKHELOHE - HREOHZR),

EYEMBEERA
NMDA (N-methyl-D-aspartate) 5 2 ARF5EH13E : Namenda & & D> NMDA 52 25K EHK
(T2 PR, 72 TXRA A LT 7 ) ORI OWTIE, REH
PN FEfE S LTV, RARFICITEEREICR G T 52 &,

I m Y — AEERIE A~ D8 CYP450 5% (CYP1A2, CYP2A6, CYP2C9, CYP2D6,
CYP2El, CYP3A4) O~—h—FEEZHWTEM L7 in vitro sRICHBWNT, 2 OE%
FNHT DA~ F U OMEEMITR/NRETH 72, £7=. invitro KBRS, FoiMEZ R
FTIELL LTI, T v 7 v —AP450 DT A VYA 5 THDH CYPIA2, CYP2C9, CYP2EIL,
CYP3A4/5 13 A F AL VB HINARNT LARENT-, CYP450 B2 I L v R &
2 IHN & OIEYE R T AT VWb D & FRISLD,
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v Y —AREEEEELENI 7 e Y — ARESEEE O Namenda ~DE: A< F 0%
FICBHEE SN D72, A= F ATk D CYP450 R ILEX° CYP450 [HEA D 288
TR0 FHIEN S,

7TeFnal) A7 7 —E (AChE) [HZEZE : Namenda & AChE PHEFTH D P
VIR O PR, W OB OEMENRRIZ b RBI R0 o T, PEENDRET
IV NA = —BIERAYE BT I 1T 5 24 RS RERIRRBR TIX A~ F b Ry
NOGFHRFIZER D DN AEFEFRIT RV 5RIHEL L Tz,

B SN DHEA - A~ T O—EITRME SN LV PRt S D720 [A—ORBR
MEFALRIZEVIRES NS RezaeF 7Y R (HCTZ), N7 A7 L2 (TA).
ARFNIY, VAFTV, TE2TFV, F=Uy, maFr il EofFHICK Y WAl
DOIMAEFERENELT D AR H D, LovL, A~ F & HCTZ/TA OPFRERHZ, #
TYFURTA DALFT AL T Y T4 THBERD DT, HCTZ O/ AT~ 7
EUT A1 20% Uiz, A~ F o LR TAICHS 7 Lans A (FYRvr 5
I REA MR UERBE) Z0FH LR, AvoTF o, AMKRAVIY, YRV 7 T3
ROZNENOEYBIRICEEIT o1, £2, A~ FUIck D Z a2
X2 MiE 7V a— ZEDR TERIIARZE ThH -7,

JRT NI IVIMER ZAT DA A~ F D07 V7T AL pH 8§ DT /VH U IRTH
80% V3%, L7zMRoT, JR pH OT VI VARIZE D A= FUoRNERE L, AEERN
WIS RN D D, R pH IZRFCIA] (B« REEBOKEERILEI, KEEKHET b
U L), BEOEERIREE (B REMET v F—y A HEORBIRYYE) 2 EicknzE
675, Lo T, ZOHORUEFTIEEL, BEEICKERET L2 L,

rEE. TERUERUVEERLEES

~ 7 A% ATz 113 BRI N G5RERCIL, 40 mgke/H (RS w5 s R &
[MRHD] ® 10 £i5) £ TOH&E TEEMEITFRO bk ol £72, 7 v MK L 40 mg/kg/
H UL ¢ 71 H #0354 12 20 mg/kg/ B T 128 H[#) £ TR 0 - 5- (K mfE#a % ¢ MRHD
DENZEN2065, 107%5) LizE 2 A, BEEITRED NN T,

A T OBAGEIED FTREMEIZ DUV T, invitro T S. typhimurium 31X E. coli % FHu»
TABIRGEIRIE BARER, B R U L RERE U invitro YRR RER, T o MBI A YA
RAREIZ OV T D in vivo FIIE R A 2R ER . invivo ~ 7 A/ NERBR TRGT L7220y, E
GBEMEITRD bR oT, V19 F ¥ A =— AL A X —% AT in vitro 5 T-225R2
FRBR T, MENRERIIEO LR 5T,
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M7 >~ ML CAZHEE 14 HBI~HE0R « LIS T T, XX, BEZ v~ Moxt L TASBERT
60 HIC A~ Fran#&b Lzt 24, 18 mgkg/ B (KF SRS T MRHD @ 9 %)
PUF Iz Rk E 040 RE R 2 1358 0 DL Ze o 72,

Fig~DEE

Pregnancy Category B : #FUE T » R R OMEIR UV FIZEBIT 2 A~ F U OIRE TR
BeGRBRCIE, IR (T v b 18 mgkg/ A, ¥ 30 mg/kg/ A | (AR EAHAH T MRHD
DEIEILIfE, 3015 £ THEAHEITRD b ol

RELRT~ i £ CTA~ o F Uit 5 L7 v MEOEGHERTIX, 18 mgkg/ H T
WRE ORHAEME, MAERKERD ., BHHEGE GEEl) ORBE EANRO bz, 1Tk
15 BE~DMBIC A~ T 285 LT v N CTHREORREMSE & HAE R RERD 2
[ CHEG & THRO biLe, b ORI 2 BRI, AREAHE T MRHD © 3
fEAHY D 6 mg/kg ThH o7,

Wb 2 kG & LT2IEB) T, 2a 043 o IRELEIC K 2 BRIRERBRIZE i S h Ty, 4F
T, BERRA RSB IRIST Sfabttz LR % &l SN DB ORRET 5
e,

BARA~DRS
R F LDt ML ~OBITERI 6 Ao 5 TRV, < DA E bR
BT B, BRI TS 2

INREADERS
INBIZHBLL 9 BEBICKIT D A~ F o OLEME LGRS D, W T, 7o
+ o3 ekt PR IR K B ERRFRBR T M S LTy,

EL
T IV A~ —FUEREE B K QML A& PEERAE R At 4 & L TR T b - ik
BIZHOWCELHT 5,

BHHIICE > - AEREG  RAYEEL | Namenda Z i K 20 mg/H TR G L7277 &R
SHREERBR IC B W T, A EFSRIC L 2% 5P Lo Al HEM X Namenda ff & 7T B ARBE TR T
bole, BERILICESTZAFEFRO S, Namenda BEOFRBLEN 1%LL LT, D77
ALY bEWERITR ST,

PEsE e} BB RFABR T ST HFS © Namenda (A~ > F HFRHT) OIRBR THA
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ENTHFEBRERIZIONT, HoIll®k S BF LR TR BEREE TR O R %
Y, EEEOIRECT OMOERRRR T, AR HmERKN, BEORENR 257
O, ZILHLDOREBRITY CUTE LR, 7T R IREER I T, Namenda $&5-%51 D5
BURMN 2%LUET, »O7 T RRBHCH L TR > i - ERE R 1 ICRi#T 5, B
KN S%LLENDOT T2 REED 2 U LOFERGII Lo T2,

= 1: EBEEKRFHERIZHS LT Namenda D 2% L EIZHRIRL . "D TS REEIZHAREIR
EAEN-T-HEEZR

. N 77 %R Namenda
fﬁfiﬂ%gﬁj H (N=922) (N=940)

- % %
2

W 1 2

L3 1 3
D+ IR

e I+ 2 4
HIHX - RS RER

EEE D F U 5 7

BIEV) 3 6
EHAEES

XA 3 5

Mg - 2 3
i - BRR

1 B 2 3
Fiti R

SEELIRE 5 6
fEH R 2 3

L% 2 3
RE 28R

SRS 3 4

IR A 1 2

OFEL T, Namenda BED 2%LL FIZRB LI-AERFERLOI B, 7T BREOIERL
%R LITZNL L TH o - AFFGIT. Bk, i, 845, IR TR, K8 R,
ANIRIE, JREGEEGY, A > 7 YRR, TR, 5O, EROBERGE. N2, K
PEFAIE, LD, BARAE, PR Ch o7z,

BIRREEERT 0T 7 AV Eilx OFEEZORIARIIT, PHEENPLEET VY
A~ —RERE R FE R & ERICREH S TV DRAERIKROBF LM & OMIZZEET

o T,

NAZIWTAUDEAL :
Namenda # & 77 B REEIZOWT, FERICEI L TR L 7=,
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(1) AA 2t A (ki DGEEIIE, SRREIE, (KE) ON—ZT A VRN D O
AL

() TNDHDOREMIZENT, X—RT A UKL OB L HBBRMOICHE 2R Z DL
WIZEHT 2 BEDOEG

Namenda #EIZHB VT, BRRIIICEE LB X B YA o OEARITRD HALR D>

o7z, EFEEEE 2T D Namenda B & 77 B REEOMEMLE QNI TOSA Z VWA v

ZLbER U 724G, Namenda #5512 X D ENEHEEARIT W2 RS L,

REEOEILL :
Namenda £ & 77 B RBEICOWT, FERIlZBIL Tl L7-,
(1) MyFA A, Mg FRRA, IREAED =T A B b DOFEZEAL
Q) THHDOREEIZIBNT, R—=R T A UHE& O EIZ X 2 ERRAICA B 72 rTRENED
& DB L DI G BT 5 BEOEIS
INEDOOHTRERICE D | BRMRA/NT A — |28\ T Namenda $¢5- & BIH 3 5 R AY
WCABRBLIZ N ERHL N E 25T,

DERDZEI :
Namenda # & 7T B REEICHOWT, FERICBE L Tl L7~
(1) DERNT A—=F D=2 T A NS DI ZEAL
Q) ZTNHORAEMEIZIBNT, N—R T A VIFL OHERIZ X 5 RIICHE B /TREMED
& DB L DI E BT 5 BE OEIS
INHDOOGHHFERICE D DERNT A —H BT Namenda #& 5- & BE 9 D EFRAIIC
BEREAITIRNZ ERALNE o7,

BRABPICHABRINZZOMOAEEER

FOFNIE B 1350 45111 Namenda 23 5- 341, 2D 95 1200 FILL I FmEbE H & 20
mg/ H & B 5 iz, BHHIRITRE 884 AT, 862 fillZ 24 L F, 387 iz 48 LA E
DG EIT- T2,

*FPRERER (8 3BR) LIEEMAER 4B TR LM - JERIC OV T, 1RBRELT -
STHEEMPRIR L-HECLVAEESR L LTRESNEZ O T, REOFEERO LK
MR B A HEE T D722, WHO-ART HEEZ HWCHFEL L ERED 7 TV —IT/s L,
BRBRIC DI DB 2 FHH LT,

2PILAECTREL-2AESEREZLHT I, £ 1 ICREAALAOLO, RO TETH
PEIZZ LUy WHO-ART HEE, EAVRMEIR, FAI L OREMER 2N B DD HE (h
B G CIE— IS A DN D DR E) AL TS, FRITHEIICHEL, RO
EFRICIESEFEHR L, @HEEOFEEG EIIRBIEN 17100 F (1%) LLEob o, (K48
JEDAFEFG LIFFBLRD 1/100~1/1000 1 (1%~0.1%) ObDET5H, AEFRIILT
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L & Namenda $¢5- & KRB B 5 LIFR ST MR T, 20T 7 R L A%
DOHETHBLIZbDTH D,

SR SAEIR
AR KA
AT« AR, @ EEUE
- MER :
B DR A
AT« POLE, RIR, (OFREZE, MmARPERMIRE ., OFME), (RIE, OF 1k, &N
L, WhZERRIE, ik
IR - REMAER
A RPN AR, NI TR, BlEEMED F U SR, EEE T
AT « BRGSO BEROMIIRE . i BaR T, %% %m E, BRI, ek
EEE . AR, EENE S SRR M, R, ARRE T
F, —a—a/NF—
HIEE®R
AR - BIBR, @M=, it A vJ, BERZGEK
mig-")2NER:
EEE A
ERBREE B i BRI
KE - RER -
EAHEE - T ) T AT 7 X =B, RERD
ERBEEE - K, ART B U © AIMRE, BRI HE
R
E B - BORRI RS

)4

)4

RAHEE - M8 AIRIEE, B NLE, il MEIRMETS, U v F—J0E, FR,
s, MR, =ELOS. BERE, BRESNL, BYUTHE, EP E=. A
AE, FRREAE, B R

MR R
EEEE - g%
ERBEAE - HERRDR . WS, PRI
KiE - RIETE#HR%R
I RE
AL - BOEIRIGIER. 2 D FEiE, ek 5. BUER. ALBEMERE. BEAE, FERR

2
Z

BIRERESRSR
AL AR, RIS
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RAHEE « SBEZME, BT, BT, Bl IRMedk. HH. ABRRE. mwAkE,
b, HRJR. MEMEH, ARERECMR, MR, FREE . TR, MEECHIEE

WIREER

B SR

RAHEE « PRPRINEE, mfR. JRPA

Namenda BREBIsA I RE R CKESN THE SN AEFR

A F ARG ORBERERE SHARVK, A~ TG L RERINRE S 0
R CEONED & IS bR SN TV AL FROAEFEARES N TS, © BT
PERZE, SEMNE, RET oy, BUT, FARVERGERE B, . BETE, BAT. K
B, EATHIRILGSE, L~V OIRT GERNK, $AUCHE SN BIEE D), ¥
A% U— TR, BOE, B, HRENE, KIERE, FENIL, R (ALT
RN, AST I, FFR2% A1), M, @isiE, RIRE, 1 Lo, INR B,
S URT A, IR, BRI, S A n—X A, MR, AR, S—%L V=X
b AEBRA (7 LT Fo U B, BIRER 2R BT, QT FIRIER, HhHEom s,
BRILE, A7 4 —T 22+ a2 RGN, BRRAE, JSAFE. RRMEHIR, Bk,
FENED A% R U—, MUMTBAE, S (R )

BWMICH T HEMERER

A F LT v N ORI KA R E R OB RS EHTREOH 3 - 5 4 BlcBIT 5
A0 - SEASIRICAR R O 25 (2l e OMEESE) A& L7223, oo NMDA
ZRREEAE RS LT o HBEIC O RIBRICHBLT 2 Z L RSN TWD, 2ok o7k
PRSI PRI Z A ~ o F U IR GRZRICRD D, A~ F 2T > MZ 14 HRER O #
B U723BR T, MRiREEsEIc k1) 2 MEM B X AR RERE T R KHERHAED
65 ThHoTz, & MIBIT D NMDA ZARHEZIZ X 5 Pt o 22 fafk b ORI SE oD w]
BEMEIC DWW TIIRER ST e,

EMEA - kKEH
HEIEYMX S

A v F R I HLH Y Tl e,
B - Bk ET

A~ UF UL, NMDA SR U TR~ R E OB Z A3 25 G 72
NMDA S A MAEHHE T, R &I T 2 EREABRIC SN L7z 2504 Bl T, &5 H
1E & 70 o T2 CHEYGERITEICHEBUE R ORI I — 0RO oo e, MEDT —4 %
L hr AT T ZI2iE L7 A U A ESN O T iIRE T — & Tid, EWELHSEMIKF O
BT b d o T,
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BERS

RSB K OV [E T4 T O RBRIC I D A~ o F Uil &E& G O Ik & ki sk,
SEELIRRE, DEME L, BikIEK, BREREE, BbhEx o, BIfERE, iR, &
W, ARLEAT, L, BEEEDE W, EE, B ThoTo, ZAETITHBL TV D5
ZEOA T AT 2.0g T, FEAAP OHHERFIE L DU TH o7, BT ERE,
B, WA B L, To%EE L,

A% 5 D IRIE R H BTG HES L TV D O T R B FsrE fie v 7 — 1 CHig L,
RO B GOEBICET D RFTORE MR T D2 L,

WERGRHICIE, RIS STV D iRV, sHERIEZ LT 5, JREEMEL
WZED A F O RET5 Z LN TE 5,

R - BE

K REEAER TRRY 54172 Namenda (A~ > F U HiEstE) OFNHEE REIZ20mg/ HEES-TH
5o

Namenda O G-BHAGRFOHEREH EIZ 1 H 1Bl S mg TH D, HEIEEHIEREIT 20 mg/H Th
%, HEIZSmg T2 10mg/H SGmg% 1 H2[FE), 15mg/H (5mg XWX 10mg #2451 [0]) |
20mg/H (10mg % 1 H2[E]) LW+ 5, HETLSETI1IHEMBIU ELOMEEZ &L D,

Namenda [ZBRIEZ EHL O TRALTH RV,

B/ L, Namenda % HEAI O F G- &5 HAIRR O A EIC DWW THRET 5 2 &,
Fo. ®WANCRE SN T D BEMORFEEEFRICOVWTHR#SERIT 52 &, A
WA FEIZ D ERW R A D 55615, Y EMSUIIEAACHEZR T 5 L 5. BE/N#E
TR LIEET 52 L,

HEERTORE

= DO RERERE S (Cockroft-gault DHUZ L D7 LT F=27 U7 F A 529 mL/%57)
TiX, HEBRGEEL L CSmga 1 H2REHGETI2ZEN/LEE LV,

BPE : Cler= (140-4Ffn) x{KEH (kg) / [72x1fiF 27 L7 F =2 (mg/dL)) ]

2 o CLer=0.85x (140—4F#n) x{AH (kg) / [72x1fiE 27 L7 F =2 (mg/dL) ]

2E:3
5mg % :
60 £E)f. NDC#0456-3205-60
10 #Ex10 == ~ NDC#0456-3205-63
TR - DT 4 v bha—T 4 o TEET, FmlcH&% <7 (5), —J7IZ FL
DA DB 5
10 mg £ :
60 £E)f. NDC#0456-3210-60
10 #Ex10 == ~ NDC#0456-3210-63
T RVIBIR « IREDT 4 v ba—T ¢ 78T, FmlcH&%5rd (10), —JIC FL
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DAENN 8 5,

ERAOE
PVC/7 VI =0 L7 Y RZ—% 49 BEAN : 28 BEx5 mg BE., 21 $Ex10 mg B
NDC#0456-3200-14
5 mg BEITH SRR - BEDT 4 L ba—TF ¢ L 7T, AEICIIIEEZRT (5),
— 52 FL OZEINH 5, 10 mg $EIT N 7N « JRED T 4 v ba—T 4 VT HET,
REIZIIHEZ RS (10), —HITFL DZEI» & 5,

#EO%A
T ERAIOHESEH B X gER ORI R LR U &35, BOWANX, EHT, 7ra—nr
R OB 2 & £ 720 ~8— 3 v NaRORAITH 5,
2mg/mL A% (10 mg=35mL)
12 4% (360 mL) Jffi NDC#0456-3202-12
25°C (77°F) CTHR1F ; AFFIRFEHRIPHIT 15~30°C (59~86°F) CK[EZEE 7 Controlled Room

Temperature 2> )
Forest Pharmaceuticals, Inc
Subsidiary of Forest Laboratories, Inc.

St. Louis, MO 63045

Merz Pharmaceutical GmbH £V T 1 & o X & FFik
ETAEH 2007 45 4 A
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A1) —8E 5mg
A< ) —#&E 10 mg
A< ) —#E 20 mg

(AR UFUIBEEE)

CTD FE1# HBESFITHIEHR
BRUOHFXEICET 215

1.7 RERMAE—ER

F—=HHAEH

1 M1-GD-4-9918
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1.7 RERME—EXR

it R~ F N R

AR
A=V —"E5mg, A~ U —"F 10 mg, O7 Ut~ b E 3 mg.
A= U —"FE 20 mg @7V &7 hE 5 mg.
@7 V&7 h"E 10 mg,
@7 V&7 FHIKL 0.5%,
®7 Y%7 h"D §E 3 mg,
®7 V&7 h"D §E 5 mg,
@7 V&7 h"D € 10 mg
®7 VY E7 rWIRE Y —3 mg,
@7 V&7 FWIRE Y —5 mg,
O7 V7 F"AARE Y —10 mg

[engs

St | B =Hatt T —HY A At

D@ : FRE 11410 H 8 H
@ : Rk 1948 A 23 H

@ : PR 1343 H 15 H
H#H A ®® : Tk 16 42 H 26 A
@ : VL1948 H 23 A
@~ : k2147 H 13 A

3
8

I

X5y

RUT5H A SR BIFE, WT7H A EHE

NH,

fees « HCI R = . - HCl
i
CHs; H,CO

CHs

AU —"E5mg(7 4 N ba—TF 1 L TEE)
1 BEFIZ A~ F R 5 mg EH

7 v ha— MEE, 1EETIC
RRA_NUNVEREE 3 mg 5 F
7 g v ha— MEE, 1EEHIC
RRRCNVGEIRYE Smg 2 &H
7 v ha— REE, 1 EETIC
KRR VIR 10 mg 254
CHPRIAL, 1 g Hic
KRR NVGEIRYE Smg & &H
D DENREESE, 182
KRR NAGEIRYE 3 mg 2 &H
D APENEREERE, 1 FETIC
R R~V S mg & & F
D OPENAREERE, 1 BRI
R AU VIERRYE 10 mg 2 &
7 VT FUWNARE U —3 mg,
RARCNIGERREE 3 mg 2 &H
7 VT FUHNARE U —5 mg,
RRANUNVEREE Smg & 5 FH
: 7 U7 RHARE U —10 mg,
R~V 10 mg 5

A= U —="BE 10 mg (7 4 NV ba—F 1 L JTFE):
LEEPIC A~ T IR 10 mg 2 5 A

A= U —="BE20mg (7 4 NV ba—F 1 T FE)
1 S A~ o F UHERRYE 20 mg rEH

il

o
e

® Q0 © @ 6 0 0 6

® ©
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— A
G2

A= F YRR

R R~V R

PSS [ NS E T LY A ~ — R AENE 2B
V2 FRENESE R O S T

<hEE « ZhRICEE T M H EokE>

1. TV oA ~—TREZRHNE L 2l S iz B
WCORFEHATH L,

2. BEIRT VY oA < —FUEHE DOREZE O
HODEITEIHIT D &) FEIEE SN
TR,

3. T oA ~ —RIERENE LLAS O F8 HE R
BIZB W TARBIO G IMEI TR S LTV
A

1
T NA = —TRERFEIZ 51T 2 RRAERE R
DHELT I

<Zhig - ShFICEE T MM H EoEE>

1. TV oA ~—BIEBAE LW S - B
WCORMERTHZ &,

2. RANINT WY oA~ —BIEBHIE DFFIEE D
H ODOHEAT 2T 5 &) R IEAE L
TR,

3. TV oA~ — TSR EIE LIS O FEEE MR
BB W TAROFZMEIIMR ST
A

Wik

W RACIIA~ U FUERREE LT1 A 1
[B15 mg 2> 5 BAG L 1 EBIC S mg 3o &E L,
MEFFE L LC1HIE20mg 2R 0#& 575,

<ML - HEICEET 24 EorE>

1. 1 H 1[8] 5Smg 25 OWiE# 51X, BIEA O
HEEZMZ DB THAHDT, HiffEE T
HETLHZ L,

2. BEOBKRERE (VLT F= 0T T
» AME : 30mL/min Kjiii) D& D REITIE,
BEOREZBR LN OERICES L,
HEFFENZ 1L B 1M lomg 9528, (T4
EHG ) RO TRYENRE ) OES)

3. EREEE ., FEFEOEHO T TRET S
&,

DO~Q, ®~@, ®~W : @H ., RAIZITK
AUV S LT L H 1A 3 mg 2> 5 BitA
L. 1~2 BMZIC Smg ITHEE L, RO#&53
b, FEOT VYA~ —RIEREERE I,
5mg T4 LI ERGEE, 10 mg ITHET 5,
ek, JEWRICK VI EERET D,

@ :3@HE . RACIE LB 1E 0.6 g M HRIEAL,
1~2ERZIC1.0g ITHlEL, BRAKET 5,
EEDT VY A~ —BRIERHE BE 21X, 1.0
g T4 ML L%, 2.0 g IZWET D, 72
B, ERICEVEERET S,

<HE - HEICBEET 248 EodE>

1. 3 mg/ HEGIIHEDHETITRL, Mk
REERORBZMZ 5 BH72DT, 1~2
BRZBZ THEHA LW &

2. 10 mg,/ BIZHET 25613, MbasREIE
HICEBELRNGEET DL,

3. EHENEEE. FiRPOBEHEOL L TRE
THI L,
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— A
G2

A= F YRR

Rk iR

A
DEE

[#£E=] ROBHIZITHFRG LN &)
AFN DA UIBBUE DB D & 5
B

[#£5] ROBHIZITHFRG LN &)
AN T LY 2 BRIz R L
WEBUE DOBEERE D & 5

LEERES ROBFICITERICESET S
&)

(1) TAMAITFEROREED B 5 B [F1E
EHEREUTEASEDL 03D D, ]

() EHsREIREE D & 5 BE [ARAT R BEIR
HHITHY | BHEREREE D H 2 B TITHE
MREIET 2 (THYE - ARICBET 56
M EOER ] RO TIEYERE ) OESH), |

3)JR pH % LH X EHRT (RMEMET > K
— YA, BEIEDRKEYE) #HT 585
[IROT v F VAIZ X0 ARHFN O Jr o e
RPMET L, AR oM EEN LR+ 5%
ENDBH D, ]

4) B E DTS REREE D b 5 B [ RRER
7oL BEVEDRHENL L TR0, ]

LEERE RoOBEICITEREICKRET S 2
&)

AKENITEF N2 2T T —BHEH
ThHY, a2V AEEMEERIC L Y DINITRT
BEITR L CIER 2 3538 )T =S 5 W]
MR D T-OEEICEGTHZ L,

(1) TAAREIEGERE, DR & OB E#EA T RE
=L O DRER O B 5 B GRAEMRL
TEFRNC X D IRARD 2 VDI AR &2 = 3
HHEMEN D D, ]

Q) MEMEBOBEREOH 5 BH, FEAT 1
A RHEERBEFRAIR S o BE (HERoWw
O &K OV L E EB ORI X v 1k
PEVRG 2 AL S S 2 ATREMER B B, )

(3) KB M B S PR ZE M it R 2B o0 BEAE EE 0D
b D BE (KB SOFIR T ONHE & VR & X
G Sy W D TUHELS X 0 SER N A4 5 AT
BEMEDN & D, )

(4) HEARALEEEE (R—F 2 i, = F
VOANEREE) Db b EE BREEko=a Y
VERMRETUET D Z LIk JERET
FETHEET D AR H 5, )
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jﬁg v T M R R LR
2 EBE R HRIEE 2 EBERHRHEE
(1) B 5B kwfbiwaWEh,(D$ﬂ®§5Ki@ WAk, L7 vy 7 (i
5z k#%é@f\%ﬁ®ﬁ %Efﬁ< BEray s BEETa 7)), QT RSN
BEL, REN@o L8 EIT. &5% HEPNDZERNHDHDOT, FFITLER
$¢T5&kL@&m%%ﬁ5:& (HFEZE, FRIE, OIIHEDS) 28575
(2) W P R O ET VY oA <= — TR BESEME Y (K2 ) U AMESE) O
FE T, BBV OEIREE G % £ 5 Bk H B HRELTIL, BEERAREIRICEIT L
DEMEREIIMET T2 b5, £, WE OB E+2ITITY 2 &,
AANZ LY IRE, DFEVELETZ LN | Q) OB FIEMER B & OERZWHICEET
HDOT, ARG FOBREIZIZIHEIED 5T &,
TEHRZE G R 2 0F O B O FEREICIE T S8 | ) ARG THRNBRD HNRWEE . B
MNWEHIEETDH &, EERE LN &,
() ML OFREVEME B & BRI I BT
LT L, LT, @~DODH)
@) AFNEEIZ XV BENRRD SN2 0GE | (@) AT OVEN TRAEET 223, DO R
BAREFE Lz &y SWIN & D Z & En D MR K
TRAATZ &, (MEA EOERE] OES
&)
SARAEAEA 3SARAANEA
BEREE (BERICEETSHZ &) AL, & LU TEMNHTESE CYP3AL K&
O —#F CYP2D6 TRET &SN 5,
PEREE (FHICEETLHZ L)
et 4y FRARAER - W - g BRPEAEER - I -
HAE % i FERRIET- A HEB 1k fEBRE T
RS U AEBNE RS U AES) | AAIO NMDA AFYP A b= | AR IR | OFFESEAI OB
W E LR R WOMEMER | (N-AFL-D- Nzl BB D | S b
DEE MESEDLBE | TAST L FTREME S B | R &R
(%) nNib 5, W) AR %, AT S
”“ ERAS, R/33 5.
o3l B A (R it = U RG] RE MR | AR &b
S B A RE M TeFAay | MIER R E | 2 U L EEE
B D, #y 2 Y LRI | DAL=
bt RoszooFy | e Fezono | EIXAHT InvFa=u s | ERBEER | AAERLT
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1.8.1 #EE - SRRV ZDRTEREMN
1.8.1.1 %hee - R ()
RS N OB FE T VY oA~ —RUIERBE IS 31T 5 3B FESE IR D HEL T3]

1.8.1.2 #hEE - R () DFRERN
1.8.1.2.1 #heEE - HR

T A = —RERHE (AD) (%, FCIEFETE ., SLARbEE e & O ASRERE E 2 P EE
WeETHEAITHEOMBEMKEE THD , MNOBFR 27 V2 I UBERICKD
N-methyl-D-aspartate (NMDA) KT v 2L OIEMHACIZHE 5 i fia e . & OFhfe
BHEICBEE LTS EBEX BN TS, 2T, NMDA ZFEERT v 3 /L OIEFHA G
Th DA~ FUEBEIZOWT, FERIKRIZIBVTIE NMDA ST ¥ R HLEFEER O
A OV AU 6D < AEBEFIHEM 285 L. BRRIZIW T AD B3 2 xR IR
Z 9k LT,

FEFRIRIZH T H2FFEO in vitro FRERIC LY | A~ F U EREIE, IR TIERB D
NMDA Z LT v RNAEFIETH V) | A A REERE N E < | £ OFEH IR E LA
PERTREE AT D2 &, BICAEBEPR 7 E I AR RIEENC IR ER 37, MR
FOCRFEEH R OGERE - 8 IR B 5-3 2 RHIHE R (Long-term potentiation : LTP) DJEjk
EEMHIERZET 25 Z LR ENTz, 72, AD D invivo FREET L TlE, A~ T
AR 2 A B 72 R F IS E R 2580 bz,

AF TN U 7= B RRER Tl &5 11 ARFRER (IE3501) ik 5, Mini-mental state examination

(MMSE) A =7 7 5~14 i, Functional assessment staging (FAST) A7 — 7% 6a LA |k 7a
UTThDAD BHFEIZENT, 77 B AR TIIR GHNT A TR G 24 %GR R REE
WHEFT L2 DK LT, A~ F iR 20 mg/ B EE Tl Gal & 85 24 % TRk
BRI & A B2 IT <, 7T ARBEE A~ F R 20 mg/ B REO A B Z2)
PO BV, WABEREREE OEITIHIN MR SN, — . SRERREREHME T, &5
24 1% @ Modified clinician’s interview-based impression of change plus Japanese version

(Modified CIBIC plus-d) IZBWTT T2 REEL A~ o F iR 20 mg/ H BEOMIC A E =
FRBDO NPT b DD, A~ F UM 20 mg/ AFEX T 7 B AR & L THELOFE
FEIINEL< T8 REEE ER>TWe, B, A~ FUEBE O RITIER OET %4
T 5D TH D,

IEXED, A~ F UL AD BFIZB T 2REEER OETIHICAZI Th 5 &
HEAL B - IR ERIE LT,

1.8.1.2.2 EfEEDEHEHE

AN I1T 2 EERERARGER & ALEAHT 72 ENEZ 2 3B (15 11 /B (1E2101 —
HEMRY) KO NS (1E3501)) 1%, £ ORIk 2 SR LA ER L CE
P B L ALEAN T v E 2 3 BB (55 I AHEAER (MRZ90001-9605 &



AT MERAE 18 IR E (3

MEM-MD-02 B (8 MEM-MD-01)) {28\ T8 & 27 Imoderately severe to severe
Alzheimer’s disease | {3 [moderate to severe Alzheimer’s disease | & R4k BLAEE OHFH O
BEZHFEL L,

AD Zxtg L LRSI, BN X o398 2 DI EERESE ST TEE LW
P (mild and moderate) 2 X% L7458 & [&E (TEEHLEE) (severe (moderate
to severe)) & xH LI HER] L L TEBINL TN, :ﬂ%ﬁfﬁ%ﬁ%ﬁf‘ﬁ%kT%%%‘
AIBRET H7OIC BN EEEABRE T ARICE, RS RE R A TR R ofE
EOREOHHARE L, KICH %?‘a‘{ﬁ@bﬁf@ﬁﬁ?ﬁﬁ#%iﬁ&%#ﬂm'ﬂ‘%?ﬂﬂﬂﬂﬁ“—

CEAEEOREAMZ THRET S Z LHE, ZORECTITER IS FEM A 47—
Ll LT, FRAMBREORIE 2 M+ A MMSE, H ®4AIREEE BRI EREE 4 HET 5
FAST, BEFEAYIZ BIERE 2 HE T 4 Clinical dementia rating (CDR) 72 &23&H 5, —FH, 2O
L 972 DO EEESE CEREARY i = h 5 o, BEEAE THO 2R MEEETEM 2
47— b (Alzheimer’s disease assessment-cognitive subscale (ADAS-cog) %> The severe impairment
battery (SIB)) TiXHIEMEEREEEHZEHABEONTEY, FoEoRBE L2 A8BE

OFBHBERE L (BEE) LTI a2 ENG T A0ERH LD TH S, R

BE Lol & RRANRREFEM R 7 — L OBHRIC DWT A S & BE, MMSE A2 745 14 fLL
T OBE I SIB 23, MMSE 2 3723 10 ALLEOBE 21 ADAS-cog 3B ST 5,

A o F RS AD AEISE & LT, RANICEINEELFELT (EMEA) T 2002 4

ARSI NIRRT FE R L Qo n TERERRAEILE I AR (MRZ90001-9403 MU
MRZ90001-9605 —EERB) TH 0 e - B IC ki 5 BE O EELOFHM L 'moderately
severe to severe Alzheimer’s disease] THh o7, 0%, REEMESEMLFE (FDA) (X, EMEA
OFE LTERR 7 =78 =PI F T RS (MEM-MD-02) &0 T d L, 2003
A A~ 2 F O ERE T Tmoderate to severe Alzheimer’s disease| A EREE Q&M - L THK
RRENTZ, 7o, 2005 FITEENERERT (EMEA) (2BWTH, EFRICMA T, # I
B MRZ90001-9605 —H & M1 OY MEM-MD-02) & B3 o BIEE O 5 REOH
IIT AEE (MEM-MD-01) 72 & OFfEA B2, %088 « 20513 [moderate to severe Alzheimer’s
disease| (AR EZNTW5S, Thbh, BEA Y F U BEBENECKTARENTWAE
SEFEDEIFH L. Tmoderate to severe Alzheimer’s disease| ([HVEERE 25 G T AW g < —T
REHUE]) Thb,

AIT ZOIEIEKFTﬁ,Hﬁ% 11 /B3R (1E2901) % BR#AT 5257 - TiL, moderately severe
to severe Alzheimer’s disease] #[EFR 72 [RoR0@EALEE T LY g v —RIFEHE] &
TAHZELEZEZD, [R0|E] ORBUTEFEREER L, Hild I mEErman s =&
Z B, LAsL, iZ Tmoderately severe] [ZxfIid AMEIARFR A o izfzd, ['H
) EAT AL L, GOENTE2HBR T TBET LY <~ —REHE] &
WO ERELE W T &7,

ZOE 9, A TEEERBICBNT TRET /LY < —BEEE] L RE LT
A, RREOBRREEC T AEEERFEOEFICMA, FAMFEOFEE L 2 SRR
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B OERENERACRHECHAZ LTTCICR %A O BEU SEECKE & 0#F M4
EELT, FHODE - DBRCBIABREOEEEOH:BLT (PEERCEET A Y A

B HIE | (moderate to severe Alzheimer’s disease| & L7-.

182 FiE - AERUTORTERR

1821 RiE - AZE (F)

WE, A A~ o F RS LTI HE TS mg 226020, 1M S mg 32
WIE L, MRS L T1H 1E20meg 207575,

1822 Rk - RAE (F) OFRERER

18221 iz (1 BOBEEHK) (COWT

WA TERBENTWA AT UEBEOHET IH 2E G- B) #ETHo7m08,
FHTEERRB 5 £+ 510570, A~ F oEEEOEpE) B2 (Rt
e EEF R ¢ 49 6 BRRE, mAERIECERET AT TO D e 1 B 1| () &RE X
H2E (8- B) #&&5&LCiE, BEMEERFOLEEF A~ T iBEHRICR X &2
WEEER AN, 1 B EIRSABRGETH DL B 27, 1 B 1 ER 53, BEORIE L 1igs
CRAOREEBRO LTI T AR EZELTHEE LWAETHS, EpEhEm T
ik, BEEOESEHOMETRELZLIC 20mg 2 1 F1EHES L2 22 10mg & 1H2
EiRE Lm0 A~ FURBES I a2l -3y LEER, AEOMET A~
VFURBEHBIIIZER L THES Z AR ERTWD, ZOBRICEIE, REORME
ITFR3ER (IE2901) (X1 A 1 HHE S0 CER L, ZeticksefEzmeond, 79
MEA T 2EES G N, 20D, LEOKAOHEERBR CIIT~TZ0METE
e L, ZOR, ABCERTABEIRCED SR TR, 2, ZORMEIE I AR
g (200D BaRio Ol cn. ExsaemeEres - merams s of
| GLIEGM 0 [SEETAgReS

PlEX Y, FRZBGFARIEC NI HIERELRETAZEICLE, BB, B
ATIHZADRBEAGRELZ20mg @1 H1 ERELE 10mg @1 H2 FEED2 BHiC
LA HEFEBEPITONTEY , REERCAEMECBWTEEICEITFED N0 &
ENTWE, Fi2, B0k 510N TARENAEE 1A 2R ThH o208,
RRNIZ BT, 1 B 1V EERE 2 1 A 2 BHR S &Ly PR RO R R T ST 5
ZEMECBWTIZE A EBES WS SN, 200845 HiZ1 B 1 EERESBMAGEENT
W,

18222 HBREMEBEHHMOAEIZOVT

BERGBAM ORI ST, BT 28A TORBORBEEEE LT, 20
BN G REFT AT o7,

ARG A OBERBR G, Avr T UEBEORRIZEREME (FGERHE S



A= T MR - 1.8 IRCE (R)

mg/H) 725 1B LAPICHER & (20~30mg/H) F THIR+ 5 ik CEM S, %550
A O MAIER A < o F ARED LARICEEFRORBENEG -T2, ThRDL, A~
I OMFERRENRAMIZ EF LA ICAEFRORBT LA iEENEE S 2 L AVR
I, 7 NET TEMINZE N AERE (MRZ90001-9403) TiL, 5 mg/H 5
Be b Bihh L C 1 IARMI%IC 5 mg &5 2 iEis HERFFE : 10mg/R) B shz, ©

LT, Yi%kBRLIRE, W2k D AD Z x5t & UTBGRREBR Tk, BRIARFD A ~ o F R
OfZEZS5mMg/HE L, Z0% 1M Z L2 5mg/H 3 Ml U CHERF = 20 mg/H &5
ZWHEIEI L0 i Sz, T ORER, & 1 FEERER (MRZ90001-9605 —HE HMH) T,
AEFRRORBIRIIA~ T UWBIERE L 7 7 B AR E CRIEFROETH -7,

WAL COREE I E 2. AFICB T DEERBRICB N TYH A~ F U OB b4 &
[E5mg/AE L, 1H#EMZEIZ5 mg/H 3 O#EFHE (10 mg/H XiX 20 mg/H) % THi®
LWHEE AR Lz, ZO/E, ENEE 2R BRICBW T, Wi oaE HRRBHET A
~ T UHEERERE (L0 mg/HEESULX 20 mg/HEE) &7 TR L TEITRD Lo T
HDOD, FEWED EWEORIERIIHRGRBEIIICHI L T\ Z L2k E 2. BE%
YIRS 2 EFRR LT 5720, A~ FUEME%2 5 mg/ A2 HBIRE L, M
AEF I 1EMI ST 5mg/ B8R 2 Wik 28H Lz,

1.8.22.3 #HEFREIZDOWT
W 1 ARRER (IE2101 —HERHY]) CTIIHEEHEORF 2 AL LT, A~ F
FEtEd 10mg/ HEEL 20 mg/ HEEL OV 7B R BEARRE LTz, RBROFER, A S\ T
LUTFOFENFLN TN D,

- LHEEIIIE H (2B L C. The severe impairment battery - Japanese version (SIB-J) (2 X
2RI REREAT Tl AR G- 24 % OFHIN THESERTE O Hiv, 77 BRI~
T20mg/ HEEN A BEIZE > Tz, L L, b 9 —>D Alzheimer’s disease cooperative
study - activities of daily living inventory Japanese version (ADCS ADL-J)) 2 X % H
TEENE ClE, #5- 24 T FFAM C A ELOGMEE NZHERNICA B2ITRD b o7z,

« BRI B T, Clinician’s interview-based impression of change plus Japanese version

(CIBIC plus-d) T & 2 iR ARIEREFHIIZ W T, &5 24 %N H &S
PEITBO RN T2b DO, BN & L TIT > THIRGRET V& A7 25T
fME s 2 38 U 72 it C B RURIEN RS BTz, 72 MMSE & FAST IZ8W\W T, #
5. 24 B % AN CHEISHERRD Hiv, 77 AR~ 20 mg/ HEEDR A REIZE -
TWie,
UbEY . ARPEOEDDITHESIGSIEDRFED biv, A~ F ERREOHETEH & (i
FFHE) 1320mg/HTH S Ll Lz,
55 1 ARRRER (IE3501) ~Tid, #M155 1 AREBR (IE2101 —HEEMMW) ORERIZES X,
A F AR D 20 gl HEE R OV T B R BE AR E Lz, dBROFER., Aoz >\ T
LUTFOmMAENRFLN TV,
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i,
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77 B AREESLT B, A~ F HERAE 10 mg/ B RE 308 51, [] 20 mg/ A B 521 451 T &

- AEFEGORBBRIL, 7T ERRET1.2%, A~ F SRR 10 mg/ H#E 76.3%, A
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AORBRIIHEGHM N R 2513 EFRBLEMEL | BIR L EXARMBEE 72 55
72 FRIIA LT, A~ F VRO 20 mg/ B £ 503, @Y 2R M £ X
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7. ERE

(1) ER GrEANCK T D)
AFA] 400 mg AIRABREIZBWT, AL, LR, e,
AR, Bk, BTSN D Db, 72, A%l 2,000
mg RAEE BT, BiE, EHRENEBER S 5 b
N, THENEE L EDORERD D,

(2) Wi
BB 53 B R RAY 22 P RFIE A S AU TR0,
WEEE L EZ ONDIERNLLNT-HAICIE. &5
ZHIE L, @YU sHERIESEZITO 2 &, B, JRD
et bz L v, DT NICHEEIMEE LTz L oWmE N H
Do

AFN D BRM Ko Ok B A SC
ELABEICRE L,

8. WA FoEE
KA « PTP A3 0 #ANT PTP > — R 22 HHELD H
LCHRAT A L FET S L, (PTP o — F DRERIC
K0 BB EIERE AT A L, B2 LE
B L THRBAXFEOREREREIHEL T HZ &0
WEINTVWD,)

H AR AE A SO [H E
RLADLYE] IZEoTz,

9. TOMDOIEE
7 v hOERAERGER (X~ T U 100 mg/kg
AR O 5. 20 mg/kg/ B LA L 14 B I ER O &5
1% 100 mg/kg/ H 14 HEHREEREE) 128V T, MR
K B2’ e OV IR B R B A kil B oD 22 g b ST SE 3
RO BT,

AFN O w7 BRE B A& B 8
LCEE LT,
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テキストボックス
＊：添付文書（案）は審査段階のものであり、
       最新の添付文書を参照すること。
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WY A HERESE R T S . B ROMMIck Yy,
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IRHT 2 X #ET 2L, PTPY— FOBABKIZEY,
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9. ZDNERE
5 v bOEHERGER (X< v F L YEREE100me/ kg AR
¥ 25mg/kg/HUL F14H BRASROH G- X13100mg/kg/H
14 H FIREPE 5 1B\ T IR KR - T OV IR R Rz B 1
HREH D 22 AL I HIEASTRD STz,
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1. MmeEEE

(1)E@EEs
TR A BYEC, A~ v F VRO 5. 102 020mg% 22 )R
BRI G Lz e &, @R (Cmax) & IUE RIS —
g ] T TR (AUC) 3% G- IR T ) LTl L 720 T2
P9 (t1/2) 1355.3~7130 [ TH 0. HH5HIC X 2 LIEA
SN ol

X2 F UIERRIBHERORSREO MEFRE DR

(ng/mL)
40 -

0o 2. 48 72 96 1% 144 168
PG (hr)
AT F UERIEERRORS I OEYBIEE/NT X —&
Tmax AUC
(hr) | (ng-hr/mL)
5.3+2.1| 4894+ 51.0
53+1.61091.7+172.7
6.0 £ 3.8 | 2497.6 £482.8

t1/2

(hr)
553+t 6.4
63.1+11.8
71.3+12.6
(mean =SD)

CmaX
(ng/mL)
6.86 £0.66

12.18+1.68
28.98 = 3.65

5mg | 6
10mg | 6
20mg | 6

(2) REHSY
TN NA < =B E S (10mg/H © 1161, 20mg/H : 1261)
EWRIC, AU F UEBRIE LA 1 E @R 5 meh SEG
L. 12125 med 2ol L10me X 1320me % ¥
&L C24MM SR G L & & A s 1345 5 4 5%
TRIEBIFEWHRBIELTBY), 2o M hiEE
10mg/ H#ECT648~698ng/mL. 20mg/H#CT1129~1278ng/mL
TH-o720

2.5 %

TINA < —RIZRRE BRI A~ v F HMEE 1 H1omg X
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L7=#iia 2 v 72E T, & FPOPOTRFENIZ VI &R
RENT, b MIFINEIZBVTCYPIA2, 2C9, 2E1, 3A4J% UN3A5
BFHEL Do T BEHEICET B IMAE AT (1 gmol /L)
T b MFI 70y =218 5 8PAS0MEME. =R F ¥ Rk @
% (EH) WG, 77 € V&6 €/ 4+ F 27+ — ¥ (FMO) ik,
7V a v B EER (UGT) il K O iR B 5% (SULT) 1674
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BE O HGBEAICE T B RE)
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SERCRREICFE L 72130 H O F) A Gk 21C- BERR K 5 mga
BG L7282 A, B R~ o RAfEPEESR 3% 520 H #
FTIZ832+11.7%TH Y, HP~ORMPFMEIZ 7 HE T TS
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AANTE I OIEHITH D . G T 3 2 RIS T,
AADt12DIEE & AUCOB AR BD 5N TW5D,
AT FUERIEIOMgE AR OB SO EREEREERE RV
BHEEEEHEICH T3 FHMmMEREEDHE

(ng/mL)
25
—— Ccr > 80 mL/min
—=—50 mL/min £ Cer £ 80 mL/min
% ——30 mL/min < Cer < 50 mL/min

—— 5 mL/min £ Cer < 30 mL/min

0 0 1 18 20 M0 %0 40 480
5B (hr)

AT F ARRIEIOMgE AR ORSH OB REREEE RV

BHEEEE HE TOEMBAE/ T X — 4

B ke 0 T Cer (M) | Cmax AUC ti/z CL/F CLr
(Cer) (mL/min) | (ng/mL) | (ng-hr/mL)|  (hr) (mL/min) | (mL/min)
.
(CIEI‘#;E_O) 6 91.1 1266214 1046+ 82 | 612+ 75 | 1330% 9.6/822%198
R
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S
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& piE 2
(?éi‘;r?g?)- 19.1 1583£0.62| 2437451 | 1243+210 | 586%11.3|285=122
(mean = SD)
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A2 v F UIEEE20mg/ HEED 2 2 7 2 b 0 #3453 58T
HO . WA ISR Bz (FFTHER 36861, p=00001.
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3)9 v MlEEA S 4 xo> ¥ F T AMEEO BB GU - 2
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1) Freudenthaler S, et al. : Br. J. Clin. Pharmacol. 1998;46 (6) :541-546
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10) Parsons CG, et al. : Neuropharmacol 1993;32(12) 11337 -1350

11) Frankiewicz T, et al. : Br. J. Pharmacol. 1996;117:689-697
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14) Misztal M, et al. : Behav. Pharmacol. 1995;6:550-561
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1.9 —MBMICERLIXE
1.9.1 JAN
-INN & UCER SN2 4 FRE KL JAN OJs 21T\, Rk 17 45 6 H 23 BT KB #%
EHHS 0623001 5 [EIKSO—MKAIAFRTOWNT (@A) | I XV @mIhi,
JAN :
(AARL) A~ TRt
(3£ 4) Memantine Hydrochloride

b4
(HAA4) 35-PAF N Y27 uaB3L131FH-1-A VT I —HHEEE
(¥ 4) 3,5-Dimethyltricyclo[3.3.1.1*"]dec-1-ylamine monohydrochloride

1.9.2 INN
memantine C recommend = #17- (WHO Chronicle, Vol.30, No.10 Suppl., 1976: r-INN: List16) ,
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(BF 1)

BEES . 16-1-Al

JAN (BA&4%) . —Bt=sx

J AN (3%4£) : Nitric Oxide
R L

HEEEE . 16-2-A1

JAN (B&F4L) 43 FT7=Fv
JAN (¥4)

: Imidafenacin
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(BIFE 2)

Bi5ES - 16-2-B2
JAN (BAEL) =117 AEEE
JAN (IE4L) : Ganirelix Acetate

- 2 H6—C0eH

BHES : 16-2-B3
JAN (BA4) T Frihrt MERE
JAN (Z&4) : Cinacalcet Hydrochloride

- HCI
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BEEE ;. 16-2-B4
JAN (B&4L) : 7.8 =7 b EIEKY
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HN Cl .
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BerES : 16-2-B5
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J AN (3E4) : Naratriptan Hydrochloride

HaG

10

=5

=]



A~ U F R 1.9 — RN FRCIR D SCE

FeFES . 16-3-BS§
JAN (AE4) ::Z7)A07vAXxh
JAN (@4£)  : Tafluprost

11



Supplement to WHOQ Chronicle,
1976, Vol. 30, No. 10

A F oM 1.9 — R TRICTAR A 0E

"International Nonproprietary
Names for Pharmaceutical

“Substances

In accordance with paragraph 7
of the Procedure for the Selec-
tion of Recommended Interna-
tional Nonproprietary Names for
Pharmaceutical Substances,® no-

tice is hereby given that the fol-
lowing are selected as recom-
mended international nonpropri-
etary names.

The inclusion of a name in the

lists of recommended internatio-
nal nonproprietary names does
not imply any recommendation
for the use of the substance in
medicine or pharmacy.

Recommended International Nonproprietary Names (Rec. INN): List 16 *

Recommended International
Nonproprietary Name (Latin, English)

Chemical Name or Description and Molecular Formula

acidum diprogulicum
diprogulic acid

acidum tizoprolicum
tizoprolic acid

actaplaninum
actaplanin

albendazolum
albendazole

almestronum
almestrone

alpertinum
alpertine

alrestatinum
alrestatin

amobarbitalum
amoebarbital

ancitabinum
ancitabine

anilopamum
anilopam

antrafeninum
antratenine

1 Of. Rec. Wid Hith Org., 1955, 60, 3 (Reso-
lution EBIS.R7); 1969, 173, 10 (Resolution
EB43.R5).

» Other lists of recommended international

2,3:4,6-di-O-isopropylidene-a-L-xpfa-hexulofuranosonic acid

C12H1807

2-propyl-5-thiazalecarboxylic acid
C7HaNOz8

glycopeptide antibiotic obtained from cultures of Actinoplanes strain ATCC
23342, or the same substance produced by any other means

methy! 5-(prapylthio)-2-benzimidazolecarbamate

C12H15Na02S

3-hydroxy-7 e-methylestra-1,3,5{10)-trien-17-one

C1aH2402

ethyl 5,6-dimethoxy-3-[2- (4-phenyl-1-piperazinyl)ethyllindole-2-carboxylate

C25H31Na04

1,3-dioxo-1H-benz [delisoquinoline-2{3/)-acetic acid

C14HsNOa

5-ethyl-5-isopentylbarbituric acid
C11H1eN202

{2R,3R,3a8,9aR)-2,3,3a,9a-tetrahydro-3-hydroxy-6-imina-64-furo-
[2'3"; 4,5]oxazalo[3,2-a]) pyrimidine-2-methanol

CoH11N304

(—9)-3-{p-aminophenethyl}-2,3,4,5-tetrahydro-8-methoxy-2-methyl-

1H4-3-benzazepine
C2o0H26N20

2-[4-(a,a,a-trifluaro-m-tolyl) -1-piperazinyl]ethyl M- {7-(trifluoromethyl}-4-

guinolyl]anthranilate
CaoH26FsN402

nonproprietary pamed can be found in Chrom,
Wid Hith Org., 1955, 8, LBS; WHO Chronicle,
1959, 13, 106, 463; 1962, 18, 101; 1965, 19, 165,
206, 249; 1966, 20, 42(; 1967, 21, 538; 1968,

12

22, 463; 1969, 23, 490; 1570, 24, 526; 1971, 25,
476 1972,26, 476; 1973, 27, 453; Supplements
to WHQ Chromele, 1974, Yol. 28, No. 10; 1975,
Vol. 29, No. 10,



Recommended International
Nonproprietary Name (Latin, English})

A F oM 1.9 — R TRICTAR A 0E

Chemical Name or Description and Molecular Formula

arbaprostilum
arbaprostil

auranofinum
auranofin

azabuperonum
azabuperone

azosemidum
azosemide

beclobratum
beclohrate

befuralinum
befuraline

benoxaprofenum
benoxaprofen

bezafibratum
bezafibrate

bisorcicum
bisorcic

bitolterolum
bltolterol

bornaprinum
bornaprine

bromisovalum
bromisoval

bucainidum
bucainide

bucumolclum
bucumolol

butamisolum
butamisole
butoctamidum

butoctamide

cafaminolum
cafaminol

calcii clofibras
calcium clofibrate

carbacholum
carbachol

carbacisteinum
carbocisteine

cargutocinum
cargutecin

carprofenum
carprofen

2

(£.Z)-(1R,2R,3R)-7- [3-hydroxy-2-[{3A) -(3-hydroxy-3-methyl-1-octenyl) ]-
5-oxocyclopentyl]-5-heptenoic acid
C21H240s

(1-thio-p-D-glucopyranosato) (triethylphosphine) gold
2,3,4,6-tetraacetate
Cz20H34sAuQsPS

4’-fluoro-4-(hexahydropyrrolo [1,2-a]pyrazin-2{1/)-yl)butyrophenone
C17H23FN20

2.chloro-5-(1H-tetrazol-5-yl}-N4-2-thenylsulfanilamide
C12H11CINsQO252

ethyl (4=)-2-[[a-(p-chlarophenyl}-p-tolylJoxy3i-2-methylbutyrate
C20H2aCl03

1-(2-benzofuranylcarbonyl}-4-benzylpiperazine
Cz20H20N202

2-(p-chiorophenyl) -a-methyl-5-benzoxazoleacetic acid
C1sH12CINO2

2-{p-[2-(p-chlorobenzamido)ethyl] phenoxy] -2-methylprapionic acid
C1sH20CINO4

N2, NE-diacetyl-L-ornithine
CaH16N204

4-[2-(tert-butylamino)-1-hydroxyethyl]-o-phenylene di-p-toluate
C28H3a1NOs

3-{diethylamino) propyl 2-phenyl-2-norbornanecarboxylate
Cz21Hz1NG2

2-broma-3-mehylbutyrylurea
CsH11BrN202

1-hexyl-4- (N-isobutylbenzimidoyl) piperazine
CziHasNa

8- [3-(tert-butylamino)-2-hydraxypropoxy]-5-methylcoumarin
Ci17H23NO«

(—)-2-methyl-3"-(2,3,5,6-tetrahydroimidazo [2,1 -5 ] thiazol-6-yl) -
propionanilide
CisH1aN3OS

N-(2-ethylhexyl) -3-hydraxybutyramide
CizH25N Q02

8- [{2-hydroxyethyl) methylaminc]caffeine
C11H17NsOs

calcium 2-(p-chlorophenoxy)-2-methylpropionate
C20H20CaCl20s or (C1oH10Cl03)2Ca

choline chloride carbamate
CeH15CIN202

3-[(carboxymethyl)thiolalanine
CsHaNO4S

1-butyric acid-6-{L-2-aminobutyric acid)-7-glycineoxytocin
CazHesN11012

{)-8-chloro-a-methylcarbazole-2-acetic acid
C15H12CINO2

13



Recommended lnternational .
Nonproprietary Name (Latin, English)

A F oM 1.9 — R TRICTAR A 0E

Chemical Name or Description and Molecular Formula

cefoxazolum
celoxazole

cefrotijum
cefrotil

ceftezolum
ceftezole

cefuroximum
cefuroxime

celiprololum
celiprolol

ciapilomum
ciapilome

ciclazindolum
ciclazindol

cimepanolum
cimepanol

cinprazolum
cinprazole

clodanolenum
clodanalene

clovoxaminum
clovoxamine

dantronum
dantron

detajmii bitartras
detajmium bitartrate

dezacinum
dezocine

dienestrolum
dienestrol

diproxadolum
diproxadol

doxaprostum
doxaprost

estradioll valeras
estradiol valerate

estrapronicatum
estrapronicate

etoforminum
etoformin

(6R,7R)-7-[3-(o-chlorophenyl)-5-methyl-4-isoxazolecarboxamido]-
3-(hydroxymethyl) -8-ox0-5-thia-1-azabicyclo[4.2.0}oct-2-ene-2-
carbaxylic acid acetate {ester)

C21H1aCIN3078

(BR,7R)-3-methyl-8-oxa-7-[2- [p-(1,4,5,6-tetrahydro-2-pyrimidinyl) phenyl]-
acetamido])-5-thia-1-~azabicyclo [4.2.0]oct-2-ene-2-carboxylic acid
Ca0H22N404S

(6R,7R)-8-0ox0-7-[2-(1H-tetrazol-1-yl)acetamido}-3- [{1.,3,4-thiadiazol-
2-yithio)methyl]-5-thia-1-azabicyclo [4.2.0]oct-2-ene-2-carboxylic acid
C1aH12NsQ4Sa

(BR,7R)-7-[2-(2-furyl)glyoxylamido]-3-(hydroxymethyl}-8-oxo-5-thia-
1-azabicyclo[4.2.0] oct-2-ene-2Z-carboxylic acid (Z)-mono{O-methyloxime)
carbamate (ester)

C1eH1eNa0eS

3- [3-acetyl-4- [3-{tert-butylamino)-2-hydroxypropoxy]phenyl]-1,1-
diethylurea
C20HaaNa0-

N-(B-cyana-4-oxo-1(4H)-pyrimidinyl)acetamide
C7H&N4O2

10- (m-chlorophenyl)-2,3,4,10-tetrahydropyrinude[1,2-2]indol-10-ol
Ct7H15CIN20

e-isopropylcyclohexanemethanol
Ci1oH200

3-[2- [{4-cinnamyl-1-piperazinyl) methyl ] benzimidazaol-1-yl] propiophencne
CaoHazN4Q

1-[[5-(3,4-dichlorophenyl) furfurylidene]amino Jhydantain
C14HaClzN30s

4’-chloro-5-methoxyvaleraphenone (£)-0-(2-aminaethyl)oxime
C1aH21CIN202

1,8-dihydroxyanthraquincne
C14Hs0a4a

4- [3- (diethylamino)-2-hydroxypropyl]ajmalinium hydrogen tartrate
monochydrate
Ca1Ha7Nz20s, H20

(—)-13B-amino-5,6,7,8,9,10,114,12-octahydro-5a-methyl-5,11-
methanobenzocyclodecen-3-ol
CisH23NO

4,4°-(diethylidene-ethylene)diphenol
C1aH1802

6-chloro-4-(2,3-dihydroxypropyl) -2-methyl-2H-1,4-benzoxazin-3(44)-one
C12H14CINO4
(1R*2R*)-2-[(F)-3-hydroxy-3-methyl-1-octenyl]-5-oxocyclopentanehep-
tanoic acid

C21H3eQ04

estra-1,3,5(10) -triene-3,178-diol 17-valerate
C23H3203

estradiol 17-nicotinate 3-propianate
C27H31NQ4

1-butyl-2-ethylbiguanide
CeHisNs
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Recommended International )
Nonproprietary Name (Latin, English}

A F oM 1.9 — R TRICTAR A 0E

Chemical Name or Description and Molecular Formula

setoposidum
etoposide

fendosalum
tendosal

floxacrinum
floxacrine

flubendazolum
flubendazole

flubepridum
fiubepride

flumequinum
flumequine

fluoxetinum
tluoxetine

flupimazinum
flupimazine

fiupirtinum
flupirtine

fluspiperonum
fluspiperone

fluvoxaminum
fluvoxamine

fosfonetum natricum
fosfonet sodium

frentizolum
frentizole

gabexatum
gabexate

gemcadiclum
gemcadial

gemfibrozilum
gemfibrozil

glaziovinum
glaziovine

guanclefinum
guanclofine

ibuproxamum
ibuproxam

imafenum
imafen

improsulfanum
improsulfan

ipragratinum
ipragratine

4

4'-demethylepipodophylliotoxin 9-(4,6-0O-ethylidene-5-D-glucapyranoside)
Cz23Ha2013

5-(4,5-dihydro-2-phenyl-34-benz[e]indol-3-yl)salicylic acid
C2sH1aNOQOa

7-chloro-3,4-dihydro-10-hydroxy-3-{a,a,a-trifluoro-p-tolyi)-1,9(2+)-
acridandione
C20H13CIFaNOa

methyl 5-(p-fluorobenzaoyl}-2-benzimidazolecarbamate
CisH12FNaD2

N-[[1-(p-tluorobenzyl}-2-pyrrolidinyl}methyl] -5-sulfamayl-o-anisamide
C20H24FN304S

9-fluoro-6,7-dihydra-5-methyl-1-oxo0-1H,5H-benzo [§]quinolizine-2-
carboxylic acid
C14H12FNQO3

(&)-N-methyl-3-phenyl-3-[(z,q,e-trifluoro-p-tolyl}oxy]propylamine
Ci7HaFaNO

2-[[1-[3- [2-(trifluaromethyl)phencthiazin-10-yl] propyt] -4 -piperidyl} oxy]-
ethanol
C2aH27FaN2028

ethyl 2-amino-6-[{p-fluorobenzyl)amino]-3-pyridinecarbamate
CisH17FN4Q2

8-[3-(p-fluorcbenzoyl) propyl1-1-(p-fluorophenyl)-1,3,8-triazaspiro [4,5]-
decan-4-one
Ca3H25F2N302

5-methoxy-4'- (trifluoromethyl)valerophenone (£)-0-(2-aminoethy!}oxime
CisH21FaN202

phosphonoacetic acid disodium salt monohydrate
CzHaNaz20sP - Hz0

1-(6-methoxy-2-benzothiazoly!) -3-phenylurea
CisH1aN30:S

ethyl p-hydroxybenzoate 6-guanidinohexanoate
C1sH23Na0a

2,2,9,9-tetramethyl-1,10-decanediol
C1aH3002

2.2-dimethyl-5-(2,6-xylyloxy)valeric acid
C1sH2203

{L)—glaziovine
CisH1sNOs3

{2-(2.6-dichloroanilino)ethyl]guanidine
CsH12Clz2Na

p-isobutylhydratropohydroxamic acid
CiaHisNO2

2,3,5,6-tetrahydro-5-phenyl-1 4-imidazo[1,2-a]imidazole
Ci1H1aNa

3,3"-iminodi-1-propancl dimethanesulfonate (ester)
CeH1aNOsS2

9-isopropylgranatoline {—)-tropate (ester)
CzcH2aNO3
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Nonproprietary Name (Latin, English)
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Chemical Name or Descriptian and Molecular Formula

iproxaminum
iproxamine

iquindaminum
iquindamine
isonixinum
isonixin
ketazocinum
ketazocine

ketotifenum
ketotifen

labetalolum
labetalol

lofepraminum
|lofepramine

lonazolacum
lonazolac

lorajminum
iorajmine

meglitinidum
meglitinide

metperonum
melperone

memantinum
memantine

mepartricinum
mepartricin

mepitiostanum
mepitiostane

mesocarbum
mesocarb

metapraminum
metapramine

methocidinum
methocidin

methylbenactyzii bromidum
methylbenactyzium bromide

metioxatum
metioxate

metirosinum
metirosine

mezlocillinum
mezlocillin

§- [2-{dimethylamino)ethaxy]carvacryl isopropyl catbonate
CiaH2oNO«

1-f [2-(diethylamino)ethyl]amino]-3,4-dihydroisoquinoline
CisHzaNa

2-hydroxy-2’,6’-nicotinoxylidide
Cr14H14N202

(2R*,65*,115*)-3-(cyclopropylmethyl) -3.4,5,6-tetrahydro-8-hydroxy-6,11-
dimethyl-2.6-methano-3-benzazocin-1(24)-one
C1sH23NQO2

4 9-dihydro-4-(1 -methyl-4-piperidylidene)-10+-benzo [4,5]-
cyclohepta[1,2-4]thiophen-10-one
C1sH1sNOS

5-[1-hydroxy-2-[(1 -methyl-S-phenylpropyl)amino]ethyljsallcvlamlde
Ci9H24N=203

4"-chloro-2- [[3-{10,11 -dihydro-5H-dibenz [b.f]azepin-5-
y!)propyl]methylaminojacetephenone
C25H27CINzO

3-(p-chlorophenyl}-1 -phenylpyrazole-4-acetic acid
C17H1aCIN202

ajmaline 17- (chloroacetate)
C22H27CIN203

p-[2- (5-chlioro-o-anisamido)ethyl]benzoic acid
C17H18CINO4

4" fluoro-4-{4-methylpiperidino) butyrophenane
C1sH22FNO

3,5-dimethyl-1-adamantanamine
Ci2H21N

a methyl ester of partricin, an antibiotic obtained from cultures of Streptomyces

aureofaciens or produced by any other means

cyclopentanone 20,3a-epithio-5a-androstan-17p-yl methyl acetal
Cz25H40025

3-{a-methylphenethyl}-N-(phenylcarba moyl}sydnone imine
CieH1sNaO2

10.11-dihydro-5-methyl-10- (methylamino) -5H-dibenz [b.flazepine
CisHiaN2

hydroxymethylgramicidin

diethyl(?_-hvdroxyethyl}methylammonium bromide benzilate
C21H2sBrNO3

2-{4-methylpiperidino) ethyl 5-ethy1-2,3,6,9-tetrahydro-3-methy|-2,9-
dioxothiazolo [6,4-f1quincline-8-carboxylate
C22H27N304S

(—)-a-methyl-L-tyrosine
C1ioH1aNO3

(25,5R,6R)-3,3-dimethyl-6- [{R)-2- [3-(methylsulfonyl)-2-0xo-1 -
imidazolidinecarboxamido] -2-phenylacetamidc]-7-oxo-4-thia-1 -azabi-
cyclo[3.2.0]heptane-2-carboxylic acid

Cz21H25Ns0s52

16



Recommended International
Nonpraoprietary Name {Latin, English)

A F oM 1.9 — R TRICTAR A 0E

Chermical Name ar Description and Molecufar Formula

mafoximum
mofoxime

moperonum
moperone

narasinum
narasin

nexeridinum
nexeridine

nibroxanum
nibroxane

nicofuranosum
nicofuranose

nifuralidum
nifuralide

nimidanum
nimidans

nisoxetinum
nisoxetine

nosiheptidum
nosiheptide

nuclotixenum
nuclotixene

octazamidum
octazamide

octoxinolum
octoxinol

oxaceprolum
axaceprol

oxfendazolum
oxfendazole

phenylephrinum
phenylephrine

picafibratum
picafibrate

piflutixolum
piflutixol

4-[(p-acetylphenoxy)acetyllmorpholine p-oxime
C1aH1eNz204

4'-fluoro-4- (4-hydroxy-4-p-tolylpiperidino)butyrophenone
C22H26FNO2

g-ethyl-6- [5-[2- (5-ethyltetrahydro-5-hydroxy-6-methyl-24-pyran-2-yi) -
15-hydroxy-2,10,12-trimethyl-1,6,B-trioxadispiro [4.1.5.3]pentadec-
13-en-9-yi1-2-hydroxy-1,3-dimethyl-4-oxoheptyl Jtetrahydro-3,5-
dimethyl-2H-pyran-2-acetic acid

Ca3aH72011

1- [2-{dimethylamino)-1-methylethyl]-2-phenylcyclohexano! acetate (ester)
C1sH2sNOz2

5-bromo-2-methyl-5-nitro-m-dioxane
CsHeBrNQOa4

p-fructofuranose 1,3,4,6-tetranicotinate
CacH24N40ho

2-{allylamino) -4-thiazolecarboxylic acid [3-{5-nitro-2-fu ryl)allylidene] -
hydrazide
C14H13Ns04S

cyclic methylene (4-chloro-o-tolyl)dithioimidocarbonate
CaHaCINS2

(+)-3- (o-methoxyphenoxy)-A-methyl-3-phenylpropylamine
C17H2:NO2z

an antibiotic obtained from cultures of Streptomyces actuosus 40037, or
the same substance produced by any other means. The antibiotic contains
a peptide part.

CsaH4aN130+:3Se

3-[(2-chlorothioxanthen-9-ylidene) methyljquinuclidine
C21H20CINS

5-benzoylhexahydro-14-furo[3.4-c]pyrrole
CiaHisNQO2

a-[p-(1,1,3,3-tetramethylbutyl) phenyl]-w- hydroxypoly (oxyethylene)
general formula:

gy G
H3C-EZ-CH:-?-@—(O-CH;-CH;—)nOH
CHy CH3

Each octoxinol name is followed by a number indicating the approximate
number of oxyethylene groups present e.g. octoxinol 8 and 10, and the individual
chemical names may contain a specific numerical syliable for the same purpose.

(—)-1-acetyl-4-hydroxy-L-proline
C7H11NDO+4

methyl 5- (phenylsulfinyl) -2-benzimidazolecarbamate
CisH13Nz03S

(—) -m-hydroxy- a-{methylaminomethyl)benzyl alcohol
CsH13NO2

2-{p-chlorophenoxy)-2-methylpropionic acid ester with
N-(2-hydroxyethyl) nicotinamide
C1gH13CIN204

1-[3-[6-fluorc-2-{trifluoromethyf)thioxa nthen-9-ylidene]propyll-4-

piperidineethanol
C24H2s5F4NOS
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pifoximum
pifoxime

pirbenicillinum
pirbenicillin

pivoxazepamum
pivoxazepam

pleuromulinum
pleuromuhin

praziquartelum
praziquantel

proglumetacinum
proglumetacin

propisergidum
propisergide

quinocidum
quinocide

rotamicillinum
rotamicillin

securininum
securinine

sepazonii chloridum
sepazonium chloride

serfibratum
serfibrate

stevaladilum
stevaladil

sulmarinum
sulmarin

supidimidum
supidimide
suprofenum
suprofen

tameticillinum
tameticiilin

teniposidum
teniposide

1-[(p-acetylphenoxy)acetyl]piperidine p-oxime
CisH20N20a3

(28,5R.6R)-6-[(A)-2-[2-(isonicotinimidoylamino)acetamido]-2-
phenylacetamido]-3,3-dimethyl-7-oxo-4-thia-1-azabicyclo[3.2.0]-
heptane-2-carboxylic acid

C24Hz6N6s0sS

7-chlore-1,3-dihydro-3-hydroxy-5-phenyl-2H-1,4- benzadiazepin-2-one
pivalate (ester}
C20H19CIN203

glycolic acid 8-ester with octahydro-56,8-dihydroxy-4,6,9,10-tetramethyl-
6-viny|-33,9—prupan0-3aH-cyclopentacvcloocten-‘l {4H)-one
C22H340s

2- (cyclohexylcarbonyl}-1,2,3,6,7,11 b-hexahydro-4H-pyrazino[2,1-a]-
1saquinolin-4-one
C1gHz4N202

3-[4-(2-hydraxyethyl)-1 -piperazinyiJpropyl DL-4-benzamido-

N, NV-dipropylglutaramate 1- (p-chlorobenzoyl)-5-methoxy-2-methylindole-
3-acetate {ester)

CasHssCINsOs

9,10-didehydra-N-[(S)-2-hydroxy-1 -methylethyi)-1,6-dimethylergoline-
88-carboxamide
C20H25N302

8-[(4-aminopentyl)amino] -6-methoxyquinoline
Ci1sHz1NsO

{25.5R,6R) -3,3-dimethyl-7-oxo0-6-[{&)-2-phenyl-2-[2- [p-(1.4,5,6-
tetrahydro-2- pynmidinyl) phenyl} acetamido]acetamido]-4-thia-1-
azabicyclo[3 2.0]heptane-2-carboxylic acid

Cz2eH31NsOsS

(65.11aR,11bS)-9.10,11,11 a-tetrahydro-84-6,11b-methanofuro[2,3-c]-
pyrido[1,2-alazepin-2({6+)-one
C13aHi1sNQOz

1-{2,4-dichtoro-B- [(2,4-dichlora benzyl)oxy]phenethyl]-3-phenethylimida-
zolium chlonde
C26H23ClsN20

2-acetamido-4-mercaptobutyric acid 2- (p-chlorophenoxy)-2-methyl-
propionate (ester)
C1sH20CINOsS

3ﬁ-(dimethy|am|n0)—5u-pregnane—1 8,20a-diol diacetate {ester)
Ca27HasNO«

6,7 -dihydroxy-4-methylcoumarin bis (hydrogensulfate)
CrcHa01082

2-(2-ox0-3-piperidyl)-1,2-benzisothiazolin-3-cne 1,1-dioxide
CizH12N204+S

p-2-thenoylhydratropic acid
C1aH12038

2-(diethylaminolethyl {25,5R,6R)-6- {2,6-dimethoxybenzamido)-
3,3-dimethyl-7-oxo-4-thia-1-azabicyclo[3.2.0]hepta ne-2-carboxylate
C2aHa3iN30sS

4’.gdemethylepipodophyllotoxin 9- (4.6-0-2-thenylidene-B-D-glucopyranoside)

C3zH320138
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terbutibrolum p-[3-{p-tert-butylphenoxy)-2-hydroxypropoxy}benzaic acid
terbufibrol CzoH240s
ternidazoium 2-methyl-5-nitroimidazole-1-prepanol
ternidazole C7H11Na0a
tiamulinum [[2-(diethylamino)ethyl]thio]acetic acid B-ester with octahydro-5,B-
tiamulin dihydroxy-4,6,9,10-tetramethyl-6-vinyl-3a,9-propano-3aH-cyclo-
pentacycloocten-1(4H)-one
C2aHa7NQ4S
ticlopidinum 5-(o-chlorobenzyl)-4,5,6,7-tetrahydrothieno [3,2-¢]pyridine
ticlopidine C14H14CINS
tiflorexum (+)-N-ethyl-a-methyl-m- [(trifluoromethyl)thio]phenethylamine
tiflorex Ci2H1eFaNS
timoprazolum 2-[{2-pyridylmethyl)sulfinyl]benzimidazole
timoprazole C13aH11N30S
tioxacinum 6-ethyl-2,3,6,9-tetrahydro-3-methyl-2,9-dioxothiazolo [5,4-f]quinoline-B-
tioxacin carboxylic acid
C1aH12N204S
tiquinamidum 5,6,7,8-tetrahydre-3- (methylthio}-B-quinclinecarboxamide
tiguinamide C11H14N2S
tisopurinum 1H-pyrazolo [3,4-d] pyrimidine-4-thiol
tisopuring CsHaNaS
tizolemidum 2-chlora-5- [4-hydroxy-3-methyl-2- (methylimino)-4-thiazolidinyt]-
tizolemide benzenesulfanamide
C11H14CINaQaS2
tofetridinum (-—)-1,2,3,4,4a,5,6,10b-octahydra-9-methoxy-10b-methylphenanthridine
tofetridine CisH21NO
tarasemidum 1-isopropyl-3- [ (4-m-toluidino-3-pyridyl)sulfonyl]urea
torasemide C16H20N403S
tosifenum {(—)-1-(a-methylphenethyl)-3-(p-tolylsulfonyi)urea
tosifen Ci7H20N203S
trebenzominum (2)-N.N.2-trimethyl-3-chromanamine, racemate |
trebenzomine CizH12NO
trifezolacum 1,3,.5-triphenylpyrazale-4-acetic acid
trifezolac C23sH1aN202
vindesinum 3-carbamoyl-4-deacetyl-3-de(methoxycarbonyl) vincaleukobiastine
vindesine Ca3aHssNsO7
vinpalinum 2-hydroxypropyt 14-deoxyvincaminate
vinpoline Cz3sHaoN203
8
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AMENDMENTS
TO PREVIOUS LISTS

A F oM 1.9 — R TRICTAR A 0E

Vol. 13, No. 12

Recommended International Nonproprietary Names (Rec. INN): List 3

p. 468 delete the following entries

macregoli lauras 600
macrogol laurate 600

macrogoli aleas 600
macrogal oleate 600

macragoli stearas 600
macrogol stearate 600

insert

macrogoli ester
macrogol ester

macrogoli stearas 1000
macrogo! stearate 1000

monoester derived from a polyethylene glycol and a fatty acid of general formula
H-(OCH2CH2)-00CR

Contains small amounts of the corresponding diester and unesterified glycol.

Each macrogo!l ester name is followed by a number corresponding approximately

to the average molecular weight of the polyethylene glycol portion. e.g. macrogol

laurate 600, macrogo! cleate 600, macrogaol stearate 400, 800, 1000 and 2000.

Vol. 16, No. 3

Recommended International Nonproprietary Names (Rec. INN): List 4

p. 109 delete the following entry

poloxaltkelum
poloxalkol

Vol. 21, No. 12

Recommended International Nonproprietary Names (Rec. INN): List 7

p. 541/2 delete the following entries
dextranum 40
daxtran 40

dextranum 45
dextran 45

dextranum 75
dextran 75

insert

dextranum
dextran

dextranum 110
dextran 110

dextranum 150
dextran 150

polyanhydroglucose praduced by the action of Lewcenostoc mesenteroides
on sucrose and subsequent controfled hydrolysis and fractionation of the
high molecutar weight dextran thus formed, or the same substance obtained
by any other means. The weight-average molecular weight is referred to by
a specifying number: e.g. dextran 40, 45, 70, 110, 1580. The number multiplied
by 1,000 corresponds to the approximate weight-average molecular weight,
e.g. dextran 40 has a weight-average molecular weight of about 40,000.

9
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Vol, 22, No. 10

Recommended International Nonproprietary Names (Rec. INN): List 8§

p. 467 delete the following entries

nonoxinoclum 4
nenoxinol 4

nonoxinolum 9
nonoxinol 9

insert

nonoxinolum
nonoxinol

nonoxinolum 15
nanoxinol 15

nonoxinolum 30
nonoxinol 30

a-{p-nonylphenyl)-w-hydroxypoly (oxyethylene)
General formula:

HaC-(CHz)e~{ % (0-CH2-CHz-)s0OH

Each nonoxinol name is followed by a number indicating the approximate
number of oxyethylene groups present, e.g. nonoxinol 4, 9, 15, and 30, and the
individual chemical names may contain a specific numerical syllable for the
same purpose,

Vol. 26, No. 10

Recommended International Nooproprietary Names (Rec. INN): List 12

p. 481 delete the following entries

poloxamerum 331
peloxamer 331

insert

poloxamerum
poloxamer

poloxamerum 407
poloxamer 407

a-hydro- w-hydroxypoly (oxyethylene) poly{axypropylene)poly (oxyethylene)
block copolymer.

General formula H-(OCH:CHz)a(OfIJHCHz)b(OCHzCHz)c-OH

CHs

Each poloxamer name is followed by a number, e.g., poloxamer 188, 321.
407 etc. The first two digits multiphed by 100 correspond to the app
imate average molecular weight of the poly(oxypropylene) portion; the ti.
digit multiplied by 10 comresponds to the percentage hy weight of the
poly(oxyethylene) portion.

Supplement to Vol. 29, No. 10

Recommended International Nonproprietary Names (Rec. INN): List 15

P.

10

11

ceruletidum
ceruletide

replace chemical name by the following :

5-oxo-L-prolyl-L-glutaminyl- L-aspartyl-L-tyrosyl-L-threonylglycyl- L-
tryptophyi-L-methionyl-L-aspartyl-L-phenylalaninamide 4-(hydrogen sulfate)
(ester)
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