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[ B9 ] SERES : Donepezil Hydrochlor ide- - 5ing

[ B TEEEE ] Corn Starch » Hydrowyprapy! Cefiubase ~ Hydroxyprapyl Methylcellulose + Lactose « Talc +
[ ?ﬁﬁz ] Magneasium Stearate - Microcrystalline Cellulase - Polyethylene Glycol ~ Titanium Dioxide
p

NOMI-NOX (donepezil hydrochloride) B 7 EERFRESETNEMHMEIR + (BB (+)-2,3-
dihydro-5,6-dimethexy-2-[[1- (pheny1-methy B -4-piperidinyImethy 1] -1H- inden-1~
one hydrochloride - EEBREEHdonepez 11 hydrochlorideRE2020 » EOFAR
CaaHzaNGsHCT + 43 F 8 415. 96 - Donepezil hydrochloride ROSBBEF « BRBR
chloroform+ Ej?é‘ﬁ‘:‘m&mﬁ“@ ﬁﬁ%ﬁﬁ?@%&acetnmtrﬂe AHEGlethyl acetatefn-

nexane
B e OO
CHz N=—CHz + Rel
CHO
| ROREEIEE ] (mormid)
EHRANEIRERADEBHEI AR - 5—BHIR SRR ESETY BN -
Donepezil hydrochloride ol S yEiN Il BERE R EEREMNERIFA - IBMCBREREE B

TR R IIEE - B e ol B - WRILIERIHIE iR - B on Bl E b+
BRIESTEZEREWITESD - donepezi | 2 RO RSB - 15 BB Rdonepezil
ERELNTREERNRE -

[ ERER BB )

EEEhE RS ERE

LHBR R RBRNS  ENERRCE - 95 - SN RoBRIRERCEE
NONT-NOX ;B FREEE R chE MU aR e BN - (TERSEETRE - IEFBNINCDSROSH TTI-R - (5
SRR ERBERS Mini-Mental State Examination 2 10B =26 » [REREEFADER]
2 - SAXERBZABEENII00-045 - F735 » MO2HRZTM « IBEDEY - 95%S

Mean baseline values for efficacy measures(ITT) {Studies A2051017,A001-315,J081-231 and peoled data from all three studies)

Stuedy identifier Totals
~(Donepezil Hydrochtoride &#&)) T e A2501017PBO DONWAOM-MS - S J081-231
DON 10m mg PBO DON 10m PBO
(n-1‘!1)EI (n=107) {n=167) {n=157) Bmg (n=96) | 10mg (n=82) {n=102) (n-370)g {n=366)
—~ siB .n 108 107 168 155 95 92 101 367 353
FANOMI-NOX Smo#E10mg » FRTRIMIAA.S RN TIEERGFR0. 580,395 - KERAR : Mean(8D) 54.4(23.8) 56.5(24.1) 64.6(22.8) 65.2(24.5) 62.5(23.2) 55.7{25.5) 67.0{23.0 5%.6(24.2) 63.1(24.3)
SERE - ERMERRCHNERAERILEE - MMSE N 111 107 167 157 98 92 102 370 366
: Mean{3D0) 6.0(3.0) 6.3(3.1} 7.5(3.3) 7.5(3.5) 7.9(3.4) 7.4{3.4) 8.0(3.3) 7.0(3.3) 7.3(3.4)
R atilitd “ADCS-ADL. n 109 107 151 140 98 90 102 350 349
—g§@+ﬁ@2;ﬁ§ RESREEBSE - A+ TES0S R RS —E B HNOMI-NOX severe Mean(SD} 14%3.2) 14.100(3.5} 27%{5131.9; 27.::53.3) 26.6{11.8) 24.5(12.0} 26.4{11.5) 22.2&122,4) 23.2(5113.:1)
Emo 10mg » RE=BEEIUEEREY - IR=HECHE - SBBELBIEBHRMEE Bl
B itLRsAcmias - BEZAEHI0m - NPI .Mearll(SD) 19.0{15.2) 19.6{15.8} 22.5(20.6} 22.1(19.8} - - i 21.09(38.6) 21.?(0128.2)
L . BEHAVE-AD  pr ety 5a(74 5.905.9) E2(8.1) 5958 E26.1]
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"%:“25‘4::9 , ] Clnlat §?§ Grangs InADAS c0g KREERNJ=ZEREEEHESRESBRIABER - ETRRURRBRINEEZFTFBISE (Severe Impairment Battery or Mini-Mental State Examination) - AR DA ARMEIR
J§ g i 2 g ;‘:;. T HFEBRER - RASO2EBENRFEEE - RERHNBITRED - KEA2501017 RAM01-3152Neuropsych iatr ic InventoryFISL5 J081-231 2 BEHAVE-AD -
—— A Mty g .
A R RN ""5"'!'545 — LI % 57"; Eita
: ::f@m} X !7 Change fram Basallna
A A e g TH BE AAS-coudBEBIMERASAL Study identifier Totale
. Cump\elsdlha Study Wera:Placebe 93%. Smgiday 90% and 10 ma/day BZ%J A2501 017 A001'315 J081'231
HADAS-cog Bl e DON
EISRT T DBE - BRI RSN - B le - B0 DON 10mg PeO DON 10mg PBO Smia Tomg PBO DON 10mg PBO
NOMI-HOX Smg B2 10me < R A 22 AR EE Y + ADAS-cog2LF 98 BliR2.783.0 N 109 107 166 155 95 92 101 367 363
A HERBMEBES - SHRE O AEESN RS ANEAL RSB « S - Baseline, mean(SD) 54.4(23.8) 56.5(24.1) B4.6(22.5) 65.7{24.5) §2.5(23.2) 56.7(25.5) 67.0(23.0) 58.6{24.2) 63.1(2¢.3)
PR R ER TGRS - End point, mean(3D} 57.5(26.8) 54.2{26.6} 65.0(25.8) 60.5(27.6) 64.9(23.2) 51.8(25.8) 62.5(25.2) 52.1{26.2) £9.2(26.8)
Change, LS mean(SE) 3.4(1.5) -2.2{1.5 0. 2(1 0 -5.1(1.0} -4.2(1.0) 2.5(0.9) -3.7(0.9)
FREIADAS-COn DB - F - BT P-Y?I,lfvs glarcefnf“. 0.0076 0001 < DU(}%
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[RDBLBERERHADE (ual outcome assessment strategy) ZREUENOMI-NOXZBEH -
FERDIRNENEE - MOREREREE S BAMEEEMA (cognitive subscale of
the Alzheimer's Disease Assessment ScaTe, ADAS-cog) JREFME - ADAS-COOFERBED
RIZ - SEZEROEMERINERZY - ADAS-cos A RBAONERE - 2B -7
[ - T - #E - EEERITRBIL - ADAS-coust DEIBR0-/05  DHAE - RAME
ez EREFEADETERE - 015 - A0 - SEEBE2EA - DEESHDEE
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SREMIME  ADAS-cogPiER265 - BENRI-61AZH - sTEEABZEEETE
FEEEASE RS - K longitudinal studyiS R BT o BEADAS-coTIBE-127 » BBIEAR .
RENBRELRE « DERAEERED « ADAS-coo 2 WRETT 8 » BLEEH/ -

NOMI-NOXEESRCR » ZRIBERBSFANRR2-43 -
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ROV ERIE (C1inician’s Interview Based Impression of Change that recuired
the use of caregiver information, the CIBIC plus) - CIBIC plusE&E—TH «» B4
ADAS-coufERSET R - BEETRRYR BRI RAFEANCIBIC plusik  BBZRE
SELRBMRE » BERERCIBIC plus:2iBE - IR BIRAREESE - B EEERIRR
FECZCIBIC plus W iSSRERELLE - NOMI-NOXEB DA CIBIC plusREE/e IR
ARAGEHBNIEIIETIEE « 28I - B - TREOREEED  RRSEES
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E=. ZTEBHECIBIC plusH B2 WREL
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=L R BIR R — - 0UEE - —HRACIBIC plusHBBRELAGE - 36K

BESERTEERREY  MERENN-NUBET R
NOMI-NOX R R BRaUAE - BRREERGN AR - MENERPHEZEE - B=+H

R TRBEEEE - NoHI-NOX 2 B B HE -

BARRE=HRBMER - ADAS-cog REMATHENRT RO - WXWBHTT - W=
TEHRIAE - BEEESER BERE TH7SHAMNEEL) RRBEY - BERA
SRR ORERNT AL -

WA=+ EMERE - (R ERBEMN I OS2 SRR EERIEER 24
NOHT-NOX B RE R AR SRS - .

HCIBIC plus 25l
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o Flacebo

CIBIC plusBE < HBREDHE - F+28

W+ S EMRANOKI-NOX SmgF010mg » SAgeRy Pewsase
Bl R FISIEE R DHIR0.3680.385 -
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RGN E7v TTEBCIBIC plusO Bz HER SR

NOMI-NOXDIEET#BREcRERHS  AT=RHES - SERERIGRNS - aﬁﬁ

A2501017RSEREINTT - FRERGEEEN Y HE - NRE2020-1081- 231 REAFHT - B
SERNEFNFER (TRNORESEESBE) B8 - slRE2020-A001-315REERE
fREBRAT - BRBEERTEHRBOL - ELNREE 2RO REBNHE-R -

o o R 5¥ o
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Domain Instrument Range of Scale | Best Possible Score
- 518 0-100 100
Cognition MMSE 0-30 ] a0
Activities of Daily Living | ADCS-ADL-severs 0-54 54
. NPI 0-144 : [V
Beh
Shavier BEHAVE-AD 0-78 o
SESUSROBSTHBITNLY - FHETEMLE  SENSEERMSH Z08E

BENEL2 - DEERECBENERE - TRNSAE TR BEBURANT -

[REZEIR ) (BT .
Donepez 11 OMRBRRE » FRTRATBRERINY - 3- BT ERSMBEE - 1905 -
line@E—2 - EBS2RTEL - SPFRERHE (P LER L) RS ZBNONI-NOX
Tablets BYIRUBERRBISE - Donepez 1 1 HERR LR EIR 0 « TIEEER CI/HA0.13
L/hr/kg - BEEMHEERE - MBAZ donepez i1 RBA-715 - lS?&PﬂEﬂﬁsE'?:i%EHﬁé [lid
B - B2 D HEBR12 Liko -

AHI96% 2 donepez i 1BR ABMBTROES EEEIEEﬁE(%@?S%)EG]DhﬂI acid
~glycoprotein 21%) - BEEER2-1,000 ng/mi -

Donepez 1 IBISTBREPHNA A SIS BARYEEREEIE - EomEfiyingsy -
HRtsHOHSER0m By - BRNFREE PN S - Donepez 1 1EHCYPLS0
isoenzymes 20683304 10E - BB g lucurentdat fon - HFEEYDEECEREY » DAMNIB ST
HiRSBRETGEHENT A - TBMdonepezili553% » 6-0-desmethy] donepezilis
11% » BB R CRIE AR EE Bdonepez 1148/E » TEMHEM - ERERNE0
donepezil B/ - HR#  HRERAECWZHIERURSEDRREME257%H15% -
2BXFEOIMY - RN 748 danepez 1 1 SREHH -

[ BRER=R]
BFF iR B A ES T S LR B RN R 0 - B-HIIEBREELZ RS
RATH - NN -NOXZ B BIREL0Y »

BRI BN+ —UhEERETEETE 1, <18 nL/min/1.73n B BANR K
B B —UES RO RREN ST NN NN EE R HER -

T RRENABRRIT TR NONI-NOES BRI 2 B8 - ST - DINOKI-NOX BRI
ARENEFEAR MR FODEREERFEERTENEHNSHL -

TERIREE - WEHRED AR R BRI -NO BN R Lo - R O
BEIDDER - BRLERERE (BERENFA) DREBNOKI-NOKZEEE -

REAZS01017 R E2020-108]1 -23 KBS E S 2 FHIBIEHEA B (hositive) BEE - ERRBNINI-NOXmB R ESZTIBa L8 EHE
ADDT-3158058 3255V (support ive) & - BRS

P-value vs, placebod

Study identifier
A2501017 A001-315
DON 10mg PBO DON 10mg P8O
952 982 1670 1570
Baseline, mean{SD} 5.8(3.1) 6.33.0) 7.5(3.2) 7.5(3.5)
N 85 a8 150 141
End point, mean{S0} 7.3(5.1) 6.5(4.6) 8.1(5.1) 7.6(4.7}
Change, LS mean(SE) 1.5(0.4) 0.1{0.4) 0.7(0.3) 0.0{0.3)
P-value vs. placebo® 0.009 0.0267
Study identifier
A25010172 A001-3150 J081-231P
DON10mg| PBQ DON 10ma PBO DON PEO
{n=111} | {n=107) in=162) (n=154) {Smg [n=96) [ 10mg (n=90}| (n=100)
Marked improvement, n{%) 7{6.3) 2{1.8) 4{32.5) 3{(1.9) a 0 0
Mederate improvement, n{%) 23(20.7} 17{15.9) 6(3.7) 1(0.6) 4{4.2) 7(7.8} 6(6.0}
Minimal improvement, n{%:) 29(26.1) 22{20.6} 35(21.8) 31(20.1) 27(28.1) 35(38.8) 18(18.0}
No change, n(%) 29(26.1) 38{36.4} 52(38.3) 45(29.2) 26(27.1) 20(22.2) 30(30.0)
Minimal decline, n{%}) 13011.7) 20{18.7) 29(17.9) 49(31.8) 30(31.3} 19(21.1) 34(34.0)
Moderate decline, n{%) 9(8.1) 6(5.8} 22(12.8) 18{12.3) 9(%.4) 9(10.0) 11(11.0)
Marked decline, n{%} 1{0.9) 1(0.9} 4(2.5) 6(3.9) [i} 0 1(1.0}
| P-value vs. placebe® 0.085 0.091 0.151 0.003
Study identifier
A2501017 A001-315 J081-231
DON
DON 10mg PBO DON 10mg PRO Smg 1omg PBO
Baseline
n 1082 107 162 152 96 80 102
Mean({SD) 14.4(9.1) ¢ 14.0(8.8) | 27.30(11.7) | 26.7(14.1) [ 26.8(11.7) 24.5(12.0) [ 26.4(11.5)
End point
n 109 107 451 140 96 20 102
Mean(SD) 13.0(9.4) | 11.0(8.3) | 255(12.8) | 24.8(14.6) | 26.5(11.7) | 24.3(12.7y | 25.3(12.2)
Change, LS mean(SE} -1.4{0.5) -3.0{0.5) -1.8(0.5) -2.5(0.6} 0.1(0.5) -0.3(0.8) -1.1(0.5)
Treatment difference 1.7 0.7 1.0 0.8
P-valug vs, placebob 0.029 0.357 0.093 0.148
B
Study identifier Study identifier
A2501017 AD01-315 J081-231
DON 10mg PBO DON 10mg PBO DON PBRO
Baseling 5mg 10mg
f 108 107 166 157 Baseline
Mean(SD} 19.0{(15.2) 19.5(15.8} 22.7(20.6) 22.2{18.4} I 98 80 102
End point Mean(SD} 9.9(7.4) 8.9{(5.9} 8.2(6.1}
n 109 107 153 144 End point
Mean(SD} 15.9(15.5} 17.8(17.3) 21.1{18.4) 18.9(20.4) i] 86 . 40 102
Change, LS mean(SE) 3.2(1.3) -1.7(1.4) -1.9(1.3) -3.3{1.4) Mean{SD) S.1(7.7) 8.8{(8.1 7.8{6.5)
Treatment difference -1. . Change, LS mean(SE) -0.5{0.6) -0.1(0.6) -0.5(0.6)
P vaJue vS. placeboa 0.481 0.692
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([ EYBEIEA ]
EMBEOFSHSIEY  FEEMBESORBS RS (950 - BEMEY - Mfuresenide -
digoxin & warfarin E{TENEYSRTE » BE0.3-10 £ 0/m1LZNOMI-NOXREE
furosemide {5 g/ml) - digoxin(2 g o/mh) Bwarfarin(3 wg/ml) BABOEORS - 88
#8 o furosemide - digox infwarfar inIFF B SENOM -NOXERA BOBHRS -

NOMI-NOX BTSSR 2 B8 - B MIBRmR S SR IR EINOM T -NOX R AR ER CYP3AAL
Z2EEMD (A0cisapride ~ terfenading) JCYPZDS (X tmipramine) SIS 2852 « JATH - B2%
BESSE B donepez 11 SR LB SRR (FIIKIBN50-130 4 1) + Bt » 4§82 donepezil
BERMERE (1640 BT TE T BHE MFEPILH -

NOMI-NOX 2B EBBFEENEFHNE -

BB R R ETNON T -N0X B theophy 111ne ~ cimetidine - warfarinEdigoxink
ketoconazoleMMEMIBEIER » NORI-NOX & E TS 2 28 Has -

HAREEEINOMI-NOX {3 2 280 « Ketoconazoledlauinidine BY2CYP450 - 3A4R 2062
A - FEAEMEdonepez 11288 » Bauinidine REEERKERDAHEE - #—8
BISSRBERERN RO TRIAEED » ketoconazole (200 ng d.d.) 07T 38%
donepezi1(o mg q.4.} 2 FEBE (AUCo-za e Cmax) o HhE R 2 I STERAREA Bt S R A7 -

CYP2BBRCYRIN-Z T BE| dillphenytein -~ carbanazeping ~ dexamethasone ~ P ampin— - [7

phencbarbitall BEHERINOMI -NGA < BEHR R -

FESVESHEAEISARHAgoxinToinet idinely « RS IIGEHWNONI-NOL 2
;gﬁu

[ SAFBIE |
P HERRAE -

{Ttu\}

¥idonepezi hydrochloride@piper idinelTEYEBBN B REZH -

{3 .

WRET : NOMI-NOX/i2 RESEHAEIA - MEREs » STEEE 03 succ inyicho 1 ne 2 MIEEERIE
% o

NIMEENR : EEREEDHS 2 ERTETREBATLEESEREE - IER AL
BENMESEERSTER -BERTRSSCENEEERENSES L - BiFEER
MOMI-NOX 33 F B2 RS -

BRI & RSB E TS RRNE R s - ESIESeN - Bl BEE
BEZEEERIMHBRESRELN - AHSEEEEESNED  USSEERTIR
SRR IR EER T N IR (NSATD) 2R - BRR B IES NN Mo AR B L - 5
EEHBEREL DS R -

NOMI-HGX = B IRAFE O B reiRE ~ BRI - SEEMitne » FERmBEERED

BRSO RS « ABMERRS - SSERENERY  SREEHE1-3E  EERETRY
W& -

EREIE ¢ BEAANE EENOMT-NOX B b RS BR AR 88 » (EHEIR TR IE I E B T B s
BHRMEE -

ITER MR- RERIEEATEENEOMNER - A7 - MESRTHTRHRHER
ED

FREREERR - PRERTEES I BRI R IIER IR BT 2 IR DA EE o

[EBTE]

EVHERR (SHEREED - FREDHS : SiRgirm)

KOMI-NOX YIRS NH RS - HERNERTBERN N -NO W EMER CPIM A ZE
1 (Acisapride - terfenadined SCYP206 (A imipreming) BRETRZ %5 - AT - BARTS
£ donepez 11 EELLBIMTIE S ZR{E (FI9KEM50-130 u ) + EIlt + 18R donepezi TSNS
BE (16 BETSTEEMEYAH -

NOMI-NOX BT BATEEENMRAE -

BERENEY R HBRINOKI-NOX B theophy 1 11ne ~ ¢imet idine ~ warfarin - digoxin®
Ketoconazo e ERPENAETER + NOMI-NOX ¥ 1k Biapr S ghBasss (b 4 -
FLADEMENOMI-NOX 152 2248 « KetoconazoleHlauinidine B BIRCYPAS0 ~ 34K 20672
IDHlE - ERAE DB donepez 112483 + Bauinidine B5 EERAIEANREIE - fE—
BETN\SRETREERHSNL RLEHHD - ketoconazole (200 mg g.d.) 12I0 5 36%
donepezil (B mg q.d.) 2 FHEE (AUCo-2a 8 Crmax) = IEREI@PDE IR AR RE M S A -

CYP2DO R CYP3AL 2 FRER (40phenytoin ~ carbamazepine ~ dexamethasong ~ rifamink
phenobarbital) EIBIONONI-NOXZ HERER - -
g@éﬁﬂgﬁlm?&ﬁmsﬂﬁﬁ#%digoxinfxcimetmineﬂ% + A SRR EBNOR]-NH 218
BARTHEDHR : NSNS BN TRs TEAERIIES SN -
SRR TRER R R AR DS E - eREFEDAIBM&succiny IchoTine »
A0 A E AR R R SR BB W0 bethanecho 1 (RIS S IIREER -

HiET - Y - WEmL 2

E—BAHBREEMHE - BRC0-1DESE 180 ng/koAEIE (Mng/n?sHE » ¥R A
BRAREHENE) - REE—B—SENENHELAR & 55 Sorague-Nawley X R
B30 mo/kgBdE R (Bing/m?5tE - MRABEXREEENG - BOEEGETdoneperil
hydrochlor ide BESEEE -

TS Ames WEREFHR N 2/ BN CRIER e 2 ARG - donepez 1RSSR
B - FOEMEM (CHL) SRR REEEE 5 (chromosons sberration test) &
REREERINER - T SEAMERES (nicronucleus test) - donepez 11FBIER
REERH  UETARRBNOFSFEMINASERE (unscheduled DNA synthesis
assay) 4+ donepez i1 T BEMERSME -

HEERAREDL0 ma/ko (Blng/m? B E » MBABRAREEESE) OUEIE » donepez i 1R
EEELERED -

a3

BESER  TRE22ERRRTMETORENSE - WERYIEHSESR16 no/kg
E10 mo/ka (Blmg/mistE - 1R ABSXREHE13E1ME) - hRERdonepez 1852
HEFR @I - M - EROBERUIAEARE0X - SOBE10 ne/ke Blo/m2EtE -
HRABSAREREMD - REDLAKNRSN  ER4R  BRCEEEDHNBE
ZHRABFOES no/ky  IRMERRE - THERRY > HRESTEHRECTR - 28
UENHTRRARSREBRR BRI TLURESE -

BASH
Donepez 11 2EBWAWEABATDEENE - BUERERARE -

mEeEEA
HEEEERERE N5 - RS ANON-NOX IR YIS «

BEAER

M EEAIE = BB D057 1 BV E Y - MANOMI-NOX ERFR R B s B9 ERS R 73
B BURNISE ST AN65- AR M INBER R TSR NAR 5% - [HRENREE, |
BREREALEZ2ENENEEILERCES - ESRTRSHBRSD  RRERY
Z 5 R <OSR A FEIRAK DB =R -

LKE&%]J&KE%%)

AFREEBHIGE

TERAREEAD - ERENOMI-NCK Smo2 B8 - IFRENTMOVERES R eaEg
A #R5E - MBESCORPREWSRIIRASBSETI0 ng  BETHLEEER1Y
- RRERTREAENERCERS  EOANBRESE AR EASRBIAL - 1
Fo o

RHRERER: 2R RK - TRE EE - HIHE - DB - S - 25
0 - ABEEEEN -
NARDEERN 81 8 - THR AR - RS -

CRERR R BR85S - BERY - NSTA B BHEE - HEe - R

£ - WERE - WY - KE - AR OB - BASN - BESERG - RS B
% - FEEDKS - A - BEEE - SERY  NARE  EHBENR - BELEN
S SUTA R REIN - SEEH - GANS  CORE - BE SRR E@IR
m-EE-

IR : 28 WREKE - RS - TREE - FRR RSN SHE - B B8R
B - IHEFI - 2l - W - Ry - BBL - BIRISS - EERFIFRENS  1TR -
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