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ﬁ%ﬁfn ()jffm;fﬁ Ef%i’é‘zioﬂzioﬁ CIBIC plus Rating
AOT(%T%IS ?é%@?&ﬁéw@ 7N : + 3885 CBIC plus DB HIRER A
%ﬁlﬁ  ZABE IR BEEE R - ERHEHE 2R kR -
<
Domain Instrument Range of Scale | Best Possible Score
Cognition SB 0-100 100
MMSE 0-30 30
Activities of Dally Living ADCS-ADL-severe | 0-54 54
Behavior NPI 0-144 0
BEHAVE-AD 0-78 0
SEELABIRER R B  FRETE 50 sibl L AEEEERMMSE Z ABERIMY 12
;I@Eﬁg G AR TR o REIRGE T & TH BB IR —Fn -
X
Mean baseline values for efficacy measures(ITT)
(Studies A2051017,A001-315,J081-231 and pooled data from all three studies)
Study identifier Totals
A2501017 A001-315 J081-231
DON PBO DON PBO DON PBO DON PBO
10mg | (=107) | 10mg | (0=157) | 5mg | 10mg | (n=102) | 10 mg | (n=366)
(n=11) (n=167) (n=96) | (n=92) (n=370)
SB n 109 107 166 155 % 92 101 367 363
Mean(SD)| 54.4(238) [ 56.5(24.1) | 64.6(22.8) | 65.2(24.5) | 625(23.2) [56.7(25.5)] 67.0(23.0) |59.6(24.2)(63.1(24.3)
MMSE n 111 107 167 157 % 92 102 370 366
Mean(SD)| 60(30) | 63(3.1) | 75(33) | 75(35) | 79(34) | 7.4(34) | 80(33) | 7.0(33) | 7.3(34)




=t

ADCS-ADL+n 109 107 151 140 96 90 102 350 349 -
severe  |Mean(SD)[144(9.2) [140(85) [27.2(11.9) [27.3(14.3) [266(11.8) |245(12.0)264(115) |22.5(12.4)[23.0(133) Study identiier
P h 00 o7 |13 |14 %2 |50 AZ501017 AQOT-315
Mean(SD)[19.0(15.2) [196(15.8) [225(208) [22.1(198) 21.00186)2100182) DON 10 mg PBO DON 10 mg PBO
BEHAVE- |n 96 90 102 90 102 Bassline = = = =
AD Mean(SD) 09(74)  [89(5.9) [82(6.1) [89(59) [8.26.1) n
Seo se0ion 5.35.3.1. Tabes 6.0.6.1. 62,63 Mean(SD) 19.0(15.2) 19.6(15.8) 22.7(206) 22.2(194)
SIB, Severe Impairment Battery 5 MMSE, Mini-Mental State Examination ;  CIBIC+, Clinician's Interview-Based End point
Impression of Change with caregiver input ; ADCS-ADL-severe, Alzheimer's Disease Cooperative Study - Activities of n 109 107 163 144
Daily Living inventory for severe Alzheimer's disease ; NP|, Neuropsychiatric Inventory ; BEHAVE-AD, Behavioural Mean(SD) 15.9(155) 17.8(17.3) 21.1(19.4) 19.9(20.4)
Pathology in Alzheimer’s Disease scale ; DON, donepezl ; PBO, placebo SD, standard deviation. Change, LS mean(SE) -3.2(1.3) -1.7(1.4) -19(1.3) -33(1.4)
REER) \BZHENEEMLEYREZ BRARBS R - 2= REMUBE TR Z P24 F (Severe Impaiment Treatment difference 15 14
Battery or Mini-Mental State Examination) © 7 BstE AT HIEIN 2T RER - FABHEEEEIZFEE P-yale vs, placebo 043 046
s FERFEN\BITRET - 5B A2501017 K A001-315 Z Neuropsychiatric Inventory FIskEE J081-231 2 - - -
i}[ i RN B oy v See Report AZ501017 Post Text Tatle 13427 Report E2020-A00T-315, Post Text Table 52,1
Study identifer Totds * Analysis of covariance with baseline score as a covariate.
501017 2001315 81231 NP, neuropsychiatric inventory ; [TT-LOCF, intent-to-treat last observation carried forward ; DON, donepezl ;
DON ) DON ) DON ) DON PEO PBO, placebo ;  SD, standard deviation ; LS, least squares ;  SE, standard errorr of the mean.
10 mg 10 mg 5mg 10 mg 10 mg 1N —
N 09 | 107 | s | 1% | 9% | 9 | 101 | 367 | 363 Study idenifer
Baseline, mean(SD) | 544(238) | 56:6(24.1) | 64.6(22.8) | 65.2(245) [625(23:2)|56.7(255)[67.023.0)] 596(24.2) [63.1243) JOB1-231
End point, mean(SD) | 67.9(26.8) | 54.226.6) 65.0(25.8)| 605(276) |64.9(23.2)|61.8(25:8)[625(25.2)| 62.126.2) [59.226.8) - DON o PBO
Change, LS meanlSE)| 34(15) | 22(15) | 0(10) | 5(10) | 28(10) | 47011 |-42(101| 2609) [3708)| ~ p—im e e
P-value vs. placebo’ | 0.0076 0.0001 <0001 | <0.001 <0.0001 N % % 02
See Report A2501017 Text Table 9; Report E2020-A001-315 Text Table 10; Report E2020-J081-231 Text Table 11.4.1-1, VeanSD 99074 5969 5261
section 53531 Table 3,10, Table 3,10, Text Tabk 2. — kanlD) 974 969 267)
* Analysis of covariance nd pont
SB, Severe Impairment Battery ; ITT-LOCF, intent-to-treat last observation carried forward; DON, donepezi; PBO, placebo ; n % 90 102
9D, standard deviation ; LS, least squares ; SE, standard error of the mean. Mean(SD) 9.1(7.7) 88(8.1) 7.9(65)
EAI] (Change, LS mean(SE) 05(06) 0.1(06) 05(06)
Study identifier P-value vs. placebo’ 0481 0.692
A2501017 A001-315 See Report J081-231, Text Table 11.4.1-4
DON 10 mg PBO DON 10 mg PBO ° Analysis of covariance
N 9% [ 167 157 BEHAVE-AD, behaviourdl pathology in Alzheimer's disease scale ; ITT, intent-to-treat ; DON,
Basaling, mean(SD) 5803.1) 63(30) 75(32) 75(35) donepez ; PBO, placebo ; SD, standard deviation ; LS, least squares ; SE, standard error of the mean.
N % % 150 1 H5 A2501017 K E2020-J081-231 fﬁ#““%ﬁuﬁﬁaﬂ%ﬂa’f‘“# JE Byl 1 (positive) st B8 > K R A Donepezil
End point, mean(SD) 736.1) 65(46) 81(6.1) 76(4.7) hydrochloride AR LRI FitEEE - 5 E2000-A001-315 HIRSCRFE (supportive)ih - B Fy
change, LS mean(SE) 15(04) 0.104) 07(03) 00(03) (/ g * giﬁf]ﬂiafjji fH s ER
P-value vs. placebo’ 0009 0.0267 ! i

See Report A2501017 Text Table 14 5 Report E2020-A001-315 Text Table 15

* Subjects who had both baseline and post baseline assessments  “Subjects who had baseline assessments
“Analysis of covariance with baseline score as a covariate.

MMSE, Mini-Mental State Examination 5 ITT-LOCF, intent-to-treat last observation carried forward ;

DON, donepezl ; PBO, placebo ; SD, standard deviation ; LS, least squares 5 SE, standard error of the mean.
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Donepezil LRI AT » 580 FIZRATE R 100% » 3 - 4 /NFF AT EE R AR o #8110 mg B — 20 0 BEEpE
FHRGEE(L - AYFIREERTE(F 20 1) IK‘%‘%E’ Donepezil hydrochloride Tablets AR Ui BB &

Donepezil HERREZHIE 70 /N SFHIELERCUR) B 0.13 Lihwkg R4S 452 donepezil &4 -7 &
15 RAMATERE TR EIRES - L85 - 12 RS R 12 Likg » K4 96%.2 donepezil & ABMAEEALS
FHEEAEAE 75%) K alphal-acid glycoprotein(4y 21%) » M #iE & 2-1,000 ng/ml ©

Donepezil MA5e BEEBAHAIUE T EAMYE hbRRsE - hm@ERHynAER > SEEvrasn)
HIR Y o H AT R 2 2 TR 2 BIATEL 4 © Donepezil 48r1 CYP4SO isoenzymes 2D6 Ei 3Ad {3 > FI&HE
glucuronidation ° % \»I 4C {4 > DUmAE P EEYIRUT & & ST SRR ATE S0 - SE Y donepezil {5 53%
6-0-desmethyl donepezil 5 11% » & ETERSS M ZBRHE L BEREHYE B2 donepezil A » FEMAEAT » FLRRERILIH
20% donepezil #E] » +R 4% » HRR R EE R HEHRE L Z & B9 7 BEEIE Y ST%H1 15% » 8%RARYL -
PRAREMIRA]T 17%H) donepezil KL (3 -

[SPERBIR) (KXRECH)

A - E— BT ERERERE AR RS2 » BHIERRMERIELIZ R
REHELLE » Donepezil hydrochloride ZEBEZREHE 20% o

é’ﬁ/fﬁ B+ — (I PEEREEIDEEZIE(Cl.<18 mL/min/1.73m" BB AR
B 0 BT —{IFESRIERAB LIRSS BLE » Donepezil hydrochloride 2 BREIRAIRE

=R
FH7 . HREREO RS 8 Donepexzil hydrochloride EENBEY L 2 20E - A 0 I

Study identifier
A2501017° A001-315° J081-231"
DON PBO DON PBO DON PBO
10 mg (=111)| (n=107) |10 mg (n=162)| (n=154) |5 mg (n=96){ 10 mg (n=90) | (=100)

Marked improvement, n(%)  [7(6.3) 2(19)  |4(25) 319 o 0 0
Moderate improvement, n(%) [23(20.7) 17(15.9) 6(37) 1006)  |442) 7(7.8) 6(6.0)
Minimal improvement, n(%) ~ [29(26.1) 22(206) [35(21.6) 31(20.1) [27(28.1)  |35(389) 18(18.0)
No change, n(%) 29(26.1) 39(364) 62 383) 45(202) |26(27.1)  [20(22.2) 30(30.0)
Minimal decline, n(%) 13(117) 20(187) [29(17.9) 49(318) [30(31.3)  [19(21.1) 34(34.0)
Moderate dediine ,n(%) 9(8.1) 6(56)  [22(136) 19(12.3) |9(94) 9(10.0) 1(11.0)
Marked dedline, n(%) 1(09) 1009)  [4(25) 6(3.9) 0 0 1(1.0)
P-value vs. placebo” 0.055 0.091 0.151 0.003

See Report A2501017 Text Table 15 ; A001-315 Appendix Table 4.2.3 5 Report J081-231, Text Table 11.4.1-2
* CGH, Clinical Global Impression of Improvement

* CBIC, Clinician’s Interview-Based Impression of Change with caregiver input

* Cochran-Mantel-Haenszel row means score test

ITT-LOCF, intent-to-treat last observation carried forward ; DON, donepezil. PBO, placebo

ER
Study identifier
A2501017 AQ01-315 J081-231
DON 10 mg PBO |DON10mg| PBO DON PBO
5mg 10 mg
Baseline
n 109" 107 162 162 96 90 102
Mean(SD) 14.4(9.1) 14.0(85) 27.3(11.7)  |26.7(14.1) |266(11.7) [245(120) [264(11.5)
End point
n 109 107 151 140 96 %0 102
Mean(SD) 13.0(94) 11.0(83) [265(128)  [24.8(146) |265(11.7) [243(127) [253(12.2)
Change, LS mean(SE)  |-1.4(05) -3005) [-18(05)  |-25(06)  |0.106)  [-0306)  [-1.1(05)
Treatment difference 1.7 0.7 10 0.8
P-value vs. placebo’ 0.029 0.357 0.093 0.148

See Report A2501017 Text Table 9 ; Report E2020-A001-315 Text Table 16 ; Report E2020-J081-231 Text Table 11.4.1-5
* 2 patients in the ITT population did not have post-baseline ADCS-ADL-severe assessments and are not included in the
ADCS- ADL-severe analysis

* Analysis of covariance

ADCS-ADL-severe, Alzheimer's Disease Cooperative Study - Activities of Dally Living inventory for severe Alzheimer's
disease ; ITT-LOCF, intent-to-treat last observation carried forward ; DON, donepezil PBO, placebo ; SD, standard deviation
LS, least squares SE, standard error of the mean.
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hydrochloridexZ BEiE %R
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HEMEESHBEISLEY  FAEANMBPROVBESNRE (96%) - LREMEEY) » 20
furosemide ~digoxin & warfarin ¥{T889MEMBIRFEE » BE 0.3-10 1 g/ml Z Donepezil
hydrochloride REg7£E furosemide (5 « g/ml) » digoxin(2 1 g/ml)& warfarin(3 w« g/ml)Ed
ARRBEOR’S - BE » forosemide ~ digoxin & warfarin INRE &% Donepezil
hydrochloride B2 AB8OEB1ES

Donepezil hydrochloride #1EMEZYICH <L @ SERBAIRKINRBIES Donepezil
hydrochloride I EL{3#EER CYP3A4 3 2Z24)(10 cisapride » terfenadine)&} CYP2D6 (20
imipramine) BBEE 2% & - AT B2 INABREEE donepezil ELELEENIEERE(FII K &
#7950 -130 M) B Lt #5623 donepezil SBEMMETRE (164 nM)E RS TEEMMEE
Donepezil hydrochloride BB S BEFAEHEERITE

BRREENVEEFNEBFERIFEST Donepezil hydrochloride E& theophylline~cimetidine~warfarin~
digoxin 2 ketoconazole BHVZEY)MBEER » Donepezil hydrochloride ¥ L3t &4),2 Z&)
SRR o

Rith@#t Donepezil hydrochloride (t#C#%Z : Ketoconazole ¥ quinidine 2BI=2
CYP450 ~ 3A4 % 2D6 ZHNHIE » FEBBINSHNHI donepezil 2K » 18 quinidine 288
BERRIERIDARBERE -E—EL 18 DEETFRES AHERNTRZOMEE P’ ketoconazole
(200 mg q.d.)}8N03 36% donepezil (5 mg q.d.)ZFIFRE (AUCo2: 2 Cnex) © LtEREIEN0
BOER PREA R =R A0 ©

CYP2D6 % CYP3A4 Z55&H| (20 phenytoin ~ carbamazepine ~ dexamethasone » rifampin
B phenobarbital)AE3&10 Donepezil hydrochloride ZHEBRER o
BREENEFBHAREEDIFHA digoxin 3 cimetidine §F » WAZEEFEZZEE Donepezil
hydrochlorlde 2 o
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#tdonepezil hydrochlorideZpiperidinef T BRI ERBEAA -

(355 ] (SUMECH)

Jii# * Donepezil hydrochloride /RIESRESEEHNHIE » FREZEF » TEEZ D058 succinylcholine
A PIFRSAER ©

ANETEA - EFRESESHNEIR 2 IR EROIAERT O MEBEREREER o IIEMREEIIL
B L MEBRBEER 0 RERTREDECHBLREBEENTZEZI L - SIKERE
F8 Donepezil hydrochloride 84 8R2IRES -

EER BRI SIB TeiE S N0ER S » EHEMNEN - B > RERE
NHBEEEERURIEFESHZELN - LAEREECRMESIVAR  WEEEERE
S EFHIRIFIEEBR S NEEY) (NSAID)ZRR o [RRSIEREISES Donepezil
hydrochloride BB FEILLER » B/EEASRE L MEVEEERIRIEN

Donepezil hydrochloride ZZI2{ERTIASERNIER « [RLRIENI - FBIRMA 10mg *
SAEAREYEE A RREFBRA 5 mg RS o KEMHDOVHRGI  ELERTHMERE  BEHESR
& 1-338  BEREERSHE -

IR - SRR Donepezil hydrochloride B2 A JEINERE 2 BRIREHES @ (BIRIBERIGIE
{EFRTIAE SR I HEFRPEEE -
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Donepezil hydrochloride ¥RMLEMAHZEE  HRIEBARAKTEERET Donepezil
hydrochloride ¥1ELABAEER CYP3A4 {12 ZEH) (40 cisapride~ terfenadine)sk CYP2D6(40
imipramine)BBiEER 2852 o SR  B8IMHREEE donepezil EISLEIAVEEERIE(FIT K
}%g 50-13Q « M)+ ALt » #5ER donepezil SBEMMTRE (164 nM)EF AT TEEMEEY)
Donepezil hydrochloride 2B EBEEHEHMERIE

BEGEOVESHBFIRIFET Donepezil hydrochloride £2 theophylline~ cimetidine ~ warfarin
digoxin B2 ketoconazole BZ£¥89BE/ER » Donepezil hydrochloride ¥t 3l &40 228
B2ELEEE -

REEYES Donepezil hydrochloride LE8ZR& : Ketoconazole ¥ quinidine 2 BIZ
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AABRAEZREIE 90 Z) ARE— 15— OZUBMNBEIERE  $65 Sprague-Dawley
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A - BEREX - BRCEAHZE - ARSI - AR - FUIRE IR - B8
FRFEARE

FA B )

TERHRMERE RS > FRA Donepezil hydrochloride FYFGEE AR R E MM AVAREE 2 LLREY 129 » HRAZEBIAR
B8 1% B BIR AR & TR 2 BT FRA Donepezil hydrochloride #7542 IR i fE -
B SE S ERAR BB EE R B/ 2% Donepezil hydrochloride 4857 #852E » T H & 4R BRI BIRIMIE - &
UK R AR TR 0%) SR BE
B QDB %) -

F Donepezil hydrochloride 5k RATR BLEsf:

BERZAREMHNESS 207 %A Donepezil hydrochloride KB &4 » T H &4 RE S RIHIARAR % »
K53 2R Donepezil hydrochloride AHIEZRIEMER - GIERES « &R « M « EELSTR - ERE T M

HAEE > /88 5m & > 44 Donepezil hydrochloride JAB &M -
T N s

%E;?” %\Efﬁ%ﬁﬁ%ﬂﬁﬁ%#ﬂ » BV 2% F Donepezil hydrochloride 7 854 - ifif HL 8 4 REL LRI &L
FEELEAR -
R0~ EEEFDEME S HRIRIRAE - Z4 2%8R A Donepezl hydrochoride BREZAE » TIESAE
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SERAG/ RS | REM(w302) |  Donepeal hydrochioride (r=501)
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TERHA 12 82 AV01-315 BB T » BB £ RAERFEIR A Donepezil hydrochloride FEE (10.8%) 8¢
TR B Donepezil hydrochloride FYf% 8 (0.8%)ATE]  tt—3H 2AEHRF Donepezil hydrochloride HI# #8177
RIS S AR IR HH -
EERERBRP AT REAR BB
T B HIZ /D75 (8 A RTESREAER T - #8i 600 {ir & FEMT G BAER AR A4 Donepezil hydrochloride » EfE =(H¥E
FRFERRS - Hoh— (T T R — R RS - TEE D $ AWK REFTEETER - |
RIUFTFPAE » COSTART fiTsf A A AEAR AL » BOR K RTAEREEY)S [REATERS - 08 COSTART 8L » ¥is
R RHERERAG I - HIKTFIERY  BAFREAE 10 FETEDHE | L#4 FEEZFR
FpE: 100-1,000 frmEb A 14 - 28R REHA—ER Donepezil hydrochloride A » A#o &l %t
BlVGHE 2 i B L3 R AR -
SHRME: 2 C0R 25 BIREECE - RITHREERE FAEZ CBBE - REEASE  FE - W
M9 ~ BRAKEE ~ 0
DB © A2 - (R - OFEReE ~ OERIRE O 0 FEE S OIEE DR - LEEEED - 1
M CEEE ~ B METRR - O E FEIME - DEBIME - DIEEA -
RS - R R ISR KBRS BN R FEE R HEREIES (gamma glutamy] transpeptidase)
i~ B YRS - TR - BEE - TEIRE - R FFUIEHRBEY R &EX - BB -
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MREWE R © FA2 - &l 5 A - Dk % -
REETBREGE - 2 E BT - FEKRE - K - ARLGENI - BRI FEE - SIEEmEm
i~ RS ~ A - BRE D © IEALE M « BUN 8600~ 46422 B2 B i » EiwE -~ ALEEETE D -
R RSAIIE ~ (K2 BB MAE - SRER A - SGOT R4 ~ SGPT #hi «
WUASERHAG © F2 - IR s R - BERS - B4r - ERR - BREDRCSE - B EBRR - LA
TR - B2 R - B WP R BRREY ) REE R 2B 2 BRER K
MEESN ~ RS ~ B - AR - MEEFTR - B - B2 - BB ~ A ~ SRERSIMSERRE -
TAEE - LHRE - RSB - EEEERE -
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BB - 2 1 - SRS - HER S FEE U ERE - HiREE - E0E - iF - #
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Donepezil hydrochloride # & » 7 =4k Hi 2 atropine & MEZE] > /R o] B#HKE5 atropine sulfate > #)EIZHH 1.0 ~ 20 mg
it R R REEARBUEAEE - MAES » EMEE 2 F S TRE Z S (ERIEE . lycopyrrolate
GRS > BRFLL SR AR SR 2 TE » Donepezil hydrochloride RY/EE: At 1R A B EEUREN - 1
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bydrchlorce SE1 10 me 8] B + ST RRABFIARAT - Rit - EREHEHmROETICAER
210 mg 7818 -

HRERTNERT

FRS S 28 o FE D 2 B B PR BREE T - B —  RIEEE A 10mg > EEIEZMER REMIRELL Sme
o TERIR R & KBRS R RE R4 RE 5 mg AE - B 15 RiARETIREME -
B R G SR R R - R BUETTEEEH 10 mg ZHIEEEH S me TR
BRI » SRR AR m B B ARAE R G T 10 mg ZHlE -

Donepezil hydrochloride FE: AR = Donepezil hydrochloride 77 B8R F i Bl & d—iE iR -
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AR

Avicel 102

Starch 1500

Lactose (D.C.)

Magnesium stearate

HPMC 6 cps(= Hydroxypropyl methylcellulose 6 cps)

P.E.G. 6000

Talc (micronized)

Titanium dioxide
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