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3 Domain | Instrument Range of Scale Best Possible Score
Cognition F_{n& 0-100 00
$ SE 0-30 30
Activities of Daily Living ADCS-ADL-severe 0-54 54
Behavior INPI 0-144 =10
BEHAVE-AD 0-78 0
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B Mean baseline values for efficacy measures Studies A2081017, A001-315, J081-231 and data from all three studies)

\ Study identifier
A2501017 A001-318 Jo81-231 Tntale
gON (n:g, ) 301\1 (Pl:(s)” DON PBO | DON | PBO
{ n= mg | (n= n=102) [ 10 n=366
(a=111) (n-167) N e = oy
SIB In 109 107 166 155 95 92 101 367 363
[Mean(SD) |54.4(23.8)[56.5(24.1) | 64.6(22.8) | 65.2(24.5) | 62.5(23.2) | 567(25.5) | 67.0(23.0) [ 59.6(24.2) |63.1(24.3)
MMSE In 111 107 167 157 96 2 102 370 :ﬂﬂ‘
Mean(SD) | 60(3.0) | 63(3.1) | 7.5(33) | 7.5(3.5) | 7.9(34) | 74(34) [ 80(33) [ 70(33) | 7.3(34
ADCS-ADL- [n 109 107 151 140 96 90 102 350 349
severe (Mean(SD) | 14.4(9.2) | 14.0(8.5) [27.2(11.9)[27.3(14.3) [26.6(11.8) | 24. 26.4(11.5)|22.5(12.4)|23.0(13.3)
NPI n 109 107 153 144 262 251
Mean(SD) 119.0(152)119.6(15.8) |22.5(20.6) | 22.1(19.8 21.0(18.6) | 21.0(18.2)
BEHAVE-AD |n EESS | 008 102 90 102
Mean(SD) 99(7.4) | 89(59) | 82(6.1) | 89(59) | 82(6.1)
See section 5.3.5.3.1. Tables 6.0, 6.1, 6.2, 6.3
SIB, Severe Impairment Battery; MMSE, Mini-Mental State Examination; CIBIC#, Clinician's Interview-Based Impression of
Mwﬂhafeyvgzaput;mc&mbm"“' er's Di C i

A4 re, Alzheimec se Coop Study - Activities of Daily Living inventory
+ NPJ, Neuropsychiatric | ¥i BEHAVE-AD, Behavioural Pathology in Alzheimer's Disease j

3= 58\ =R T R 2 R R 2= R AR A2 RIER (Severe
Impairment Battery or Mini-Mental State Examination ) * %71 S5 B MBI 2RIETRER - RARABERE
AEN 2RISR - FERK/\RITRIED « #I8A250101752A001-3157 Newropsychiatric Inventory AI5841081-231
ZBEHAVE-AD * ;

®=
Study identifier
A2501017 A001-315 J081-231 el
DON DON DON DON | ou
10 mg PBO 10mg | ,Pli-o« ~Smg. .| 1W0mg | EBQ - 10mg | '1’3_0 .
N 109 107 166 155 95 ) 101 367 363

Baseline, mean(SD) | $4.4(23.8) | 56.5(24.1) | 64.6(22.8) | 65.2(245) | 62.5(232) | 56.7(25.5) | 67.0(23.0) | $59.6(24.2) | 63.1(24.3)
End point, mean(SD) | 57.9(26.8) | 542(26.6) | 65.0(25.8) | 60.5(27.6) [ 64.9(232) | 61.8(258) | 62.5(252) | 62.1(2622) | 59.2(26:8)
Change, LS mean(SE) | 34(15) | -22(15) | 02(1.0) | -s.1(10) | 25(10) | 47(11) | 42(10) | 26(09) | -37(09)
P-value vs. placebo* 0,0076 0.0001 <0001 <0.001 <0.0001

See Report A2501017 Text Table 9; Report E2020-A001-3135 Text Table 10; Report E2020-J081-231 Text Table 11.4.1-1,
isection 5.3.5.3.1 Table 3.1.0, Table 3,1.0.a, Text Table 2. ¢

* Analysis of covariance

STB, Severe Impairment Battery; 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.

F*m
Study identifier
A2501017 A001-315

DON 10 mg PBO . DON 10 mg PBO
N 95* 98¢ 167° 157
Baseline, mean(SD) 5.8(3.1) 6.3(3.0) 7.5(32) . 7.5(3.5)
N 95 98 150 141
|End point, mean(SD) 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(04) 0.7(0.3) 0.0(0.3)
P-value vs. placebo® 0009 ‘. 00267

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

* Subjects who had both baseline and post baseli

b, L; who lﬂd h. 1i

“ Analysis of covariance with baseline score as a covariate.

MMSE, Mini-Mental State Examination; ITT-LOCE, intent-to-treat last observation carried forward; DON, donepezil; PBO,
placebo; SD, standard deviation; LS, least SE, standard error of the mean.

A
A2501017* A001-315" Jo81-231*
DON DON » DON
10 PBO 10 PBO PBO
(n:l"l‘{) {n=107) (Ff;g) (n=154) (::;g) (:‘1;'.5 (n=100) |

Marked improvement, n(%) 7(6.3) 2(1.9) 4(2.5) 3(1.9) 0 0 0
Moderate improvement, n(%) 23(20.7) 17(15.9) 6(3.7) 1(0.6) 4(42) 7(7.8) | 6(6.0)
|Minimal improvement, n(%) 29(26.1) 22(20.6) | 3s(21.6) | 31(20.1) | 27(28.1) | 35(38.9) | 18(18.0)
No change, n(%) 29(26.1) | 39(364) | 62(38.3) | 45(292) | 26(27.1) | 20(22.2) | 30(30.0)
Minimal decline, n(%) 13(11.7) 20018.7) | 29(17.9) | 49(31.8) | 30(31.3) | 19(21.1) | 34(34.0)
Moderate decline ,n(%) 9(8.1) 6(5.6) 22(13.6) | 19(123) | 9(94) | 9(100) | 11(1L0)
Marked decline, n(%) 1(0.9) 1(0.9 42.5 6(3.9 0 0 1(1.0
P-value vs. placebo® 0.055 0.151 0.003

FooMo L sArAtALmNE L LT 4r aans as VAR b wmme mha = =mee - .o =

_|See Report A2501017 Text Table 15; A001-315 Appendix Table 4.2.3; Report J081-231, Text Table 11.4.1-2
* CGLI, Clinical Global Impression of Improvement . ) a

" CIBIC+, Clinician's Interview-Based Impression of Change with caregiver input
* Cochran-Mantel-Haenszel row means score test
ITT-LOCEF, intent-to-treat last observation carried forward; DON, donepezil. PBO, placebo
Eo
Study identifier
A2501017 A001-315 Jo81-231
DON10mg| PBO [DON10 PBO L 24
: ™ Smg | 1omg '

Baseline

n 109 107 162 152 9 % 102

Mean(SD) 144(9.1) | 140(85) | 273(117) | 267(14.1) | 26.6(11.7) | 245(12.0) | 264(115)
End point : )

n 109 107 151 140 96 90 102

Mean(SD) 13.0(94) | 11.0(83) | 25.5(12.8) | 24.8014.6) | 26.5(11.7) | 243(12.7) | 253(122)
Change, LS mean(SE) -1.4(0.5) -3.0(0.5 -1.8(0.5 -2.5(0.6 -0.1(0.6) -0.3(0.6) - g
Treatment difference 17 1.0 0.8
P-value vs. placebo” 0.029 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 I'TT population did not have post-baseline ADCS-ADL-severe ts and are not included in the ADCS-
ADL-severe analysis
" Analysis of covariance

IADCS-ADL -severe, Alzheimer's Disease Cooperative Study - Activities of Daily Living inventory for severe Alzheimer's disease;|
ITI“LOCF, intent-to-treat lase observaion carried forward; DON, donepezil; PBO, placebo; SD, standard deviation; LS, least
SE, standard error of the mean.

Ft
Study identifier
A2501017 A001-315
DON 10 mg PBO DON 10 mg PBO

[Baseline

n 109 107 166 157
| Mean(SD) 19.0(15.2) 19.6(15.8) 22.7(20.6) 22.2(19.4)
{End point

n 109 107 153 144

Mean(SD) 159(15.3) 17.8(17.3) 21.1(19.4) 19.9(20.4) |
Change, LS mean(SE) -32(1.3) -1.7(1.4 -1.9(1.3 -33(14
Treatment difference -1.5 1.4
P-value vs. placebo* 043 0.46

See Report A2501017 Past Text Table 13.4.2.7; Report E2020-A001-315, Post Text Table 5.2.1
" Analysis of covariance with baseline score as a covariate.
NP, neuropsychiatric inventory; ITI-LOCF, intent-to-treat last observation carried forward; DON, donepezil; PBO, placebo;

SD, standard deviation; LS, least squares; SE, standard errorr of the mean.
E7AN
Study identifier
]081-231
o . ol - e B | DW!’*‘ e L 2 Y R W &y Ty e ST
Smg 10 mg o
Baseline
n 96 920 102
Mean(SD) 9.9(7.4) 8.9(5.9) 82(6.1)
End point
n 96 90 102
Mean(SD) 9.1(7.7) 8.8(8.1) 7.9(6.5)

Change, LS mean(SE) -0.5(0.6) -0.1(0.6) -0.5(0.6
P-value vs. placebo* 0481 0.692

See Report J081-231, Text Table 11.4.1-4

* Analysis of covariance

BEHAVE-AD, behavioural pathology in Alzheimer's disease scale; I'TT, intent-to-treat; DON, donepezil; PBO, placebo; SD,
dard deviation; LS, least sqy SE, standard error of the mean.
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HIl#8320% donepezilffa] - + K& « R RIEMEZ HE ERF 03 3 B DI R R H R 25796 7115% » 289%4E
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terfenadlne)EﬁCYPZDG(mimipnxmnc)mﬂ?aﬁ% -~ #R1 - ﬂ"iﬁnm‘dquﬂl@iﬁﬂﬁm% SHRECEER
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AR © HEPL S Aricept™ BB AL A2 BHRSARE + (5 REBN LR RS E P o7 AEE PR BRRE HE ARPA A -
B ¢ i BERR AR (R AT AR e S eI - AT ¢ PEARE th AT AE LR AR 4 -

BOAHERE ¢ RFEEERE MBI LR A - SRR IR 2 AR LG5 -
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BWHEEEA(SEEFRES  HARDSE  BHEEER)
Aricept® S HAUSETCH . © 15 SRR RSER RS Aricept® B HCYPIA4 (B Z P (Ucisapride -
terfenadine)BRCYPZD6(HMlimipramine BT Z 88 - #5711 - MY BV Wdonepezi B E ORIRYRI SR ECHIK (|
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FH + Aricept® $f_ELEEIZ SRS (LR -

H B Aricept* (EH 2 EHF © KetoconazoleFlquinidine T I ECYP450 + 3A4F 2067 HIIHIM + (e PR i1
donepezil:Z A3 + {Elquinidine 275 ELFHEA (7 H 0 FHAE - 26—\ BREGEIME B 0 LR L EHE
£ ¢ ketoconazole(200 mg q.d.) S 11 T 36% donepezil (3 mg q.d.)oZ FHTHE (AUCoaaf Cows) - U IR HENE HIRIBEERRNIER
| MR -
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IR

RS BCH @ EER TR R R TAETOMEE R - RS 3135 E 16 mg/kg 210 mg/kg (KA
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3F - ERZTFEFREERE | RIS HS my/kg  BIREMERIRE - FEIH L - SRS HIFL
B4 » iR 2RE A S AR EE TR A0 AR B BG B 2 il i A Al DANR F 45+

Rsn

Donepezit 2 E & #4713 E AT P INERE - EFLNER LR A -

SR

MR B AR RAT 5 - PRI SR P Aricept® BT 2 S 1R R L1 -

EEAER

] o AT AR A A SSBRLA EOVAERGHEEY « #R A Aricept A BA DY I SRS 73R w%ﬁ‘]ﬁﬁ-ﬂiﬁﬂ“
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R TR PR R A RIS - 1ER A 2eo TR E R R B st
FETTERA - 1 HARMARRS 10 me - TASHORE S HAMBREOng - REE
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LHEFH/ AR FRIF (n=355) Aricept*(n=747)
BILAAR PR 2R E T 72 74
EOFT7 TS, UP ST T R | [ 3 e v
IOl e - —
izl 9 10
IR 8 9
S E 6 7
fes. 3 s
it : 1 2
il X 6 . 11
g 5 10
& 3 5
BEEGE 2 4
i fA = SRR 4,
i 3 4 A

BESBTMARETRES
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