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Sudy identifier
A2501017 A001-315 J081-231
&On% PBO &On% PBO . DON - PBO
n=10' n=154) mg mg Nn=100)
(et |01 eigy | @=159 | Fme [ d0me (e
Marketed 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(4.2) 7(7.8) 6(6.0,
Minimal improvement, n(%) 29(26.1)| 22(20p)35(21.6) | 31(20.1) | 27(28.1)|  35(38.9]  18(1d
No change, n(%) 29(26.1)| 39(3644) 62(38.3) 45(29.2) 26(27.1) 20(22.2, 30(30
Minimal decline, n(%) 13(11.7)| 20(18.7) 2917.9) | 49(31.8)| 30(31.3) 19(21.1]  34(34.
Moderate decline, n(%) 9(8.1) 6(5.6) 22(13.6) 19(12.3) 9(9.4) 9(10.0)| 11(11
Marketed decline, n(%) 1(0.9) 1(0.9) 4(2.5) 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; A-315 Appendix Table 4.2.3; Report J-231, Text Table 11.4.1
CGl-l, Clinical Global Impression of Improvement
CIBIC+, Clinician’s Interview-Based Impression of @ige with caregiver input
Cochran-Mantel-Haenszel row means score test
ITT-LOCF, intent-to-treat last observation carriedsfard; DON, donepezil. PBO, placebo
# =
Sudy identifier
A2501017 A001-315 J081-231
DON 10 DON 10 DON
PBO PBO PBO
mg mg 5mg 10 mg
Baseline
n 109 107 162 152 96 90 102
Mean(SD) 14.4(9.1) 14.08.5) | 27.3(11.7)| 26.7(14.1)| 26.6(11.7)| 24.5(12.0)| 26.4(11.5)
Endpoint
n 109 107 151 140 96 90 102
Mean(SD) 13.0(9.4)| 11.0(8.3) | 25.5(12.8)| 24.8(14.6)| 26.511.7)| 24.3(12.7)| 25.3(12.2)
Change, LS mean(SE) -1.4(0.9) -3.00.5) | -1.8(0.5) | -2.5(0.6) | -0.1(0.6) | -0.3(0.6) | -1.1(0.5)
Treatment difference 17 0.7 1.0 0.8
P-value vs. placeBo 0.029 0.357 0.093 0.148
See Report A2501017 Text Table 9; Report E-A001-315 Text Table 16; Report E2(-J082-231 Text Table 11.4-5

22 patients in the ITT population did not have post-bas@lD@S-ADL-severe assessments and are not included in th
ADCS-ADL-severe analysis

® Analysis of covariance

ADCS-ADL-severe, Alzheimer’s Disease Cooperative Studlgtivities of Daily Living inventory for severe aheimer’s
disease

ITT-LOCF, intent-to-treat last observation carriedsfard; DON, donepezil; PBO, placebo; SD, Standard tlemialS,
least squares; SE, standard error of the mean.

3=
Sudy 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)
Endpoint
n 109 107 153 144
Mean(SD) 15.9(15.5) 17.8(17.3) 21.1(19.4) 19.9(20.4)
Change, LS mean(SE) -3.2(1.3) -1.7(1.4) -1.9(1.3) -3.3(1.4)
Treatment difference -15 14
P-value vs. placebo 0.43 0.46
See Report A2501017 Post Text Table 13.4.2.7; Report I-A001-315, Post Text table 5.1

Analysis of covariance with baseline score as a cateri
NPI, neuropsychiatric inventory; ITT-LOCF, intenttreat last observation carried forward; DON, donep®8Q, placebo

SD, standard deviation; LS, least squares; SE, standardéthe mean.

Domain Instrument Range of Scale Best Possible Score
Cognition SIB 0~100 100
MMSE 0~30 30
Activities of Daily Living | ADCS-ADL-severe 0~54 54
Behavior NPI 0~144 0
BEHAVE-AD 0~78 0
FRGERROER A HI AL Ee g 650412 L4 £ 4 (MMSE)
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M ean baseline values for efficacy measures(I TT)(Studies A2051017, A001-315,
J081-231 and pooled data from all three studies)

EAPN
Study identifier
J081-231
DON

5mg 10 mg PBO
Baseline
n 96 90 102
Mean(SD) 9.9(7.4) 8.9(5.9) 8.2(6.1)
Endpoint
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 0.481 00692
See Report J081-231, Text table 11.4.1-4
Analysis of covariance
BEHAVE-AD, behavioural pathology in Alzheimer’s diseasale; ITT, intent-to—treat; DON,
donepezil; PBO, placebo; SD, standard deviation; LS, feps&ires; SE, standard error of the mean|

Sudy identifier Totals
A2501017 A001-315 3081-231

DON | PBO DON PBO DON PBO DON | PBO

10mg | (n=107) 10 mg (n=157) 5mg 10mg (n=102) 10mg | (n=366)
(n=111) (n=167) (0=96) | (=92) (n=370)

n 109 107 166 155 95 92 101 367 363
S® Mean(SD)| 54.4(23.8) | 56.5(24.1)| 64.6(22.8) | 65.2(24.5) | 62.5(23.2) | 56.7(255)| 67.0(23.0) | 59.6(24.2) | 63.1(24.3)|
111 107 167 157 9 92 102 370 366
MMSE Mean(sD)| 6.03.0) | 6.3(3.1) 7.5(3.3) 7.5(3.5) 7.9(3.4) 7.413.| 80(3.3) 7.033) [ 7.33.4)
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) 26.8(11.8) | 24.5(12.0) [ 26.4(11.5) | 22.5(12.4) | 23.0(13.3)|

n 109 107 153 144 262 251
NP Mean(SD)| 19.0(15.2) | 19.6(15.8)| 22.3(206) | 22.1(19.8) 21.0(18.6) | 21.0(18.2)

senaveno | 9 90 102 90 102
Mean(SD) 9.9(7.4) | 8.9(.9) 8.2(6.1) 89(5.9)  8.2(6.

See ection 5.3.5.3.1 Tables 6.0, 6.1, 6.2,

SIB, Severe Impairment Battery, MMSE, Mini-Mentalt8t&xamination; CIBIC+, Clinician’s Interview-Basedpnession
of Change with caregiver input; ADCS-ADL-severe, Alzheim&isease Cooperative Study. Activities of Daily bigi
inventory for severe Alzheimer's disease; NPI, Npagshiatric Inventory; BEHAVE-AD, Behavioural Pathojog
Alzheimer’s Disease scale; DON, donepezil; PBO, flec8D, standard deviation.

=E % % (Severe Impairment Battery or Mini-Mental State Exaation)- # 7 % #%
SR E o0 ks b R R R R T L R R
it 4 3#H A2501017% A001-3152 Neuropsychiatric Inventoryri& = J081-2312
BEHAVE-AD -
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v

Study identifie Totals
A2501017 A001-315 J081-231

DON DON DON DON

10 mg PBO 10mg PBO 5mg 10 mg PBO 10 mg PBO
N 109 107 166 155 95 92 101 367 363
Baseline, mean(SD) |  54.4(23.d) 56.5(24.1) | 64.6(22.8) | 65.2(24.5) | 62.5(23.2) | 56.7(25.5) | 67.0(23.0) | 59.6(24.2) | 63.1(24.3)
End point, mean(SD)| 57.9(26.8) | 54.2(26.6) | 65.0(25.8) | 60.5(27.6) | 64.9(23.2) | 61.8(25.8) [ 62.5(25.2) | 62.1(26.2) | 59.2.1(26.8)
Change, LS mean(S§) 3.4(15) | -22(150)| 0.2(1.0) -5.1(1.0) 25(1.0) 47(1.1) -4.2(1.0) 2.6} -3.7(0.9)
P-value vs placeio | 0.0076 0.0001 <0001 | <0.001 <0.0001
See Report A2501017 Text table9; Report E-A001-315 Text Table 10; Report E2(-J081-231 Text Table 11.4-1,
section 5.3.5.3.1 Table 3.1.0. Table 3.1.0.a. Text Table2.
“Analysis of covariance
SIB, Severe Impairment Battery; ITT-LOCF, intenttteat last observation carried forward; DON, donep@8IO, placebd|
SD, standard deviation; LS, least squares; SE, standardéthe mean

o
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(3.2) 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(0.4) 0.7(0.3) 0.0(0.3)
P-value vs placebo 0.009 0.0267

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

Subjects who had both baseline and post baseline assessmen

Subjects who had baseline assessments

Analysis of covariance with baseline score as a datear

MMSE, Mini-Mental State Examination; ITT-LOCF, intetattreat last observation carried forward;
DON, donepezil; PBO, placebo; SD, standard deviationjdz8} error of the mean.
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