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Efficacy and Safety of Donepezil 23 mg/d in Patients With Moderate to Severe

Alzheimer’s Disease With Concomitant Memantine Use

STUDY OVERVIEW RESULTS
INTRODUCTION Patient Characteristics Cl\:ncom:’_cant No I\fI:onco’:TIitant
A d f th tvicholi t Effi ment . rformed at Demographics and baseline information for the patient populations A 67— Donepezil 23 mg/d emantine emantine
i rr:i“,: OZ%ﬁEI gace y ql ° lggs eratsil t rlcagaassl;essl_r? sr“';evs pi % 1; 1% taking concomitant memantine or not taking memantine were o 54 " Donepezil10mg/d Donepezil Donepezil Donepezil Donepezil
inhibitor ( ) donepezil, a 23-mg tablet, screening, baseline, a eeKs ®, 1=, 19, generally similar (Table 1), with the following notable exceptions: So . | ! 23 mg 10 mg 23 mg 10 mg
was recently approved by the US Food and 24 Th i g1 Asian/Pacifi ot 58 ¢ * I n = 352 n=168 n=611 n = 303
and Drug Administration for the treatment Safety and tolerability were evaluated T ere were tmli)_re white an ” e¥ver S|art1. acilic patients among 28 3 i %3-1 08) Patients with > 1 TEAE, % 80.7 66.7 69.7 62.0
Of mOdel"ate and severe Atheimer,S disease throughout via adverse event (AE) monitoring € grouDS a Ing concomitant memantine §u§ 2 M|Id, % 32.4 31.0 30.0 31.4
(AD) — Prior donepezil use was longer among the groups taking = 13(07)  Clinical Moderate, % 39.5 27 .4 31.6 24 1
o = . . — 1 - improvement N
Approval was based on results from a Patient Population concomitant memantine TEAEs
24-week, double-blind trial of patients with Diagnosis of probable AD by National Institute - Mean SIB and MMSE scores were lower and Clinician’s I T s T x 2, Diarrhea 11.4 10.1 6.5 2.6
moderate and severe AD who were stable of Neurological and Communicative Disorders Interview-Based Impression of Severity-plus caregiver Weeks LoCF Cinica Nausea 9.9 2.4 12.9 4.0
on donepezil 10 mg/d and who were and Stroke-Alzheimer’s Disease and Related input (CIBIS-plus) scores higher at baseline among the ponepes MmN = e 450 o 4% o) \%I;fiit% S IMEE ] ;j j'g 12(555 22
randomized to either increase their donepezil Disorders Association criteria groups taking concomitant memantine, indicating more +P<0.05, P <0.01 Agitatio% 6.5 7.1 05 5.0
dose to 23 mg/d or to continue on their Aged 45-90 advanced disease Fall 5.7 6.5 3.1 2.3
existing donepezil 10 mg/d dose’ Mini g - 47—k Donepezil 23 mg/d Anorexia 5.4 0.6 5.2 2.3
ini-Mental State Examination (MMSE) score _ 5 .
In this study approximately one third of the 0-20 (inclusive) at screening and baseline 3 Jonepes b mae . . ) L \é\gilz?:;:secreased 3'2 é'g jg 3'8
patients were receiving < 20 mg/d memantine - So . . . ' ' ' '
N ) : Severe Irr!palrment Bat_tery (SIB) scores <90 Concomitant No Concomitant 5 s Urinary incontinence 4.5 1.2 1.3 1.3
for > 3 months prior to screening and 3 (1.3)
: : : : at screening and baseline Memantine Memantine ZE: Headache 4.3 3.6 4.3 3.0
continued to receive memantine during the . _ pt= Clinical Fati 4 1. 1. _
- Receiving donepezil 10 mg/d for > 3 months 5 decline aHghe 3 8 8 03
subsequent 24-week treatment period HoTao e = Donepezil Donepezil Donepezil Donepezil — UL Insomnia 3.4 3.6 3.4 1.7
Memantine was not considered a study P - g - 23 mg 10 mg 23 mg 10 mg 4 Patients with > 1 SAE, % 9.7 10.7 7.5 8.9
medication and itS compliance was not Co_prlmary End POII'ItS Safety 6 | | | | | ;'I'EIZ’-I\EEE ;‘)CCL:I’I’ingtiHZQ»;A) (?[f pdatients andtat higher frequency with donepezil 23 mg than donepezil 10 mg.
i . 0 6 12 18 24 24 = treatment-emergent aaverse event.
monitored SIB (cognition): Least squares (LS) mean Population, n 352 168 o1 303 Weeks LocF
Prior studies have indicated differential change from baseline to Week 24 in total Age, Y, Do T men . res - e o ot
: . : mean (SD) 74 (9) 73 (8) 74 (8) 74 (9)
efficacy and safety profiles among patients score 5 P 0.05
receiving an AChEI alone versus patients Clinician,s |nterview-Based Impression Of Female, % 60.8 63.1 64.3 62.0 SE = standard error.
receiving combined AChEI and memantine Change-plus caregiver input (CIBIC-plus; FEEE, 26 CONCLUSIONS
therapy??3 global function): Mean overall change score \?\;ﬁﬁz 849;08 822'47 617'36 618'73 _ _ _
at Week 24 e ' ' ' ' In patients with moderate and severe AD, donepezil
panic 4.8 3.6 8.2 8.0 . - g . .
OBJECTIVE Statistical Analyses Ao Pacific M 13 oo 3 st . — - — 23 mg/d provided significant cognitive benefits over
To compare the efficacy and safety of . . Duration of oneoman O yonoomran 10 mg/d, regardless of background memantine use
Th -to- ITT | Memantine Memantine
) : : e intent-to-treat (ITT) population was used . . :
donepezil 23 mg/d with and without . : : : prior donepezil Donepezil 23 mg/d was generally safe and well tolerated
: ) for statistical analysis of efficacy, with treatment K Donepezil Donepezil Donepezil Donepezil . - . .
background memantine to donepezil ot : reatment, weexs, among both patients receiving donepezil alone and
: : : missing values imputed by the last mean (SD) 157 (123) 150 (119) 87 (89) 80 (75) 23 mg 10 mg P 23mg 10 mg P
10 mg/d with and without memantine : : atients receiving a combination of donepezil and
observation carried forward (LOCF) method; SIB mean (SD) 72.0(203) 742 (184) 756 (156)  76.1 (15.5) n 338 161 570 208 P _ 9 P
METHODS the observed cases (OC) population was CIBIS-plus CIBIC-plus, LS mean 4.4 452 014 412 416 038 memantine therapy
_ also analyzed mean (SD) 458(0.88) 4.62(0.85) 431 (081) 4.27(0.89) (SE) (1.02) (0.94) (1.09) (1.12) Gastrointestinal AEs were greater with donepezil
Study Design For the SIB (higher scores are better), an MMSE mean (SD) 11.9 (5.3) 11.9 (4.9) 13.8 (4.7) 13.7 (4.6) 23 mg/d than 10 mg/d but did not appear to be
A 24-week, randomized, double-blind, global analysis of covariance (ANCOVA) model with SD = standard deviation. Safet influenced by concomitant memantine use
study in patients with moderate to severe AD terms for baseline, country, and treatment are _y _ _ _ _ ,
1467 pati domized 2:1 to i was the primary model for analyzing _ The incidence of AEs was higher with donepezil 23 mg/d than with
their 3:?92:)83‘2’:59(1?:9 oernllzg3 m /tc(l)olr:(‘:troease treatment differences of change from Eﬁlcacy 10 mg/d in both the populations taking and not taking concomitant
i i zZi : . . :
continuextaking their ex!:,ting 10 rr?g/d dose baseline The time course for the change from baseline in SIB scores for memantine (Table 3) References
For CIBIC-pl | the groups taking or not taking concomitant memantine is shown The incidence of gastrointestinal AEs was greater with donepezil 1. Farlow M, et al. Clin Ther. 2010;32:1234-1251.
M ti I d if < 20 ma/d or plus scores (lower scores are the |
> 3 months prior to screening . better). a nonparametric ANCOVA method with N rigure | 28 mg/d than 10 mg/d, but was not consistently greater (or less) 3 Ati A o al Alzheimer Dis Ass0o Disord, 2008,22:209-21
~ P _ 9 _ a Cochran-Mantel-Haenszel component — Donepezil 23 mg/d showed significant cognitive benefits over with concomitant memantine use o o
Patients were randomized to donepezil embedded was performed with adjustment for 10 mg/d in both memantine users and nonusers Incidence of serious AEs (SAESs) was slightly higher in the groups NOT00478208) cooneored by Eivat Inc. Exitorial aesictancs was mrovided by PAREXEL Inc.
ggiiz r(rlziztaarrrl‘tglﬁ?e‘r’:a"n(’:irr:‘eg/ Z)ea(ncelss/:g;lfled by baseline severity and stratification by country On the CIBIC-plus, donepezil 23 mg/d provided no significant taking concomitant memantine and was funded by Eisai Inc. and Pfizer Inc.
use ty incremental benefit over 10 mg/d, irrespective of memantine use — The incidence of individual SAEs was very low (< 1.0%) across all
able 2 roups
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