
How to Maximize the 

Effectiveness of ARICEPT
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Clinical features of AD

Functional

impairment 
* IADL 

* ADL 

Insidious onset 

Cognitive decline
* Memory loss 

* Aphasia 

* Apraxia 

* Agnosia 

* Executive

dysfunction

Behavioral signs 
* Mood swings 

* Agitation

* Wandering

Age over 65 years

No gait difficulties

till late stage

AD



Symptom Progression in AD
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25 ---------------------| Symptoms
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15            |-----------------------| Loss of functional independence

10              |--------------------------------| Behavioral problems

5                    |-------------------------------------------|

0                     Death |------------------------------------------

Nursing home placement

Feidman and Gracon, 1996
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Effect of Cholinesterase Inhibitors
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Effect of Short-Term Treatment

Riechie, Am J Geriatr Psychiatry 2004;12:358-369



Effect of long-Term Treatment

Bullock, Int J Clin Pract, 2005, 59, 817–822



ARICEPT for slow progression of AD

Severe MCI

Mild MCI

End Point

Disease Modification

ARICEPT Treatment

Placebo
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Working Criteria for Mild Cognitive Impairment 

• Subjective memory complaint and objective memory deficit 

(ie, delayed recall >1.5 SD below age and education norms)

• Preserved general cognitive ability (Mini-Mental State Examination [M
MSE] ≥24)

• Intact activities of daily living (ADL)

• Not demented (Clinical Dementia Rating [CDR] 0.5)

• MCI may be regarded as incipient or prodromal Alzheimer’s disease 
(AD)

• Patients with MCI progress to AD at a higher annual rate
(10% to 15%) than normal elderly patients (1% to 2%)

Petersen RC et al. The Neurologist. 1995;1:326-344. Petersen RC et al. Arch Neurol. 2001;58:1985-1992.

Grundman M, Petersen R. Neurology. 1996;46:A403. Flicker C et al. Neurology. 1991;41:1006-1009. 

Petersen RC et al. JAMA. 1995;273:1274-1278.



Survival curve of persons characterized as 
having a mild cognitive impairment for 6 years

Petersen, R. C. et al. Arch Neurol 2001;58:1985-1992.



Progression of MCI to AD

• 10-15 % per year by 

Petersen

• 26 % over two year 
by Nordberg

• 50 % conversion to 

AD within 3-4 year by 

Hanninen



ARICEPT for Mild Cognitive Impairment

• Design: 3 years, randomized, multicenter, randomized, double-blind, 

placebo-controlled, parallel study

(→ Open-label donepezil after conversion to AD)



ARICEPT delays conversion to 

dementia

N  Eng  J  Med  352;23
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Result of Early AD study (1)
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*Improvement ≥4 points : 16%  placebo,  37% donepezil

*Improvement ≥7 points :   7%  placebo,  10% donepezil

ADAS-cog
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Result of Early AD study (2)
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* Improvements from week 6 (P=.02) through week 24 (P=.03)

* Difference 1.8 points (P = .002) at the end point

MMSE

Arch Neurol. 2004;61:1852-1856
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Effect of Early and continuous ARICEPT



Benefit of early and persistent treatment

Neurology. 2001;57:489-495
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†P<.05
‡P<.001

Nordic Study

(Double-blind)

Nordic Extension

(Open-label)

Duration (year)

L
S

 m
e
a
n
 c

h
a
n
g
e
 f

ro
m

 b
a
s
e
lin

e
 i
n
 M

M
S

E

* †
‡

§

||



Efficacy of ARICEPT for DNHP

Study 201

14 weeks
n=161

Study 301

15 weeks
n=481

Study 302

30 weeks
n=473

Double-blind Questionnaire follow-up*

Up to a total of 96 months

(n=763)

Open-label extension

Up to 144 weeks

n=763

Up to 98 weeks

n=133

Study 202

Study 303

Placebo treatment period

Donepezil treatment period



ARICEPT delayed 2 year to NHP

5.5 yearsPersistent ARICEPT Treatment

Limited ARICEPT Treatment 3.7 years

0 1 2 3 4 5

Years

Median time to first dementia-related nursing home placement

Geldmacher DS et al. J Am Geriatr Soc. 2003;51:937-944

Keep patients in the community for more than 5 years



Long-term efficacy of ARICEPT

• Design: for up to cumulative 254 weeks (4.9 years)

0 6 12 14 26 230 242 254

Double-blind phase

Placebo washout
Open-label phase

N= 161           141                         133                      124                                                    15                      8                   4

weeks



Result of long-term efficacy of ARICEPT

→  over 254 cumulative weeks
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Galantamine for AD and MCI

• Preliminary results of two 2-year, randomized, placebo-

controlled trials of galantamine in a total of 2048 patients 

indicated no significant differences in the rate of 

progression from MCI to AD

Cochrane DatabaseSyst Rev. 2006; 1 :CD001747. Loy C, Schneider L




