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Mini Review
Previous studies noted that cognitive impairment or 

dementia with advancing age is a negative predictor of survival 
[1], which was attributed not only to a decreased biological 
vitality [2] but also to a multifactorial phenomenon with origins 
that operate across the entire lifespan [3]. According to a recent 
[4] systematic review, survival after diagnosis of dementia was 
associated with various factors. Life expectancy decreases with 
age at diagnosis, gender, dementing diseases, and severity.

Unfortunately no curative drugs for neurodegenerative 
diseases such as Alzheimer disease (AD) or dementia with 
Lewy bodies (DLB); however, symptomatic drugs such as 
cholinesterase inhibitors (ChEIs) or meantime may delay 
progression of the disease. This comprehensive approach with 
psychosocial interventions can improve quality of life (QOL) [5]. 
Beyond delayed progression and increased QOL, the ultimate 
outcome of drug treatment should be measured in terms of life 
expectancy. Lopez et al. [6] reported that ChEIs can delay a time 
to a nursing home replacement without apparent effect on life 
expectancy, whereas a Swedish mega data analysis [7] noted that 
ChEIs were related to a lower risk of death.

We therefore retrospectively analyzed the influence of 
donepezil on life expectancy after onset of AD, together with the 
effects of special nursing home (SNH) replacement [8], where 
a comprehensive approach with sophisticated psychosocial 
interventions [9-13] were available. The data of outpatients at the 
Tajiri Clinic at the Osaki-SKIP Center from with available medical 
records and death certificates were analyzed. The entry criteria 
were a dementia diagnosis based on DSM-IV criteria and the 
available diagnostic criteria of dementing diseases (AD, vascular 
dementia (VaD), and DLB, respectively); medical treatment for 
>3 months; and follow up until <1 year before death. Of 390 
subjects with medical records and death certificates, 275 had 
a diagnosis of dementia that met the entry criteria. Of 100  

 
patients diagnosed with AD, 52 had taken donepezil and 48 had 
not received the drug (due to treatment prior to introduction 
of donepezil in 1999 in Japan). The lifetime expectancies after 
onset were 7.9 and 5.3 years in these respective groups.

 There was a significant drug effect with a significant 
covariate effect of nursing home residency. Other covariates did 
not reach a significant level. We further analyzed the effect of 
concomitant cerebrovascular disease (CVD) and VaD [14]. Of 
390 subjects, 275 had a diagnosis of dementia that met the entry 
criteria, including 67 with pure AD, 33 with AD and CVD, and 110 
with VaD. Of the AD patients, 52 had taken donepezil and 48 had 
not received the drug, as described above. In the pure AD group, 
there were positive effects of SNH residence and donepezil on 
lifetime expectancy. In the AD with CVD group, donepezil only 
had an effect on life expectancy.

Recently donepezil has been indicated for use in the 
treatment of dementia with DLB; however, the effect on lifetime 
expectancy remains unclear. Herein, we analyzed the effects of 
donepezil on DLB [15]. We identified 510 subjects based upon 
medical records and death certificates, of which 360 had a 
diagnosis of dementia that met the entry criteria. Of 51 patients 
diagnosed with DLB, 23 had taken donepezil and 28 patients 
had not undergone drug treatment due to treatment prior to 
the introduction of donepezil in 1999 in Japan. The lifetime 
expectancies after onset were 6.4 years in the donepezil group 
and 3.6 years in the non-donepezil group; with a significant 
drug effect. However, in contrast with the previous AD data, no 
significant effect of SNH residency was noted.

Although these retrospective reports have the limitation of a 
lack of randomization, we disclosed a positive effect of donepezil 
on lifetime expectancy after onset of AD, together with the 
importance of CVD prevention. This may be due to decreased 
mortality caused by reduction of concomitant diseases such 
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as pneumonia. The similar life expectancies in patients taking 
donepezil at home and those not taking donepezil in a SNH 
indicated a positive health economic effect of the drug. For DLB, 
the lower life expectancy compared with that of AD and the lack 
of an effect of SNH residency suggest the cholinergic deficiency 
in DLB is greater than that in AD.
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