BACKGROUND: Alzheimer's disease (AD) is an age-related progressive neurodegenerative disorder causing irreversible cognitive impairment. The prevalence of AD increases with age as does a number of other age-related physical illnesses. With an exception for a genetic impact and risk factors such as cardiovascular and cerebrovascular diseases no etiological factors have been identified. Usually, clinical trials on AD have recruited participants from memory clinics, hospitals or nursing homes using stringent inclusion criteria. These sampling methods could be at risk of selection bias. Current therapy for AD includes non-pharmacological and pharmacological symptomatic treatment. A number of studies on symptomatic treatment have reported contradictory results. Drug treatment of co-morbidities in AD could reinforce cognitive disabilities.

AIM OF THE STUDY: The main purpose of the present study was to examine the effects of stimulation therapy on cognitive test performance in community dwellers 65 years of age or older with a recent diagnosis of mild to moderate AD in Northern Norway. A secondary purpose was to examine whether donepezil increased the effect of stimulation therapy on cognition (Paper 3). During the study two additional purposes were included:
1. To compare baseline characteristics between participants included by two different recruitment methods within the same geographical area (Paper 1)
2. To compare co-morbidities, current medical treatment and inappropriate medication between participants with and without AD (Paper 2).
DESIGN:

1.  A cross-sectional comparison of baseline characteristics between participants 
a.   with AD included by two different recruitment methods (Paper 1)
b.   with and without AD regarding co-morbidities, current drug treatment and inappropriate medication    (Paper 2)
    2.  A two-by-two factorial interventional study comparing stimulation therapy and standard care to which a 

           randomized, double-blinded, placebo-controlled trial with donepezil was added (Paper 3)

PARTICIPANTS AND METHOD: The present study was population-based and conducted at a community level. One hundred and eighty-seven participants 65 years or older with a recent diagnosis of AD were recruited in nine rural municipalities; 100 by postal screening and 87 by general practitioners (GPs). In five municipalities the AD participants received structured stimulation therapy, and in the remaining four standard care. All participants were randomized in a double-blinded manner to donepezil or placebo. In addition 200 cognitively healthy participants 65 years or older were randomly selected by the screening program and included as control group. The clinical part of the study lasted from January 2006 until June 2009.
RESULTS: AD participants recruited by screening were younger, more frequently men
and had a higher Mini-Mental-State-Examination (MMSE) 1 sum score as compared to those recruited by GPs (Paper 1). In a cross-sectional comparison of co-morbidities and current medical treatments between AD participant and cognitively healthy controls, a significantly higher number of drugs were found in AD participants, despite no significant differences in co-morbidities.  Mean arterial blood pressure was significantly reduced and the mean number of antihypertensive drugs significantly increased among AD participants. The mean number of drugs and the frequency of inappropriate medication increased in AD nursing home residents (Paper 2).
No time-point differences were found between AD participants receiving stimulation therapy and those receiving standard care. Both groups retained cognitive test performances during the one-year follow-up. Donepezil had no additional effect but significantly more adverse reactions (95% Cl 1.5 to 8.7 p9l.002) as compared to placebo. A head-to-head comparison between stimulation therapy and donepezil did not reveal any time-trend differences in cognitive test performance (Paper 3).






CONCLUSION: A community-based postal screening of cognitive function preceding clinical examination may be a suitable recruitment strategy in studies of early-stage AD. An increased number of drugs and inappropriate medication combined with reduced mean arterial blood pressure could deteriorate cognitive test 
[bookmark: _GoBack]Performances in AD participants. AD participants retained cognitive test performance by receiving
stimulation therapy during one year, but no better than those receiving standard care. Adding donepezil to these non-pharmacological treatment options did not improve outcome measures.
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