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Question 1. What is the median life expectancy after 
diagnosis of Alzheimer disease?

� 1–2 years

� 5–6 years

� 8–9 years

� 10–11 years

Question 2. Roughly what proportion of people 
in Europe aged over 65 years has some form of 
dementia?

� 1%

� 3%

� 6%

� 10%

� 15%

Question 3. Which of the following best refl ects the 
evidence on the effects of estrogen on cognition in 
postmenopausal women with Alzheimer disease?

� Randomized, controlled trials found no effects of the drug 
on Mini Mental State Examination (MMSE)

� Randomized, controlled trials found an improvement in 
the MMSE that is sustained for at least one year

� Randomized, controlled trials found clear evidence 
of clinical benefi t as measured by clinical rating scales 
(these assess attributes such as self care, memory, and 
orientation)

� Randomized, controlled trials found some short-term 
improvements in the MMSE, but the effects were small and 
did not translate into any clinical benefi t

Question 4. Which of the following best refl ects the 
evidence on the side effects in the fi rst year of giving 
donepezil to patients with Alzheimer disease?

� In randomized, controlled trials with up to one year of 
follow-up, donepezil caused severe nausea, vomiting, and 
diarrhea, and a large proportion of patients withdrew from 
the drug because of these side effects

� The side effects in randomized, controlled trials were 
severe and persistent, but only a small proportion of 
patients withdrew from the drug

� The side effects in randomized, controlled trials were 
generally mild and transient, and a systematic review 
found no difference between donepezil and placebo in the 
proportion of people who withdrew for any cause

Question 5. Which of the following best refl ects the 
evidence on cognitive training for preventing and 
treating Alzheimer disease?

� There is good evidence from randomized, controlled 
trials with long follow-up that such training can prevent 
Alzheimer disease

� There is no good evidence that it can prevent Alzheimer 
disease, but there is good evidence that it is very effective at 
improving cognitive functioning in people with early-stage 
Alzheimer disease

� There is no good evidence from trials with long follow-up 
of a benefi cial effect in preventing or treating the disease

Question 6. Which of the following treatments has 
been proven conclusively to improve the cognitive 
symptoms of Alzheimer disease?

� Vitamin E

� Non-steroidal anti-infl ammatory drugs

� Nicotine

� None of the above

Question 7. Which of the following drug treatments for 
the agitated behavior often associated with dementia 
is best supported by evidence?

� Trazodone

� Sodium valproate

� Carbamazepine

� Donepezil

Question 8. A 75-year-old man presents with the 
gradual onset of cognitive impairment, which is 
fl uctuating, together with falls, visual hallucinations, 
and Parkinsonism. What is the most likely diagnosis?

� Multi-infarct dementia

� Alzheimer disease

� Lewy body dementia
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Question 9. What is the average life expectancy of 
people with Lewy body dementia?

� 2 years

� 6 years

� 10 years

Question 10. Which of the following best refl ects the 
evidence on routine screening for dementia for all 
patients in primary care settings?

� There is clear evidence that the benefi ts of screening 
outweigh the harms

� There is clear evidence that the harms of screening 
outweigh the benefi ts

� There is insuffi cient evidence to state whether screening is 
benefi cial or harmful

Answer 1: 5–6 years
Median life expectancy after diagnosis is 5–6 years [1,2].
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Answer 2: 6%
About 6% of people aged over 65 years and 30% of people 

aged over 90 years have some form of dementia [1]. The 
prevalence of dementia increases with age: it’s only 0.8% in 
the age group 65–69 years but 28.5% among individuals 90 
years and older.
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Answer 3: Randomized, controlled trials found some short-
term improvements in the MMSE, but the effects were small 
and did not translate into any clinical benefi t
A Cochrane systematic review identifi ed fi ve randomized, 

controlled trials that included 210 postmenopausal women 
with Alzheimer disease [1]. The reviewers looked at various 
outcomes (such as MMSE, memory, concentration, and 
cognitive function) after treatment with different types of 
estrogen, at different doses, delivered by different routes and 
for different durations. Meta-analyses showed that there was 
a limited positive effect from low-dose conjugated equine 
estrogens (0.625 mg once a day) but not from a higher 
dose (1.25 mg of conjugated equine estrogens once a day) 
on the MMSE after two months, but the effect disappeared 
after three, six, and 12 months of treatment. This effect was 
small and not clinically relevant. The reviewers concluded 
that estrogen therapy (with or without a progestagen) is 
not indicated as a treatment for improving or maintaining 
cognitive function in women with Alzheimer disease.
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Answer 4: The side effects in randomized, controlled trials 
were generally mild and transient, and a systematic review 

found no difference between donepezil and placebo in the 
proportion of people who withdrew for any cause
A Cochrane systematic review identifi ed sixteen trials, 

involving 4,365 participants, of donepezil for Alzheimer 
disease [1]. The trials were of 12, 24, or 52 weeks’ duration, 
and they found that donepezil was associated with nausea, 
vomiting, and diarrhea, which tended to be mild and 
transient [2]. The review found no difference between 
donepezil and placebo in the proportion of people who 
withdrew for any cause [2]. In a long-term, open-label study 
of the effi cacy and safety of donepezil for Alzheimer disease 
(conducted over almost fi ve years), 86% of people taking 
donepezil (≤10 mg) experienced at least one adverse effect, 
often occurring later in the study. Common adverse events 
included agitation (24%), pain (20%), insomnia (11%), and 
diarrhea (9%) [3].
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Answer 5: There is no good evidence from trials with long 
follow-up of a benefi cial effect in preventing or treating the 
disease
There is no good evidence from randomized, controlled 

trials with long follow-up to support cognitive training as a 
way to prevent Alzheimer disease [1]. When improvements 
in cognitive tests are found with cognitive training, they are 
often modest, may not be maintained over time, and do not 
generalize beyond the skill being trained. In one randomized, 
controlled trial of cognitive training for older adults, 
though improvements in cognitive tests with training were 
maintained over two years, the training had no signifi cant 
effect on measures of everyday functioning [2]. A Cochrane 
systematic review of cognitive rehabilitation and cognitive 
training for early-stage Alzheimer disease and vascular 
dementia found six randomized, controlled trials: none of 
the trials found any statistically signifi cant effects on cognitive 
functioning [3].
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Answer 6: None of the above
One randomized, controlled trial compared four treatments: 

vitamin E (α-tocopherol; 2,000 IU/day), selegiline, vitamin E 
plus selegiline, or placebo [1]. The trial found no signifi cant 
difference in cognitive function with high-dose vitamin E 
alone for two years compared with placebo. 
One randomized, controlled trial in people with Alzheimer 

disease found no signifi cant difference in cognitive function 
after 25 weeks’ treatment with diclofenac plus misoprostol 
compared with placebo [2]. Another trial found insuffi cient 
evidence to compare indomethacin versus placebo in people 
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with Alzheimer disease [3]. Yet another trial found no 
signifi cant difference between naproxen or rofecoxib and 
placebo in cognitive function at one year [4].
One systematic review found no high-quality randomized, 

controlled trials on the effects of nicotine in people with 
dementia [5].
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Answer 7: Carbamazepine
In their systematic review of relevant randomized, controlled 

trials, Warner et al. concluded that carbamazepine is “likely 
to be benefi cial,” while trazodone, sodium valproate, and 
donepezil are of “unknown effectiveness,” in treating the 
agitation associated with dementia [1].
One randomized controlled trial found that carbamazepine 

reduced agitation and aggression over six weeks compared 
with placebo in people with various types of dementia and 
behavioral and psychological symptoms [2].
One small randomized, controlled trial in people with 

Alzheimer disease and agitated behavior found no signifi cant 
difference in outcomes over 16 weeks between trazodone, 
haloperidol, behavior management techniques, and placebo 
[3]. Another small randomized, controlled trial in people 
with agitated behavior associated with dementia found no 
signifi cant difference in agitation over nine weeks between 
trazodone and haloperidol [4]. Both trials may have been 
underpowered to detect a clinically important difference.
One randomized, controlled trial found limited evidence 

that sodium valproate reduced agitation over six weeks 
compared with placebo in people with dementia plus 
behavioral and psychological problems [5]. But a second 
randomized, controlled trial found no signifi cant difference 
in aggressive behavior over eight weeks between sodium 
valproate and placebo [6].
One randomized, controlled trial found that donepezil 

improved functional and behavioral symptoms at 24 weeks 
compared with placebo [7], but two other randomized, 
controlled trials found no signifi cant difference in psychiatric 
symptoms at six months to one year between donepezil and 
placebo [8,9].

References
1. Warner JP, Butler R, Prabhakaran P (2003) Dementia. Clin Evid 9: 1010–

1033.
2. Tariot PN, Erb R, Podgorski CA, et al. Effi cacy and tolerability of 

carbamazepine for agitation and aggression in dementia. Am J Psychiatry 
1998;155:54–61.

3. Teri L, Logsdon RG, Peskind E, Raskind M, Weiner MF, et al. (2000) 
Treatment of agitation in AD: A randomised, placebo-controlled clinical 
trial. Neurology 55: 1271–1278.

4. Sultzer DL, Gray KF, Gunay I, Berisford MA, Mahler ME, et al. (1997) A 
double-blind comparison of trazodone and haloperidol for treatment of 
agitation in patients with dementia. Am J Geriatr Psychiatry 5: 60–69.

5. Porsteinsson AP, Tariot PN, Erb R, Cox C, Smith E, et al. (2001) Placebo-
controlled study of divalproex sodium for agitation in dementia. Am J 
Geriatr Psychiatry 9: 58–66.

6. Sival RC, Haffmans PM, Jansen PA, Duursma SA, Eikelenboom P (2002) 
Sodium valproate in the treatment of aggressive behaviour in patients with 
dementia—A randomised placebo controlled clinical trial. Int J Geriatr 
Psychiatry 17: 579–585.

7. Feldman H, Gauthier S, Hecker J, Vellas B, Emir B, et al. (2001) A 24-
week, randomized, double blind study of donepezil in moderate to severe 
Alzheimer’s disease. Neurology 57: 613–620.

8. Winblad B, Engedal K, Sonininen H, Verhey F, Waldemar G, et al. (2001) A 
1-year, randomized, placebo-controlled study of donepezil in patients with 
mild to moderate AD. Neurology 57: 489–495.

9. Tariot PN, Cummings JL, Katz IR, Mintzer J, Perdomo CA, et al. (2001) 
A randomized double blind placebo controlled study of the effi cacy and 
safety of donepezil in patients with Alzheimer’s disease in the nursing home 
setting. J Am Geriatr Soc 49: 1590–1599.

Answer 8: Lewy body dementia
Lewy body dementia involves insidious impairment of 

executive function with Parkinsonism, visual hallucinations, 
fl uctuating cognitive abilities, and increased risk of falls or 
autonomic failure [1].
Multi-infarct dementia involves a stepwise deterioration 

in executive function with or without language and 
motor dysfunction. Patients usually have risk factors for 
atherosclerosis (such as diabetes, hypertension, and 
smoking). It tends to have a more sudden onset and stepwise 
progression than Alzheimer disease.
Alzheimer disease is characterized by an insidious onset and 

slow deterioration.
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Answer 9: 6 years
People with Lewy body dementia have an average life 

expectancy of about six years after diagnosis [1].
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Answer 10: There is insuffi cient evidence to state whether 
screening is benefi cial or harmful
The United States Preventive Services Task Force 

systematically reviewed the evidence and concluded that the 
evidence is insuffi cient to recommend for or against routine 
screening for dementia in older adults in primary care [1]. 
The task force found good evidence that some screening 
tests have good sensitivity but only fair specifi city in detecting 
cognitive impairment and dementia. There is fair to good 
evidence that several drug therapies have a benefi cial effect 
on cognitive function, but the evidence of their benefi cial 
effects on activities of daily living is mixed, with the benefi t 
being small at best. There is insuffi cient evidence to 
determine whether the benefi ts observed in drug trials are 
generalizable to patients whose disease would be detected by 
screening in primary care settings. The accuracy of diagnosis, 
the feasibility of screening and treatment in routine clinical 
practice, and the potential harms of screening (for example, 
labeling effects) are also unknown. The task force therefore 
could not determine whether the benefi ts of screening for 
dementia outweigh the harms.
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