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Alzheimer’s disease

Practical advice for management in general practice

New drug therapies have changed the way in which Alzheimer’s disease is treated,

but patients still require regular symptom review, guidance on practical and legal issues,

and referral to community support services. GPs play a key role in each aspect of

successful management.

Alzheimer’s disease accounts for approximately
60% of dementia in Australia. Memory loss is
the cardinal feature, but there may also be
impairment of cognitive and executive function,
as well as changes in behaviour, personality and
mood (see Table 1). Certain neuropathological
changes of Alzheimer’s disease are now well
recognised (see Figures 1 to 3).

Management should be aimed at improving
or stabilising the decline of cognition, function in
daily activities, behaviour and mood, with the
goals of improving quality of life and reducing
the burden for the patient, family and caregiver.

Alzheimer’s disease.

IN SUMMARY

monitoring.

Drug treatments for Alzheimer’s
disease

The availability of new drug treatments for
Alzheimer’s disease has increased the impor-
tance of making an early and accurate diagnosis
(see Table 2).

Cholinesterase inhibitors are the only
drugs currently marketed as symptomatic
therapy for Alzheimer’s disease. These drugs
work by preventing the breakdown of acetyl-
choline in the synapse, thereby improving
cholinergic neurotransmission. Acetylcholine
has an important role in memory function;

e Cholinesterase inhibitors are indicated for symptomatic treatment of cognition and
behaviour in mild to moderate dementia of Alzheimer’s type.
To date, no drugs have been proven to halt or slow underlying disease progression in

¢ In comparison to tacrine (Cognex), donepezil (Aricept) is devoid of hepatotoxicity, has
improved gastrointestinal tolerance, and simplified compliance, prescribing and

e Depression can coexist with Alzheimer’s disease and should be treated appropriately.

¢ Regular assessment of the presence and impact of behavioural and psychological

symptoms associated with Alzheimer’s disease is important in management.

¢ Pharmacological treatment for behavioural symptoms should be reserved for drug-

responsive symptoms that are causing at least moderate distress to the patient or

caregivers.

e Counselling should include early attention to practical and legal issues and, in particular,

discussion of the impact of Alzheimer’s disease on driving safety.

¢ The Alzheimer’s Association provides a range of support and educational services for
patients in every State and Territory. GPs and patients can contact the Association on
the national toll-free HelpLine, 1800 639 331.

Downloaded for personal use only. No other uses permitted without permission. © MedicineToday 2000.



the major deficiency in Alzheimer’s disease is
that of acetylcholine. Alzheimer’s disease

What drugs are available?

The first cholinesterase inhibitor developed was
tacrine (Cognex), which is little used as a result of
problems with hepatotoxicity and poor gastro-
intestinal tolerance. A number of second genera-
tion drugs with improved side effect profiles are
now available or under development. The first of
these, donepezil (Aricept), was marketed in This image is unavailable due to copyright restrictions
Australia 12 months ago and is currently the drug
of choice because it has greatly improved tolerance.

Donepezil is available on private prescription
at considerable cost (applications for PBS and
RPBS subsidy have not been approved to date).
Other cholinergic drugs are likely to follow
onto the market in the future.

Approval for rivastigmine has been submitted
to the TGA, and it may be available later in
2000. Galantamine is in the marketing pipeline.
Rivastigmine and galantamine appear to have
similar efficacy, although there are no direct
comparative studies.

Although we do not yet have a clear understanding of the cause of

Why should cholinesterase inhibitors be used? Alzheimer’s disease, certain neuropathological changes are now well
Treatment with the cholinesterase inhibitors may recognised. Senile plaques and neurofibrillary tangles are characteristic
improve symptoms or stabilise decline, resulting features, as are neuronal degeneration and reduced synapse density.
in a gain of six to 12 months, but cannot halt or However, the mechanism of abnormal processing is unclear, and the
reverse progression of the disease. relative importance of plaques versus tangles in pathogenesis is still

It has been suggested that cholinesterase under debate.
inhibitors slow the progression by altering the ILLUSTRATION © 1998, WILLIAM B. WESTWOOD

rate of cognitive decline, but this has not been
proven. Two large international studies have e ——————————
shown a modest benefit in 60 to 70% of patients

treated with cholinesterase inhibitors. About Table 1. Diagnostic features of

20% of these patients demonstrate a more sig- Alzheimer’s disease

nificant response, but the characteristics of this

subgroup are unknown.*? * Acquired decline in cognitive function of insidious
The benefits of treatment with cholinesterase and progressive nature

inhibitors may be apparent in various areas, e Memory loss (a cardinal feature)

including: ¢ Impairment of at least one of the following:

e concentration and alertness - language

® memory - perception

e speech - praxis

e problem-solving ability - problem solving, planning, organisation,

e daily functional activities, particularly judgement, insight or abstract thought
initiation of tasks. ¢ Symptoms sufficient to impact on daily
A number of caregivers report improve functioning

ment in mood and behaviour for patients with

MedicineToday 1 March 2000 21
Downloaded for personal use only. No other uses permitted without permission. © MedicineToday 2000.



Alzheimer’s disease

continued

Table 2. Advantages of early recognition of Alzheimer’s disease'

e Farlv treatmant with recanth/ develaned connitive enhancina driine
e i e e i S S S OIS S

e Opportunities for patients and families to adapt to education and counselling aids

e Reduced carer stress
e |nitiation of community support

e Attention to other medical issues (such as drug compliance and home safety)

e Delay in institutionalisation

e Opportunities for planning lifestyle and legal issues (such as a will, enduring power of

attorney and power of guardianship)

e Supervision of driving and early detection of driving incapacity
e Involvement in research (epidemiological research and drug treatment trials)

Alzheimer’s disease treated with cholin-
esterase inhibitors, which can help in
management and improve quality of life.

Who should be treated?

Donepezil is indicated for patients
with Alzheimer’s disease of mild to
moderate severity. There is no indica-
tion for patients with age-associated
memory loss alone.

Trials are underway to test potential
benefit in vascular dementia, diffuse
Lewy body dementia and more severely
impaired Alzheimer’s disease. The Mini
Mental State Examination can be used

Figure 1. Histological appearance of
normal brain.
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as a rough guide to disease severity (see
the box on page 23).

When should treatment be
commenced?
After a diagnosis of Alzheimer’s disease
is established, treatment can be com-
menced as soon as benefit is sought
(see the flowchart on page 26).
Anecdotal experience suggests that
quality of life can be improved with
treatment at the early stages of Alzhei-
mer’s disease when cognitive impair-
ment is mild and behavioural problems
are less common.
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Figure 2. Senile plaques in Alzheimer’s
disease.

Some patients with limited financial
resources may delay the commence-
ment of treatment until symptoms are
more disabling.

How is donepezil prescribed?
Treatment with donepezil should begin
at a dose of 5 mg daily (clinically effective
dose) for the first four to six weeks, and
can be increased to 10 mg daily if the
lower dose is well tolerated. Women of
low body weight are more likely to be
intolerant of the higher dose.

The medication should be taken at
night in order to reduce the impact of
any gastrointestinal side effects; however,
some patients with insomnia find that
morning administration reduces this
problem. Donepezil is taken with a glass
of liquid, with or without food.

No dose modification is required for
patients who have hepatic or renal dys-
function, and drug interactions have
not been demonstrated other than the
expected potentiation of other choli-
nomimetic drugs. Drugs with anticholin-
ergic action will oppose the therapeutic
effect of cholinesterase inhibitors and are
contraindicated in patients with cognitive
impairment. There is no requirement
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Figure 3. Neurofibrillary tangles in
Alzheimer’s disease.
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The Mini Mental State Examination®

The Mini Mental State Examination is commonly used to assess the severity of cognitive impairment in patients with Alzheimer’s disease.

Instructions

Before you begin, get the patient’s permission to ask some questions. This will help to avoid catastrophic reactions. Provide any hearing or

visual aids that the patient needs. You will also need a watch, pencil and some paper.

Do not engage in conversation, give hints or physical clues (such as head shaking). If a question is answered incorrectly, accept the

patient’s answer and do not ask the question again. The test takes approximately 10 minutes to complete.

Scoring

The test is scored out of 30. A score of 18 to 26 suggests mild dementia; a score of 10 to 17 suggests moderate dementia; and a score of

less than 10 suggests severe dementia. However, the score is a guide only, and requires clinical judgement. Scores are influenced by

factors such as language, culture, educational background, and visual or hearing impairment.

Questions Score | Recall
Orientation 5. Ask the patient to name the three objects that you Score
1. Ask the following questions about time. Score 1 point asked him or her to remember earlier (in Question 3).
for each correct response. Score 1 point for each correct response, regardless of
a. What year is this? VAl order, on the first attempt only. /3
b. What season is this? VAl
c. What is today’s date? VAl Language
d. What day of the week is it? VAl 6. Show the patient a pencil and a watch. Ask the patient
e. What month is it? VAl to name the two objects. Score 1 point for each
correct name. /2
2. Ask the following questions about location. Score 1
point for each correct response. 7. Ask the patient to repeat the following sentence after
a. What State/Territory are we in? VAl you: ‘No ifs, ands or buts’. Score 1 point for a
b. What country are we in? VAl completely correct repetition. "
c. What town or city are we in? VAl
d. In clinic: What is the name of this hospital (or building)? 8. Ask if the patient is left or right-handed. Then ask the
At home: What is the street address of this house? VAl patient to follow a three-stage command, including the
e. In clinic: What floor of the building are we on? other hand in the instruction. For a right-handed
At home: What room are we in? VAl patient, say ‘Take a paper in your left hand, fold it in
half and put it on the floor’. Score 1 point for each part
Registration correctly executed on the first attempt only. /3
3. Tell the patient that you are going to name three
objects, and that you will then ask the patient to 9. Hand the patient a sheet of paper with ‘close your
name them. The objects can be an apple, table and eyes’ written on it. Tell the patient to read the message
penny. Score 1 point for each correct reply on the first and then follow the instruction. Score 1 point if the
attempt only. patient closes the eyes. "
Explain that you want the patient to remember the three
objects because you are going to ask him or her to repeat /3 10.Hand the patient a pencil and paper and ask him or her
them again in a few minutes. If the patient does not repeat to write any sentence on the paper. Score 1 point for a
all three objects, repeat up to six times until they are sentence that makes sense, ignoring spelling errors. n
learned (for the recall test in Question 5).
11.Give the patient a paper, pencil and eraser. Show the
Attention patient a design of two intersecting pentagons, and
4. Ask the patient to subtract 7 from 100, then subtract 7 ask the patient to copy it.
from the result, and so on, for 5 subtractions. Score 1 Score 1 point for a correctly
point for each correct answer. copied design (i.e. a four-
Alternatively, ask the patient to spell the word ‘world’ sided figure between two
backwards. Score 1 point for each correct letter. /5 five-sided figures). n
* ADAPTED FROM REFERENGE 4. TOTAL SCORE /30
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Alzheimer’s disease

continued

Pharmacological therapy for Alzheimer’s disease”

Patient is diagnosed with mild to moderate
Alzheimer’s disease

¥

Counsel patients and families about:

e diagnostic implications and treatment options
e practical and legal issues (e.g. home safety, driving)
e community support services (e.g. Alzheimer’s Association)

/

Is a trial of a cholinesterase inhibitor appropriate?

Yes No »| Refer to a specialist clinic or
memory unit for
consideration of trials

Commence a trial of donepezil (Aricept)

What is the response to treatment?

Y Y

Patient improves or Patient deteriorates Patient has significant
stabilises or shows no effect side effects
e Continue drug therapy Trial a withdrawal Cease drug therapy
e Reassess patient at of treatment
regular intervals
1
' v . Refer t? a B
specialist clinic for
Patient deteriorates Patient shows no effect diagnostic review
and new drug trial
options
e Reassess patient
Consider a re-trial of Cease drug therapy ~ at regular intervals
drug therapy

* ADAPTED FROM GROULX B, AMES DJ, LAWLOR BA, TARIOT PN, CONSULTANTS. BALANCING MENTAL HEALTH IN THE ELDERLY:
A PRIMARY CARE PERSPECTIVE [PROGRAM NOTES]. NEW YORK: PFIZER, 1999.
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for biochemical monitoring. Patients
should be reviewed at one, three and
six months to assess efficacy and side
effects of treatment.

What are the side effects of
donepezil?

Donepezil is well tolerated by most
patients. The incidence of expected
cholinergic side effects is low; nausea
and diarrhoea are the most common
problems.

Other nonspecific side effects can
include headache, fatigue, insomnia,
dizziness and muscle cramps. Occasional
patients develop agitation, hallucina-
tions or unpleasant dreams which reverse
on cessation of the drug.

How long should treatment be
continued?

Benefit appears to be maintained while
therapy continues, but earlier studies
suggest loss of effect within six weeks if
treatment is discontinued.>

Open label data are now available
for patients treated for more than four
years, but published double-blind pla-
cebo-controlled scientific studies have
not exceeded six months’ duration. Data
from the recently completed 12-month
Scandinavian trial with donepezil have
been presented, and show positive effi-
cacy over this period.’

If treatment benefit is doubted, an
effective clinical test is a withdrawal
trial — treatment can be reinstituted if
deterioration follows drug withdrawal.

Assessment of the treatment effect
should include discussion with the
patient and the caregiver or informant,
as well as an objective test of cognitive
function — the Mini Mental State Exam-
ination is a useful brief instrument (see
the box on page 23).

What about other putative
cognitive enhancers?

A number of drugs are reputed to have
cognitive enhancing effects.
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Ginkgo biloba

Ginkgo biloba, a derivative of the leaf
of the Chinese maidenhair plant, is sold
in health food shops. There are a couple
of well conducted scientific studies that
have supported a very small positive
effect on cognitive function.®® The
active ingredient tested (EGb716) is
contained in varying quantities in dif-
fering preparations of this drug.

Antioxidants

Antioxidants have long been postulated
as effective in a number of degenerative
diseases associated with ageing. There are
no studies showing a benefit on cognitive
function, but one large study suggested a
positive effect of vitamin E (1,000 TU
twice daily) or selegeline on the rates of
death, time to institutionalisation, and
loss of basic daily living activities.’

Folate

Recent studies in several sites have
shown a correlation between Alzheimer’s
disease, high serum homocysteine levels
and low serum folate. *!!

As yet, there is no evidence that high
homocysteine or low folate is causative in
Alzheimer’s disease, as opposed to a con-
sequence or association of Alzheimer’s
disease. No treatment studies have been
conducted, nor can treatment implica-
tions be drawn from the evidence to
date. Further research in this area may
lead to promising therapeutic advances.

Other agents

A number of other agents are being tested
in large international studies for potential
benefits on disease progression. These
include anti-inflammatory drugs, oestro-
gens, lazabemide (monoamine oxidase B
inhibitor), metabolic enhancers and neu-
rotrophic agents.

The results of the lazabemide study
which were presented at the 1999
International Psychogeriatric Association
meeting in Vancouver showed a statisti-
cally significant delay in deterioration

on neuropsychology and daily activity
scale. Unfortunately, this drug has
recently been withdrawn from develop-
ment following a small number of cases
of hepatotoxicity.

Practical and legal issues

When counselling patients with Alz-
heimer’s disease and their families, a
number of other important areas should
be covered in addition to the diagnosis
and treatment options.

A family conference can be organised
to discuss relevant issues at the time of
diagnosis, including:

e the nature and implications of

Alzheimer’s disease
® treatment options
¢ long term planning, including legal

issues
¢ guidance on practical management,

including community support
services.

Testamentary capacity

Patients with an early diagnosis of
Alzheimer’s disease who retain testamen-
tary capacity can organise appropriate
provisions for a will, enduring power of
attorney (management of finances and
assets), enduring power of guardianship
(management of treatment and lifestyle
decisions) and advance directives.

It is important that these documents
be brought to the attention of patients
at the time of the diagnosis, before legal
capacity is lost and guardianship board
involvement is required.

Capacity is a legal concept and is
decision-specific, requiring assessment
of the ability to understand the relevant
information and appreciate the conse-
quences of decisions.

Driving

Driving is a difficult issue that faces all
GPs at times. As practitioners involved
in the role of caring and support, the
legal requirement to report patients
whose physical or mental impairment is

likely to affect driving safety often
produces a conflict of interest.

There is an opportunity to perform
brief cognitive screening when medical
certification of fitness to drive at peri-
odic intervals is a requirement in older
patients. Objective evidence of possible
cognitive impairment can be followed
with more detailed assessment and
diagnosis.

When a diagnosis of Alzheimer’s dis-
ease is established, it is important to
discuss driving ability with the patient
and family.

In a large number of patients, it is
effective to explain the many ways in
which Alzheimer’s disease can affect
driving performance, and to encourage
self-restriction and appropriate volun-
tary licence relinquishment.

It is useful to discuss this issue at an
early stage, when insight is better main-
tained. This will allow time for patients
to accept the loss of driving and to plan
alternative arrangements.

Studies have suggested that patients
with moderate and severe dementia are
clearly unsafe on the road.”* However, the
situation is very variable in mild demen-
tia, and many patients are safe drivers in
the early stages of Alzheimer’s disease.

Mandatory licence suspension on
diagnosis (which is not required in
Australia) seems to be unnecessarily
harsh, but there no clear guidelines on
how to assess risk in the clinical setting.
In situations of doubt or a lack of patient
co-operation, an on-road driving assess-
ment, preferably conducted by a skilled
assessor (such as an occupational ther-
apist), can provide objective evidence
and relieve the doctor of having to take
the punitive role.

Activities of daily living

Practical advice on maximising func-
tion may help on a wide range of issues,
including:

* aids for memory and orientation

e drug compliance
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Alzheimer’s disease

continued

¢ home safety

e communication hints

¢ suitable diversional activities

e appropriate structuring of the home
environment.

In the more advanced stages of the
disease, advice about nutrition and the
management of continence and personal
care may be of help.*

Superimposed problems

From a medical perspective, it is impor-
tant to consider, detect and treat any
superimposed medical problems or
drug-induced iatrogenic problems that
may be compounding disability.

This is particularly relevant if there
has been recent unexplained cognitive
decline, superimposed delirium or new
behavioural problems.

A proactive approach of scheduling
routine regular reviews with the patient
and family at intervals of three to six
months will allow problems to be det-
ected at an early stage and preventive
strategies to be instituted.

Carer stress

The carer is the second victim in Alz -
heimer’s disease, and the stress associated
with the caregiving role can result in
medical and psychological morbidity
associated with increased use of health
services.

Appropriate education, counselling
and support together with adequate
provision of respite services can imp -
rove carer health and delay the require-
ment for residential care.

Referral to the Alzheimer’s Assoc-
iation lends support to the GP’s input.
GPs or patients can contact the Alzh-
eimer’s Association in their State
or Territory on the national toll-free
HelpLine, 1800 639 331.

Depression and Alzheimer’s
disease

Depression and Alzheimer’s disease can
present with similar symptoms and can
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be difficult to differentiate clinically.
Symptoms include:

* memory loss

poor concentration

¢ reduced interest and initiation of

activities
e changes in psychomotor activity
e sleep disturbance
o fatigue
e changes in eating habits or weight.

In pseudodementia or ‘reversible
dementia’, cognitive impairment imp-
roves or reverses with the successful
treatment of depression. If in doubt, a
trial of antidepressant therapy is indi-
cated. Late onset depression associated
with cognitive impairment is associated
with a higher rate of dementia (vascular
dementia and Alzheimer’s disease).

Depression is also a common con-
comitant diagnosis in patients with
Alzheimer’s disease, more commonly in
the early stages of dementia. Symptoms
of depression, which are present in up
to 40% of patients with Alzheimer’s dis-
ease, are generally under-recognised
and undertreated.

Appropriate treatment should be
instituted, including supportive coun-
selling and, if necessary, antidepressant
drug therapy. The choice of pharmaco-
logical agent should take into account
the side effect profile of different drugs:
drugs with anticholinergic effect (such
as tricyclic antidepressants) can increase
confusion and are best avoided.

The selective serotonin reuptake
inhibitors (SSRIs) with relatively short
half-lives and minimal anticholinergic,
adrenergic and histaminic side effects
are a good choice.

Managing psychological and
behavioural symptoms

Changes in personality and behaviour
are commonly associated with Alzhei -
mer’s disease, often becoming signifi-
cant in the moderate and severe stages
of dementia. There is great individual
variation in the occurrence and severity

of behavioural symptoms, but they are
often extremely disruptive to patients and
caregivers in both home and residential
care settings, resulting in reduced quality
of life and increased costs of care.

The management of psychological and
behavioural symptoms in Alzheimer’s
disease is presented in the flowchart on
page 31.

Nonpharmacological approaches
A thorough assessment should include
identification of the specific problem
behaviour, documentation of relevant
antecedents and consequences, and a
careful search for any medical illness,
physical symptoms or iatrogenic factors
(drug side effects or interactions) that
may be contributing.
Nonpharmacological approaches
(including environmental interventions)
should be tried before resorting to drug
therapy.

Pharmacological therapy
Pharmacological therapy should be
reserved for drug-responsive symptoms
of at least moderate severity that are
disturbing to the patient or caregivers.

Antipsychotic medication is most
effective in the treatment of psychotic
symptoms (delusions and hallucina-
tions), agitation and aggression.

When choosing a therapeutic agent,
consideration should be given to the
side effect profile of individual drugs. In
general, elderly patients with dementia
are more sensitive to centrally acting
drugs, and the dosages of medication
required are significantly lower.

It is important to begin treatment
with a low dose and to increase the dose
slowly. Regular review of both efficacy
and any potential adverse effects is
important. In general, if antipsychotic
treatment is required, use of a potent
antipsychotic with minimal anticholi-
nergic action, in low dose, is the pre-
ferred option (e.g. haloperidol [Serenace],
0.5 mg once or twice daily).
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Alzheimer’s disease

Patients with diffuse Lewy body
dementia (an increasingly recognised
form of dementia) often respond very
poorly to antipsychotics, deteriorating
in both mobility and cognition. It is
preferable to avoid the use of neurolep-
tics in this group.

The newer antipsychotic drugs, such
as risperidone (Risperdal) and olanza-
pine (Zyprexa), appear to be at least as
effective as conventional neuroleptics
but with fewer undesirable side effects,
particularly on the extrapyramidal sys-
tem. These agents are used routinely in
other countries, but are not currently
authorised in Australia for behaviour
management in dementia.

specialist clinics and memory

units

The availability of new drug treat-

ments for Alzheimer’s disease increases

the importance of early and accurate
diagnosis.

Distinguishing early Alzheimer’s
disease from age-associated memory
loss can be difficult, and assessment at
a specialist clinic with detailed neuro-
psychological testing can be helpful.

Dementias that can easily be mistaken
for Alzheimer’s disease include:

e frontal dementia

e diffuse Lewy body dementia
(thought to account for 20 or 30%
of previous cases)

e focal atrophy syndromes.

Referral to a specialist or memory unit
may also be required when:

e there is diagnostic uncertainty — for
example, an atypical or complicated
presentation or disease course, early
or mild impairment, very high or
low premorbid education or
intellect, or disease onset at young
age (less than 65 years)

e the disease course is unexpected or
rapidly deteriorating

e management of resistant behavioural
or psychological symptoms is
required

continued

Managing psychological and behavioural symptoms*

Patient with Alzheimer’s disease presents

for regular assessment

¥

Perform thorough assessment for behavioural and
psychological symptoms, considering:
e the nature, frequency and severity of symptoms

¢ the behavioural setting (antecedents and consequences)
o the level of resultant stress to the carer

Y

Li

Symptoms are present

Symptoms are not present

!

Are there any contributing factors:
® undetected illnesses

e concomitant medications (side effects

or interactions)
e environmental factors?

— 3

No Yes

!

Continue to reassess
patient at regular intervals

Try nonpharmacological management

—

Consider a trial of pharmacological
therapy if symptoms are of at least
moderate severity and disturbing
to the patient or carer

Problems
continue

Problems
resolve

|
Problems Problems
continue resolve

Continue to reassess
patient at regular intervals

¢ Refer to a specialist clinic or
memory unit

e Continue to reassess patient at
regular intervals

e Trial a withdrawal of drug
therapy

e Continue to reassess patient at
regular intervals

* ADAPTED FROM GROULX B, AMES DJ, LAWLOR BA, TARIOT PN, CONSULTANTS. BALANCING MENTAL HEALTH IN THE
ELDERLY: A PRIMARY CARE PERSPECTIVE [PROGRAM NOTES]. NEW YORK: PFIZER, 1999.
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Alzheimer’s disease

continued

o the patient or family requests a
specialist opinion.

Specialists and memory units can pro-
vide advice about testamentary capacity
and driving ability, as well as new drug
treatments. They also have an interest
in clinical drug trials.

Can Alzheimer’s disease be
prevented?

Unfortunately, there is no current evid-
ence to support the use of any pharma-
cological agent in the role of prevention,
but research is underway in the area. A
number of studies are being conducted
worldwide in patients with memory
loss or mild cognitive impairment to
test agents that may delay the onset of
Alzheimer’s disease.

Drugs under investigation for dis-
ease prevention include cholinesterase
inhibitors, anti-inflammatory agents,
antioxidants (including vitamin E) and
oestrogens (in women). No such stud-
ies are currently being conducted in
Australia.

Conclusion

General practitioners are in a unique
position to detect and diagnose Alz-
heimer’s disease. Regular medical
review is necessary in this chronic, pro-
gressive disease to assess cognition,
functional performance in daily living
activities, and behavioural and psy-
chological symptoms associated with
Alzheimer’s disease.

Ongoing medical management
should include careful detection and
treatment of intercurrent illness, and
attention to drug compliance, side
effects and interactions.

The burden may be eased and resi-
dential care may be delayed with con-
tinuing education and counselling sup-
port, monitoring of carer stress and
referral to community support services.

Knowledge of new drug therapies
and research directions is increasingly
relevant. MT

32 MedicineToday I March 2000

References

1. Brodaty H, Gresham M. Effect of a training
programme to reduce stress in carers of patients
with dementia. BMJ 1989; 299: 1375-1379.

2. Rogers SL, Farlow MR, Doody RS, Mohs R,
Friedhoff LT. A 24-week, double-blind, placebo-
controlled trial of donepezil in patients with
Alzheimer’s disease. Donepezil Study Group.
Neurology 1998; 50: 136-145.

3. Burns A, Rossor M, Hecker J, et al. The effects
of donepezil in Alzheimer’s disease — results from
a multi-national trial. Dement Geriatr Cogn
Disord 1999; 10: 237-244.

4. Folstein MF, Folstein SE, McHugh PR.
‘Mini-mental state’. A practical method for
grading the cognitive state of patients for the
clinician. J Psychiatr Res 1975; 12: 189-198.

5. Mohs R, Doody R, Morris ], et al. Donepezil
preserves functional status in Alzheimer’s disease
patients: results from a 1-year prospective placebo-
controlled study. Eur Neuropsychopharmacol
1999; 9(suppl 5): $328

6. LeBars PL, Katz MM, Berman N, et al. A placebo-
controlled, double-blind, randomized trial of an extract
of ginkgo biloba for dementia. North American EGb
Study Group. JAMA 1997;278: 1327-1332.

7. Kleijnen J, Knipschild P. Ginkgo biloba. Lancet
1992; 340: 1136-1139.

8. Kanowski S, Herrmann WM, Stephan K, Wierich
W, Horr R. Proof of efficacy of the ginkgo biloba
special extract EGb 761 in outpatients suffering from
mild to moderate primary degenerative dementia of
the Alzheimer’s type of multi-infarct dementia.
Pharmacopsychiatry 1996; 29: 47-56.

9. Sano M, Ernesto C, Thomas RG, et al. A
controlled trial of selegiline, alpha-tocopherol, or
both as treatment for Alzheimer’s disease. The
Alzheimer’s Disease Cooperative Study. N Engl |
Med 1997: 336: 1216-1222.

10. Diaz-Arrastia R. Hyperhomocysteinemia: a
new risk factor for Alzheimer disease? Arch
Neurol 1998; 55: 1407-1408.

11. Clarke R, Smith AD, Jobst KA, et al. Folate,
vitamin B12, and serum total homocysteine levels
in confirmed Alzheimer disease. Arch Neurol
1998; 55: 1449-1455.

12. Molloy DW, Darzins P, Strang D. Capacity to
decide. Ontario, Canada: New Grange Pr, 1999.

13. Lundberg C, Johansson K, Ball K, et al.
Dementia and driving: an attempt at consensus.
Alzheimer Dis Assoc Disord 1997; 11(1): 28-37.
14. Brodaty H. Managing Alzheimer’s disease in

primary care. Rev ed. London: Science Pr, 1999.

Further reading

1. Small GW, Rabins PV, Barry PP, et al.
Diagnosis and treatment of Alzheimer’s disease
and related disorders. Consensus statement of the
American Association for Geriatric Psychiatry, the
Alzheimer’s Association, and the American
Geriatrics Society. JAMA 1997; 278: 1363-1371.
2. Hecker J. Alzheimer’s disease: the advent of
effective therapy. Aust N Z ] Med 1998; 28: 765-771.
3. Hecker J. What’s new in dementia? Mod Med
Aust 1997; 40(8): 30-45.

5. McKeith IG. Dementia with Lewy bodies:
clinical and pathological diagnosis. Alzheimer’s
Reports 1998; 1(2): 83-87.

6. International Psychogeriatric Association. Beh-
avioural and psychological symptoms of dementia
(BPSD) educational pack, seven modules.
Chicago: Gardiner-Caldwell Communications,
1998. http://www.vermeulen.net/bpsd/home.htm.
7. Finkel SL The signs of the behavioural and
psychological symptoms of dementia. Clinician
1998; 16(1): 35-42.

Downloaded for personal use only. No other uses permitted without permission. © MedicineToday 2000.





