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Question: Should we encourage
the use of high-dose vitamin E
in persons with memory com-
plaints as a preventive strategy
against Alzheimer's disease?

A 60-year-old man consults you
because he is worried that his
memory lapses could lead to
Alzheimer's disease (AD). The
lapses have been present for some
5 years, but do not interfere with
work or leisure activities. He has
heard that high doses of vitamin E
could prevent AD.

Answer

The first step is to obtain a detailed
history from the patient with memo-
ry complaints and from knowledge-
able informants, to assess whether
other cognitive domains (such as
language, spatial orientation or
executive functioning) are dedining
or interfering with social and occu-
pational activities. This case history
does not suggest early AD.
The issue of preventing AD by

identifying persons at risk or in the
very early stages is timely because a
number of etiology-driven hypoth-

eses can be tested in persons with
progressive memory impairment,
defined operationally as "mild cog-
nitive impairment." One hypothe-
sis is that excessive oxidative activ-
ity in the brain contributes to accel-
erated neuronal death. Vitamin E
would help to protect against brain
lipid peroxidation.
One placebo-controlled random-

ized clinical trial has tested this
hypothesis in later stages of AD
using a 1000 IU dose of vitamin E
twice a day. Vitamin E resulted in a
delay in milestones such as death,
institutionalization, loss of ability
to perform basic activities of daily
living, and severe dementia. Un-
fortunately, an imbalance in the
random allocation of patients to
placebo versus active treatment
groups has led to criticism of these
results, and resulted in the opinion
of a majority of experts consulted
(with 2 dissenting) that high-dose
vitamin E was not yet established
as an effective treatment for AD. In
addition, there is concern about the
potential anticoagulant effects of
vitamin E in high doses.

Fortunately, a National Institute
of Aging-sponsored study is under

way to compare the safety and effi-
cacy of vitamin E (1000 UI twice a
day) with donepezil (10 mg daily)
or placebo in mild cognitive
impairment. The end point of this
study is diagnosable AD. This is
the first study to involve multiple
US and Canadian sites in a preven-
tive strategy against AD, with
more to follow using selective
estrogen receptor modulators,
COX-2 selective inhibitors, and
eventually, amyloid-modifying
agents.
This particular patient can now be

referred to a any one of a number of
memory clinics in North America
that are enrolling patients in the
National Institute of Aging study of
mild cognitive impairment. This is
the best advice to give right now if
the patient wants to try high doses
of vitamin E to prevent AD.
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The information in this column is not intended as a depnitive treatment strategy but
as a suggested approach for clinicians treating patients with similar histories. Individual
cases may vary and should be evaluated carefully before treatnent is provided.
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