
Treatment Controversies in
Alzheimer’s Disease

There is a lot of interest in
the very early stage of
Alzheimer’s disease (AD)

since this may be  when disease-
modifying drugs (DMDs) are
most effective. Furthermore,
early diagnosis may allow the
patient to better plan towards
advance directives, organize finan-
cial affairs, and contemplate how
best to use his or her remaining
time. This review addresses the
feasibility of very early diagnosis
of AD, the potential impact of
DMDs and the use of current
symptomatic treatments, pharma-
cologic and non-pharmacologic.

Definition of Incipient AD
Many terms have been coined
over the years for cognitive
impairment syndromes.1 The best
known are age-associated memory

impairment (AAMI), cognitive
impairment no dementia (CIND)
and mild cognitive impairment
(MCI) (see Table 1). The term
MCI is the most widely used and
has been defined operationally
(see Table 2) in a way that can be
used in prospective cohort studies
and in randomized clinical trials
(RCTs).2 More recently, subtypes
of MCI have been proposed based
on neuropsychologic features (see
Figure 1). Many cohort studies are
underway to establish if these
MCI subtypes are predictive of
specific dementias. The amnestic
MCI subtype is so commonly seen
as leading to AD that some authors
are suggesting to call it “prodromal
AD.”3 In this review, the term
“incipient AD” will be equivalent
to amnestic MCI single domain or
multiple domains. It should be
noted that even within this group
of subjects some are more at risk
than others for progression to AD:
those with a rapid decline on cog-
nitive measures, ApoE4 genotype,

hippocampal atrophy on MRI, or
alterations in levels of tau proteins
and of beta-amyloid fragments in
cerebrospinal fluid. 

Importance of Incipient AD
as a Stage of Disease 
Amenable to Treatment
It is possible that amyloid-
suppressing drugs such as
tramiprosate, R-flurbiprofen and
bapineuzumab, statins such as
atorvastatin, and anti-inflammatory
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Physicians face numerous challenges when diagnosing and treating Alzheimer’s disease (AD), as there
remain many unanswered questions about the cause and progression of this disease. This review discusses
the feasibility of very early diagnosis of AD, the potential impact of disease-modifying drugs (DMDs) and
the use of current symptomatic treatments, pharmacologic and non-pharmacologic.
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Table 1

Cognitive Impairment
Syndromes1

• Benign senescent forgetfulness

• Age-associated memory
impairment (AAMI)

• Late-life forgetfulness

• Aging-associated cognitive
decline

• Age-related cognitive decline

• Mild cognitive decline

• Cognitive impairment no
dementia (CIND)

• Mild cognitive impairment (MCI)



drugs such as ibuprofen will act as
DMDs if taken early enough in
the course of AD. These drugs
are being (or will be) tested in
RCTs aiming at slowing the
decline of AD in the early
dementia stage, as add-on to
standard symptomatic drugs
(cholinesterase inhibitors and
memantine). It is quite possible
that these drugs will prove even
more effective in incipient AD,
and lessons learned from the first
set of RCTs in MCI will help
design better studies.4

Symptomatic Treatment
Using Cholinergic Enhancers
An expert review of sympto-
matic drugs in MCI was pub-
lished in a recent issue of The
Canadian Review of Alzheimer’s
Disease and Other Dementias.5

The bottom line is that no drug
has been proven of benefit for
the symptomatic treatment of
MCI, and by extension incipient
AD. This includes cholinesterase
inhibitors, although donepezil
came very close: in the RCT
comparing donepezil to vitamin
E and placebo, although the pri-
mary analysis of delaying the
diagnosis of AD over three
years was not achieved for the
entire group of MCI subjects,
such an effect was found in a
secondary analysis looking only
at ApoE4 carriers.6 The authors
and an IPA group of experts7

agreed that this evidence was

not sufficient to screen MCI
subjects for ApoE genotype for
treatment with donepezil, but it
is quite possible that future
RCTs will enrich the population
under study using ApoE4 carrier
status.

Symptomatic Treatment
Using Cognitive Training
There has been a sustained inter-
est in improving cognition in
MCI and incipient AD using a
well-structured, cognitive inter-
vention approach. A team led by

Dr. Sylvie Belleville at the Institut
Universitaire de Gériatrie de
Montréal has documented the ben-
efit of such training using objec-
tive measures of episodic memo-
ry, including list recall, face-
name association and text mem-
ory.8 Groups of four to five subjects
are trained weekly over eight
weeks, with pre- and post-training
assessments. The benefit on cog-
nitive measures was found in
healthy volunteers as well as
subjects with MCI.8 Further
work using a randomized design
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Table 2

Mild Cognitive Impairment Amnestic Subtype2

• Memory complaints, preferably corroborated by an informant

• Memory impairment documented on an objective test relative to age and
education-matched healthy people

• Normal general cognitive function

• Intact activities of daily living

• Not clinically demented

Figure 1
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is required to establish cognitive
intervention as a useful treatment
in the pre-dementia stage of AD. 

Current Management of
Incipient AD
So what do we do now with subjects
who have subjective memory com-
plaints and objective evidence of a
decline, but are not functionally
impaired enough to diagnose
dementia? Clearly, vascular risk fac-
tors must be systematically searched
for and treated (see Table 3). In the
current stage of our knowledge, cli-
nicians should be very careful about
labeling individuals as having AD
before dementia can be diagnosed
on clinical grounds: it is premature
to use brain imaging such as PET
scans using deoxyglucose9 or levels
of tau proteins and beta-amyloid
fragments in cerebrospinal fluid.10

On the other hand, a closer follow
up with the patient and informant (at
least yearly) should be offered using

a semi-structured interview with
questions on instrumental activities
of daily living (IADL) such as use
of finances, medication, transporta-
tion and communications, and a
measure of cognition using the
Montreal Cognitive Assessment
(MoCA),11 available at www.mocat-
est.org. Depression must be looked
for and treated, avoiding drugs with
anticholinergic side-effects.

It is considered inappropriate to
use cholinesterase inhibitors as
symptomatic treatment before AD
is diagnosed clinically. Cholinergic
side-effects are more common in
this setting than in patients with AD,
as reflected in all RCTs done in
MCI with cholinesterase inhibitors.
Furthermore the possibility of
detecting a clinically meaningful
improvement is very unlikely, con-
trary to established AD where the
therapeutic field has matured to
include non-cognitive measures12

and goal attainment scaling.13

Cognitive interventions will
hopefully be available more broad-
ly using the experience gained at
the Institut Universitaire de
Gériatrie de Montréal. Finally,
patients should be encouraged to
participate in RCTs with DMDs as
soon as they become available in
2007. The optimistic view is that
the incipient stage of AD is where
these drugs will work best.
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Table 3

Current Management of
Incipient AD

• Treat vascular risk factors

• Look for and treat depression 

• Do not label as “Alzheimer’s
disease”

• Yearly follow up with questions
on instrumental activities of daily
living (IADL) and the Montreal
Cognitive Assessment (MoCA) 

• Facilitate participation in
non-pharmacologic and
pharmacologic research


