
H
ave you misplaced a file re-
cently? Perhaps you’ve strug-
gled to put the face to the
name of a patient calling with
a problem. Or, distracted by

the special sale display, did you forget to
bring home the one item you specifically
set out to purchase at the store? Those
are pretty mild cognitive impairments,
don’t you think? So, do you have Mild
Cognitive Impairment (MCI)? Or, is it
just mild cognitive impairment? 

Apparently, using those three capital
letters makes a difference, because the
state of MCI may help us predict who
will get Alzheimer’s disease, and when.
Unfortunately, there is still a fair bit of
uncertainty over how to implement the
concept of MCI in clinical practice. In
fact, as I looked through the literature on
this topic, I became increasingly con-
vinced that MCI might actually stand for
“Mostly Confusing Information.”

Old Ideas, New Terms
Changes in memory with advancing age
were recognized and first recorded more
than 4000 years ago in Egypt.1 Over half
of older adults complain about their
memories but, interestingly, only a small
minority thinks that their changes are
worse than their peers. Attribution of
late-life cognitive decline to a disease
state—dementia—rather than being an
anticipated part of the aging process is a
modern phenomenon. 

As Alzheimer’s disease grew in promi-
nence as a cause of dementia and subject
of clinical research in the 1980s, a num-
ber of forward-looking researchers began
to study the outcomes of otherwise

healthy older folks who complained of
poor memory. Ronald Petersen and col-
leagues at the Mayo Clinic conducted
some of the most influential work. It was
their research that brought the phrase
Mild Cognitive Impairment to the fore
in the US. The same work continues to
dominate the American view of MCI
today, serving as the basis of an American
Academy of Neurology practice parame-
ter on the recognition of dementia.2

The canonical view of MCI,
expressed in this model, is that it repre-
sents a transitional state between healthy
aging and Alzheimer’s disease.3 Several
other classifications of cognitive loss
among older adults have also been pro-
posed, including “age-associated memory
impairment” and “aging-associated cog-
nitive decline.” A key distinction be-
tween these and MCI is the implicit
assumption that MCI is a pathological
state, while the others were conceptual-
ized to describe the more physiologic
phenomenon of aging-related changes in
brain structure and function. 

According to the diagnostic criteria
recommended by the AAN, MCI should
be recognized in people who complain of
poor memory and have cognitive test
scores below expectation for age and edu-
cation, but who have normal general
cognition and daily function. By defini-
tion, people with MCI are therefore nei-
ther normal nor demented. 

MCI in this construct comes in sever-
al flavors, depending on which cognitive
test scores are abnormal. The most omi-
nous variant appears to be amnestic
MCI, in which verbal memory is
impaired out of proportion to everything

else. The required amount of impair-
ment has been operationalized as 1.5
standard deviations below the mean on
neuropsychological measures of verbal
memory. Meeting these stringent criteria
for amnestic MCI is unusual. These indi-
viduals probably account for less than
five percent of the older adult popula-
tion. However, when the criteria are met,
amnestic MCI becomes one of the
strongest predictors of sporadic Alz-
heimer’s disease, with 10-20 percent of
people who match the criteria develop-
ing AD each year. 

Prediction Predicament
OK then, it looks like we can tell who’s
most likely to get AD and perhaps hazard
a guess as to when it’s going to happen.
That’s a good thing, right? So, just a
quick check—you’ve got those age and
education norms for neuropsychological
tests of verbal memory memorized, don’t
you? At least for those verbal memory
tests you use in the office every day,
right? Surely, you know where the folder
with that information is filed. Oh, so you
don’t…? Me neither. 

For most of us, the only verbal mem-
ory task we use consistently is the three-
word recall from the Mini-Mental State
Exam (MMSE). Although age- and edu-
cation-adjusted norms have been pub-
lished for the MMSE as whole, the mem-
ory task is probably too variable and too
insensitive to usefully apply to the MCI
criteria. 

So maybe, in the finest traditions of
medical practice, we’ll just wing it and
make our best guess. If we do, the litera-
ture tells us we’re going to run into other
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problems. When the criteria are adjusted,
their predictive value starts to fall apart.
In a large French cohort, an adapted—
but still rigorously applied—MCI criteria
set lost nearly all its predictive value, such
that only 7-17 percent of the sample per-
sisted with an MCI diagnosis at one-year
follow-up.4 While some of their MCI
patients became demented, some others
became normal (without treatment). 

Now that’s going to be an uncomfort-
able conversation in the office, isn’t it?
“Well, sure, Mr. Smith… err… last year
I told you that you had MCI, and that
you were on the road to Alzheimer’s, but
now you’re normal.” Perhaps you were
thinking lower-case “mild cognitive
impairment”—the kind we can describe
in the office without access to neuropych
testing norms—and not upper-case
MCI. How do you explain the difference
in capitalization and subsequent risk
determination to the patient? Are you
convinced that the risk has subsided back
to the populational average just because
the scores are better today? That may not
be a safe assumption either, since studies
have shown that even non-MCI-criteri-
on-matching forgetfulness is associated
with elevated risk for AD pathology.5

We face another problem when we
loosen the diagnostic criteria to meet the
demands of clinical practice. If MCI is a
necessary stop on the way to Alzheimer’s
disease, isn’t it likely that other causes of
dementia pass through an MCI phase,
too? If so, how are we going to distin-
guish the MCI that will become Lewy
body dementia from the kind of MCI
that is moving toward fronto-temporal
degeneration? This is an important ques-
tion, because it is likely that at some
point in the not-so-distant future we will
be using different medication approaches
for these very different illnesses, and we’ll
want to treat them earlier in the course
than we do today. 

Medicines, in fact, are a driving factor
in the pressure to diagnose MCI in clini-
cal settings. The FDA has expressed a

willingness to consider approving drugs
to treat MCI, and the cholinesterase
inhibitors were first in line to sign up. In
one study, slated for publication next
month, donepezil appeared to delay the
transition from MCI to AD, at least for a
little while.6 All of the available cholin-
esterase inhibitors have conducted stud-
ies attempting to demonstrate either
improvement in cognitive test scores or
delayed transition to AD, and share in
the less than dramatic results. In the
future, other drugs designed to slow the
progression of AD pathology may be
most effective when targeted toward the
prodromal or early symptomatic stages of
AD, in order to maximize preservation of
everyday function. 

An Uphill Battle
In the brave new world of Medicare pre-
scription drug benefits and tighter fiscal
controls on what medications our pa-
tients can take, treatment of MCI to pre-
vent or delay the transition to AD looks
very vulnerable to me. Even if we consid-
er the most rigorously applied amnestic
MCI criteria, only one in five of those
patients is likely to progress to AD in a
year’s time. That means that four out of
five won’t make that transition, even if
we do nothing. It shouldn’t require an
actuary to discern that corporate phar-
macy benefit managers will be unlikely
to pay for a medication approach that
has no discernable effect over one year in
four out of every five patients who take
it. 

So, we’re going to need some better
tools to enhance prediction, and clarify
the timing of those predictions. Sophis-
ticated early diagnostic approaches in-
cluding PET scans, amyloid imaging and
blood and CSF biomarkers are all under
development to enhance the reliability of
clinical prediction, but they have their
own cost and practical limitations that
are likely to limit their implementation
for the foreseeable future. 

What can we do today to better

understand if those forgetful people  in
the office are on their way to AD? The
AAN practice parameter gives us some
useful guidance. It suggests that we
should follow the patient systematically,
using caregiver/family reports, or bedside
tests like the MMSE, or more standard-
ized neuropsychological tests. The details
of the method seem to matter less than
their consistent application in annual or
semi-annual visits. 

In my hands, when someone has for-
getfulness or other (lower-case) mild cog-
nitive impairments that act like AD
(including negative imaging and blood
work), and he or she is getting measura-
bly worse over a six-to-twelve month
interval, I consider that to be incipient
AD and I treat accordingly. If they’re not
worsening in a definable way, then I keep
following them at the same intervals.
Sure, simple clinical follow-up seems old
fashioned, but so far nothing else has
proved any better for use in clinical set-
tings. 

An added advantage of this approach
is, of course, that I never have to remem-
ber where I put my file containing those
age- and education-adjusted norms for
my verbal memory tasks. Now, if I could
just find my coffee cup...  PN
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