
A
nthony and Marie were
clearly having problems. At
least Marie thought so, and
that’s how they ended up in
my office. Ever since his

retirement, Anthony “just sat there” on
the couch. Over the long years of raising
the family and running the household,
Marie had looked forward to the day
that Anthony retired so they could trav-
el, like they’d always planned. The prob-
lem was, now that Anthony had retired,
he didn’t want to do anything. The pri-
mary care physician responded to
Marie’s complaints with a course of an
antidepressant for Anthony. When that
didn’t work to get him off the couch,
they tried a different agent. That one
failed too and he was getting worse.
Now he wouldn’t follow through with
his usual chores in the house, either. 

Marie insisted he see a psychiatrist,
but Anthony refused because he felt
fine. Seeing me was a compromise solu-
tion. Because Anthony had multiple
vasculopathic risk factors, and had lost
his father to “hardening of the arteries”
and a stroke, the family doctor suggest-
ed that the problem might be related to
cerebrovascular disease. Reluctantly,
Anthony agreed to a visit with me.

At the consultation, Marie did near-
ly all the talking. She was angry and
anxious. When I asked Anthony a ques-
tion, she answered—frequently aiming
a verbal jab at Anthony and his “lazi-
ness.” “They need a marriage counselor,
not a neurologist,” I thought to myself.
Anthony performed adequately, but not
perfectly, on bedside cognitive testing.
He seemed to have the “learned help-
lessness” behavior pattern that intrigued

me way back in undergraduate Psych-
ology. 

Watching the interactions between
them, I chalked the problem up to
divergent expectations and marital dis-
cord. I thought some family counseling
might be useful and referred them to a
social worker. The social worker fol-
lowed up with the news that Marie had
responded well to the sessions. She was
happier, doing more things independ-
ently, and less verbally aggressive toward
Anthony. Problem solved, right?

It seemed that way until about a year
later when the couple was back in the
office. Marie was indeed less angry, but
much more anxious. She was now wor-
ried about Anthony, who looked horri-
ble. He hadn’t shaved in days, his hair
was a mess, his clothes were rumpled
and dirty, and he had lost about 25
pounds. She was worried that he had
become more forgetful. He wasn’t just
forgetting to do the list of chores she’d
leave for him when she went out; now
he was forgetting to groom, dress and
eat. He was still spending most of his
time on the couch, and had become irri-
table when asked to bathe or change
clothes. 

Over the course of the year he had
become forgetful of other things, too.
Despite watching seemingly endless
hours of cable news every day, he could
not recall any recent newsworthy
events, and he was not oriented to the
day or month. He denied low mood,
poor self worth, guilt, fatigue, sleep
problems and lost appetite. He didn’t
seem depressed, just dull. To this day, a
decade later, Anthony remains the face
of apathy for me.

Don’t Tell, Don’t Ask?
Apathy is often cited as the most com-
mon behavioral disturbance in Alz-
heimer’s disease, with a prevalence that
may exceed 90 percent, though most
studies identify frequencies in the 25-50
percent range.1 Apathy is defined as a
lack of motivation relative to the per-
son’s baseline state, which is evident as
reduced goal-directed behaviors. Put
more directly, the apathetic person fails
to be motivated by normally motivating
circumstances. 

While it occurs commonly in depres-
sion (and is one of the cardinal signs in
the DSM-IV diagnostic scheme for
depression), apathy is a separable phe-
nomenon. About half of AD patients
with apathy do not have concomitant
depression,2 and PET scans show differ-
ent patterns of hypometabolism in AD
patients with apathy compared to those
with depression. The presence of apathy
is associated with all sorts of bad things
for the demented patient, including
more rapid decline, worse functional
ability and increased caregiver stress. 

So, if apathy is such a big deal, why
don’t we hear more about it? (This
rhetorical question always generates a
plethora of pun-like interjections about
insufficient motivation. I’ve heard them
all. Rather than risk boring you with my
own pedestrian efforts, I’ll let you fill in
the one you like best). There are several
reasons for the low recognition of the
apathy syndrome. The most prominent
problem is difficulty in distinguishing
apathy from depression. Throughout
the lifespan, low motivation occurs
most commonly in the setting of low
mood.  Thus, when faced with an apa-

What if the Patient Doesn’t Care?
Apathy is a common symptom of Alzheimer’s disease. Frustrating to caregivers, and often
misunderstood, it might also help us to learn more about the earliest changes of AD.
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thetic person and generally safe, well-
tolerated and effective antidepressant
agents, most clinicians respond with a
diagnosis of depression and prescribe
mood-related drugs. Unfortunately, the
SSRI drugs can actually exacerbate apa-
thy.3

Recognition and measurement of
apathy is made difficult by the lack of
easy-to-use and well-validated screening
tests that allow consistent discrimina-
tion of apathy, depression and their
overlap in clinical settings. In AD, there
is also a link between apathy and poor
executive function, which leads the apa-
thetic patient to express a greater loss in
everyday function for a given level of
cognitive impairment. The story is fur-
ther complicated by a strong association
between the patients’ lack of self-aware-
ness for the disabling symptoms of the
disease (anosognosia) and the apathetic
state.4 (Readers may insert their favorite
variation of the “They don’t know and
they don’t care” rejoinder here). 

The relationship between apathy and
anosognosia is important in under-
standing both phenomena. It suggests
that the low motivation and reduced
ability to conduct activities of daily liv-
ing in folks with AD are not the result of
self-perceived deficits. This is different
from depression, in which patients
often have the self-fulfilling prophecy of
low ability. Depressed patients manifest
this at the bedside; when faced with a
cognitive challenging task, they fre-
quently respond “I can’t do that” prior
to any attempt.

Why Should We Care?
Understanding apathy has implications
for how we define and recognize incipi-
ent AD. When I saw Anthony, for
instance, it would have been nice to
know that apathy was associated with
twice the annual risk for AD in patients
with mild cognitive impairment,5 and
that even when depression is identified
in the older adult, a high proportion of

motivation-related symptoms markedly
elevates dementia risk.6 These finding
suggest that a loss of motivation might
be an early sign of AD, and one we
should think about more actively in
those patients with memory complaints
but otherwise good bedside cognitive
performance. 

We define AD as a memory disorder,
and historically the mesial temporal
lobe’s memory-related structures have
been felt to bear the earliest disease bur-
den. Recently, the cingulate gyrus has
been increasingly recognized as an early
target for AD-related pathologic
change. Early cingulate involvement by
AD pathology is further supported by
anatomic and functional imaging. The
posterior regions of the cingulate are
integral to memory circuitry, but vol-
ume loss and metabolic compromise
further forward, in the anterior cingu-
late, are closely linked to apathy. This
may explain why many caregivers retro-
spectively endorse passivity and reduced
emotional expression as some of the ear-
liest prodromal signs of AD.

So, while we might still define AD as
a memory disorder, maybe we should be
thinking of it as a motivation disorder,
too. This is especially important because
while memory loss is a common com-
plaint in aging, it is often benign. When
accompanied by executive dysfunction
and its cousin, apathy, the same magni-
tude of memory problems becomes
more ominous. Current evidence sug-
gests that we might want to steer away
from SSRIs as a knee-jerk response to
low motivation in the older adult, and
consider more careful assessments of
mood and executive function. When
apathy is present in AD patients, con-
vergent data from numerous studies
suggest cholinesterase inhibitors may
provide benefit. Perhaps we should be
following measures of motivation and
initiation to assess treatment response in
these folks, rather than focusing so
much on memory and orientation.

The increased risk of developing
dementia when a forgetful older adult
has additional nonmemory symptoms
also has implications for AD therapy in
the future. We will likely strive to inter-
vene at the earliest possible point in the
course, to give our much-anticipated
disease-modifying drugs the best chance
to prevent decline. Accurate prediction
of who will progress from the prodrome
into full-blown AD will be important,
because those drugs are probably going
to be too expensive to give to everyone
who’s simply a little forgetful. While
PET scans and biomarkers would be
nice, cost is an issue there too, and I sus-
pect there will still be plenty of room
left for clinical judgment.

So, if another Anthony came in the
office today, what would I do different-
ly? I’ve learned to probe more deeply
into why he was just sitting there. I also
came to appreciate that Marie’s anger
was the result, not the cause, of his pas-
sivity. While today I would be more
aggressive in pursuing neurologic diag-
nosis and treatment for him, she would
still benefit from the referral for coun-
seling. In the end, Anthony and Marie
taught me to not be the one who cared
less. PN

March 2007 Practical Neurology 15

1. Landes AM, Sperry SD, Strauss ME, Geldmacher DS. Apathy in
Alzheimer’s disease. J Am Geriatr Soc 2001;49:1700-7

2. Starkstein SE, Petrocca G, Chemerinski E, et al. Syndromic validi-
ty of apathy in Alzheimer’s disease. Am J Psychiatry 2001;158:872-7.

3. Barnhart WJ, Makela EH, Latocha MJ. SSRI-induced apathy syn-
drome: A clinical review. J Psychiatr Pract 2004;10:196.

4. Starkstein SE, Jorge R, Mizrahi R, Robinson RG. A diagnostic for-
mulation for anosognosia in Alzheimer’s disease. J Neurol Neurosurg
Psychiatry 2006;77:719-25.

5. Robert RH, Berr C, Volteau, et al. Apathy in patients with mild cog-
nitive impairment and the risk of developing dementia of Alzheimer’s
disease: a one-year follow-up study. Clin Neurol Neurosurg.
2006;108:733-6.

6. Bartolini M, Coccia M, Luzzi, S, et al. Motivational symptoms of
depression mask preclinical Alzheimer’s disease in elderly subjects.
Dement Geriatr Cogn Disord 2005;19:31-6.

David S. Geldmacher, MD is Associate
Professor of Neurology, Director of the
Memory Disorders Program and
Medical Director of the Fontaine Adult
Neurology Clinic at the University of

Virginia in Charlottesville, VA.


