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L
et me tell you a story. Frank was
a retired civil engineer, about
70 years old. At the family’s
Memorial Day get-together one
year, his daughter, who was vis-

iting from out of town, noticed that he
was different. His naturally quick smile
seemed to have disappeared. A lifelong
athlete, Frank always had an easy grace to
his movements. But now, he seemed slow
to move and unsteady at times. The next
Memorial Day, to her relief, he seemed
about the same. However, when he
arrived at her home for Thanksgiving, she
was stunned to hear that he’d gotten lost
on the familiar drive there. She was so dis-
turbed to see him confused by the task of
carving the turkey—a job he’d always per-
formed with his engineer’s precision—
that she arranged for a referral to a neurol-
ogist the next Monday. 

Frank saw that neurologist, who diag-
nosed a Parkinson’s plus syndrome and
followed him through a course of worsen-
ing dementia and movement disorders to
his death several years later. When the
autopsy came back, it showed accumula-
tions of Lewy bodies in multiple sites,
including the limbic system and cortex. It
also showed a moderate level of
Alzheimer-type pathology. So, Frank had
dementia and Lewy bodies. Did he have
dementia with Lewy bodies (DLB)?
Frustratingly, the answer is “it depends.”

The diagnosis of DLB depends on a lot
of things. Some of them, like fluctuating
attention and cognition, are hard to meas-
ure. Others, like the relative density of
Lewy bodies and Alzheimer’s pathology in
brainstem, limbic areas and cortex, are
essentially impossible to know during life.

It can be frustrating to explain this to
patients, families, students and referring
physicians who want a definite answer.
Unfortunately, the clinical variability in
DLB, and the softness of its boundaries
with bordering conditions like idiopathic
Parkinson’s disease, Alzheimer’s disease
and the rest of the Parkinson’s plus syn-
dromes, will usually preclude us from
being that definitive. Things aren’t made
any easier by the fact that DLB is an unfa-
miliar diagnosis to many health care
providers and patients. 

How Did We Get Here?
Although Parkinson had overlooked this
feature in his original description of the
“shaking palsy” in 1817, cognitive losses
in association with Parkinson’s disease
were subsequently recognized by Charcot
and others. F.H. Lewy first described in
1912 the cellular body that would even-
tually bear his name, but it wasn’t until a
decade later that he reported that a
majority of patients with Parkinson’s type
motor dysfunction also had significant
cognitive deficits. 

With the rise of modern diagnostic
systems for AD in the 1980s, it became
clear that as many as one-third of patients
with AD were prone to develop the motor
signs of parkinsonism, especially in the
more advanced stages of dementia. This
led to a confusing and disorganized
nomenclature, including a wide variety of
competing diagnostic classifications like
AD-PD complex, Lewy body variant of AD,
and diffuse Lewy body disease, among oth-
ers. During the 1990s, a series of consen-
sus conferences led to the development of
the current DLB terminology and the cri-

teria to identify the syndrome.1

Published in 1996, these criteria
focused on dementia accompanied by
core features of fluctuations in cognitive
impairment, recurrent hallucinations and
parkinsonism. These criteria achieve very
high rates of specificity (greater than 90
percent), but sensitivity is much lower
(below 25 percent).2 They have been crit-
icized for being difficult to implement,
especially when it came to defining the
core feature of fluctuations. Although
attempts have been made to systematize
the identification and scoring of cognitive
fluctuations, these have not been widely
adopted. 

Identifying the dysexecutive patterns
that characterize DLB’s dementia also
proves especially challenging for many 
clinicians because they are not well-
tested by bedside assessments like the
Mini-Mental State Exam (MMSE).
Furthermore, the parkinsonism associated
with DLB tends to be pretty subtle, in
part because tremor is frequently absent.
Perhaps as a result of these problems,
DLB appears to be significantly under-
diagnosed in clinical settings.2 Autopsy
series tell us that it should be almost as
common as vascular dementia, but many
neurologists I’ve spoken to don’t feel they
see it anywhere near that often.

Updated Criteria
DLB has certainly been a hot topic for
clinical researchers in the decade since the
initial criteria were published. This has
allowed reconsideration and revision of
the criteria at a 2005 consensus confer-
ence. The core features—including fluc-
tuations—are much the same, but revised
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supportive features including REM
behavioral disturbance, excessive neu-
roleptic sensitivity, and nuclear imaging
evidence of defective dopamine transport
now play a more clearly defined role in
establishing the diagnosis. 

We are still bound by uncertainty,
however, and the problematic ‘possible’
and ‘probable’ characterizations remain an
important part of the revised criteria.
Obviously, since these are still in the
process of being disseminated, their utili-
ty in clinical practice remains incomplete-
ly understood. Still, I think it’s important
to differentiate DLB from both PD and
AD in the clinical setting because know-
ing the correct diagnosis should influence
both prognostication and treatment. 

In general, PD doesn’t have as great an
effect on life expectancy as DLB, which
tends to run over a time course more sim-
ilar to AD. Some cases of DLB progress to
disability so quickly that they can be mis-
taken for prion diseases. Of course, since
hallucinations typically appear early in the
disease course, it will be important for the
potential prescriber to be aware of provok-
ing them with pro-dopaminergic thera-
pies designed for PD, and at the same
time, be cautious about the risk for severe,
even life-threatening, adverse effects of the
neuroleptics that might be used to treat
the hallucinations.

Clinical Features of DLB
Among the core features, hallucinations
are perhaps the most telling for the prac-
ticing clinician, since they appear to best
distinguish DLB from other illness states.
While both hallucinations and delusions
are present in patients with AD, they
occur earlier in the course of DLB and are
often the presenting symptom. In one
study, three-fifths of mildly affected DLB
patients (MMSE score >20) had visual
hallucinations, while only about five per-
cent of similarly impaired AD patients
experienced them.3

REM behavioral disturbance (RBD) is
very useful in supporting a diagnosis of

DLB and may be the earliest evidence of
the syndrome.4 In RBD, the normal sup-
pression of muscle tone during REM
sleep is attenuated, resulting in vocaliza-
tions and vigorous movements. Family
members may report that patients are
having unusually vivid dreams, or “acting
out” their dreams. Patients are frequently
unaware of the problem, though they
may feel that sleep is less restful. This
symptom pattern often predates
cholinesterase inhibitor therapy, but
members of this drug class (used for cog-
nitive enhancement) may provoke sleep
disturbance and vivid dreams independ-
ent of DLB. 

The pattern of cognitive impairments
also deserves mention because it can assist
in differentiating DLB from AD.
Memory impairment is generally required
for the diagnosis of dementia, but the
nature of the memory dysfunction in
DLB appears different from AD. In gen-
eral, DLB patients recall information bet-
ter than AD patients matched for overall
ability. In contrast to the memory issues
seen early in AD, disorders of executive
function such as planning and initiation
of appropriate behaviors are more com-
mon as earliest cognitive problems seen in
DLB. This may magnify the clinical com-
plaint of “memory loss,” because patients
have difficulty attending to and prioritiz-
ing information that they may subse-
quently need to recall. The end result is
poor working memory. 

Visuoperceptual function is often
more impaired in DLB relative to
patients with AD. The visual processing
deficits extend to spatial and visuomotor
realms on neuropsychological testing as
well, where DLB patients performed
worse than AD patients on complex
visuomotor and executive tasks, even
though the DLB group scored higher on
the MMSE and a word recall task.5

A Practical Approach
So, here’s what I do when I’m faced with
a patient like Frank. I look for the

hypomimia and maybe some bradykine-
sia elsewhere in the body. I focus my his-
tory on issues like visuospatial confusion,
hallucinations and misperceptions. My
review of systems probes for fluctuating
alertness as well as sleep disturbances that
might be RBD, even if they’ve been pres-
ent for years. I may focus my cognitive
exam more toward visuospatial and exec-
utive tasks than the memory and lan-
guage testing I emphasize when identify-
ing AD.

Why is this important? Will the
revised criteria help me in establishing 
the diagnosis of DLB? Yes, probably. 
Will being more certain about the diagno-
sis change what I do? Once again probably
yes—I know I’ll be more sensitive to
potential side effects at lower doses of
dopaminergic therapies and I’ll be much
less likely to treat psychosis aggressively (at
least when its not distressing to the
patient). In the end, while I may not be
any more sure in answering the question of
whether the next patient like Frank 
has dementia and Lewy bodies or 
dementia with Lewy bodies, I know I’ll
have done what I can to give him his 
best shot at being at the family table when
Thanksgiving comes around again. PN
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