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L
iving in the central Virginia
countryside gives me an
opportunity I rarely had as a
child of the Northeast. Here,
we are often blessed with the

combination of perfectly clear skies, rela-
tively little “light pollution,” and com-
fortable temperatures for stargazing. One
of my favorite astronomical targets is
what I have taken to calling the “disap-
pearing galaxy.” High in the night sky,
particularly during the winter and early
spring, is a diffusely bright patch of sky
that is visible only in my peripheral
vision. I think it might be the
Andromeda galaxy, but I have no skill
with star charts, so I’m not really sure
what I’m looking at. 

Regardless of which celestial entity it
might be, my background in visual
research tells me why it disappears when
I look directly at it. The cone receptors of
our primate retinae, which trade light
sensitivity for color perception, are
packed so densely in the fovea that there
aren’t enough of the more sensitive rod
receptors available to process the low
light flux from that distant object.
However, when I look off-center, a high-
er concentration of rods picks up enough
signal for my visual cortex to bring the
image into consciousness. I like to con-
firm this simple reproducible experiment
in psychophysics whenever I have the
chance. (My kids, quite fascinated by the
phenomenon at first, somehow seem to
have lost their enthusiasm. Perhaps I’ve
given my little lesson too often: they can
give the physiologic explanation by chap-
ter and verse, often while rolling their
eyes). 

So by now, you’re probably wonder-
ing why I’m rambling on about stargaz-
ing and retinal physiology in the
Dementia Insights column. My thoughts
turned to the disappearing galaxy when I
saw that the American Academy of
Neurology (AAN) released a new prac-
tice parameter on typical nonmotor
symptoms of Parkinson’s disease (PD),
including depression, psychosis and
dementia.1

My experience has been that, when
caring for a patient with advancing PD, I
often become concerned about the qual-
ity of their cognition. However, when I
turn toward the issue and test for demen-
tia, I often don’t see much evidence of
it—at least by standard criteria, like the
DSM-IV. Apparently I’m not alone,
because the AAN’s 2001 practice param-
eter for the evaluation of dementia does-
n’t even make a recommendation regard-
ing criteria for diagnosing dementia asso-
ciated with Parkinson’s disease (PDD).2

The new Practice Parameter suggests
using the Mini-Mental State Exam, or an
expanded version called the CAMcog, to
screen for dementia in Parkinson’s disease
but sidesteps the issue of what criteria
should be used to establish the presence
or absence of dementia. But, as with the
cones and the dim galaxy, it may be that
the existing dementia criteria aren’t well
equipped to assess the phenomenon. 

Houston, We Have a Problem
The problem is an old one. Dr.
Parkinson’s initial descriptions of PD
specifically noted that the intellect was
spared. Later, both Charcot and Lewy
identified the importance of cognitive

decline in PD, but those observations
seem to have faded from awareness dur-
ing the early therapeutic era of PD in the
last third of the 20th century. It became
common to assume that cognitive and
behavioral problems in PD were related
to medication side effects. However, with
improved management of the adverse
effects of dopaminergic therapy, the issue
of PDD has become more important.
The prolonged survival of PD patients
also plays a role in the frequency of PDD
because both duration of illness and age
increase the likelihood of dementia as a
manifestation of the disease. 

When we deal with cognitively
demanding tasks in treating PD patients
like changing medication schedules, the
patient’s bradyphrenia, mental inflexibil-
ity and impaired problem solving can be
quite clear. However, when we approach
cognitive assessment with routine tests
like the Mini-Mental State Exam, the
deficits just aren’t as apparent. Why? It’s
because they’re testing the wrong func-
tions. Those tests may be just fine for
finding Alzheimer’s disease or delirium,
but the things that go wrong in AD or
delirium are different than the things
that go wrong with cognition in PD. The
principal cognitive problems associated
with PD include the obvious mental
slowing, but also prominent losses in
executive function and visuospatial pro-
cessing which are notably absent from
most bedside assessments of cognition.
The situation is analogous to the differ-
ences in the expression motor abnormal-
ities between cortical and basal ganglia
lesions—or trying to see the dim galaxy
with our cones. 
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Another problem with establishing
dementia in Parkinson’s disease is that the
diagnostic criteria for dementia are very
Alzheimer-centric, focusing on memory
loss. Yet, many Parkinson’s patients with
disabling levels of cognitive disturbance
perform quite well on memory tests.
Without the unifying theme and easily
tested construct of memory impairment,
several different criteria have been used to
define PDD in epidemiologic studies. As
a result, we’re not even sure of the preva-
lence of dementia in Parkinson’s patients.
While the literature overall suggests that
about one-third of people with PD will
become demented, one study found that
more than 75 percent of PD patients
developed dementia over eight years of
follow-up.3

The development of dementia is an
important prognostic sign in people with
PD, since it is associated with increased
rates of mortality and institutionaliza-
tion. One lingering question about PDD
has been whether it simply represents the
co-occurrence of the far more common
Alzheimer’s disease. While certainly some
folks with PD will develop AD (and
probably vice versa), the nearly threefold
increased incidence of dementia in PD
compared to the general population4 as
well as the nonamnestic cognitive profile
argue against a simple co-occurrence in
most patients. 

Ad Astra Per Aspera*
We will likely be faced with the chal-
lenges of identifying dementia in PD
patients more often in the near future. It
appears the FDA will expand the
approved uses of rivastigmine to include
PDD. In addition, the recent AAN prac-
tice parameter identifies both rivastig-
mine and donepezil as “probably effec-
tive” in improving cognition in PDD.
The parameter also identifies the magni-
tude of response as “modest.” (For my
thoughts on the use of “modest” to
describe treatment benefits of the
cholinesterase inhibitors, see the January
2005 issue of Practical Neurology, avail-
able at www.avondalemedical.com/
archive_PNJan2005.htm). 

For us in practice, this means we will
be expected by our colleagues, patients
and undoubtedly certain pharmaceutical
sales representatives to look for and iden-
tify PDD when it’s present. Our choice
of agents may well be dictated by the fact
that rivastigmine will be the only FDA-
approved agent for this diagnosis, at least
for a while. Medicare Part D providers
will probably play a role in our treatment
decisions by determining criteria for
prior authorization as well. Their tenden-
cy to focus on quantitative measures to
establish the need for prescriptive treat-
ment will likely be a source of frustration
for us and our patients. I expect we’ll be

asked to measure and report the hard-to-
quantify phenomena of PDD. We will
also need to be sensitive to the potential
adverse effects of procholinergic drugs in
a disease that has traditionally been treat-
ed with anticholinergics. 

Clinical trial results indicate a consid-
erable risk for increased tremor with
rivastigmine therapy in PDD.5 It will like-
ly require a culture change for many of us
to focus on cognitive changes and balance
them against the potential for motor
worsening in a disease state that we define
as a “movement disorder” and for which
we’ve long focused on motor outcomes
more than nonmotor features. On the
other hand, we may find that hypermotile
GI side effects, which sometimes limit
treatment success in AD patients on
cholinesterase inhibitors, are less of a
problem in PD patients. We’ll certainly
have a lot to look out for as we enter the
era of approved treatments for cognitive
disturbances in PD. I’m not sure we have
a good handle on what we should see, and
like my “disappearing galaxy” I fear there
will be times when I’m looking directly at
the right answer, but won’t be well-
equipped to see it.  PN

*To the stars through difficulties (the
motto on Buck Rogers’ spacecraft).
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It will likely require a culture change for many of

us to focus on cognitive changes and balance

them against the potential for motor worsening

in a disease state that we define as a “movement 

disorder” and for which we’ve long focused on

motor outcomes more than nonmotor features.

            


