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“U h-oh. This is going to cost me.”
That was my first thought
when my wife announced she

was in the market for a new car. When
she said that she was seriously considering
a German roadster as her top choice, my
deeply-held cheapskate sensibilities were
offended. Granted, her old car has served
her long and well, but paying for a “lux-
ury car” label on a vehicle with only two
seats? I wasn’t sure about that at all. On a
little deeper inspection of the facts, how-
ever, it became clear that—although
indeed this was going to cost us some-
thing—there was value associated with
those costs. A huge proportion of the
more than 100,000 miles on her old car
were run at high speed, on the interstate,
with her as the only occupant as she made
a hefty (by central Virginia standards)
commute several times each week. The
station wagon, with its big engine and
unoccupied volume to heat and cool,
made a lot less sense when fuel was
threatening to crest at over $3 per gallon
while the costs to maintain the well-worn
wagon were mounting. Taking all that
into consideration, a small, fuel-efficient
car, designed and built with prolonged
cruising on the Autobahn in mind began
to look pretty attractive from the eco-
nomic perspective. 

Looking at the complicated and bur-
densome forms that I receive from
Medicare Part D pharmacy benefit pro-
grams, I get the sense that the insurers’
first reaction to pharmacotherapy for
Alzheimer’s disease is a lot like my, “Uh-
oh. This is going to cost me.” There is also
no dearth of criticism of the costs of

drugs for dementia in the medical litera-
ture and popular press. Critics argue that
dementia treatment does not provide
meaningful value to the patient, health
care system or economy as a whole. They
rail that the drugs cost too much, do too
little, and the numerous studies drawing
conclusions supportive of the value of
pharmacotherapy are biased. 

Bias is a real issue, but it is important to
recognize that all studies are biased. Bias is
introduced as soon as the hypothesis is
developed and the statistical analysis
designed. Publication bias, which leads to
overrepresentation of “positive” results in
the literature, compounds the problem.
The real problem is not one of bias, but
rather one of conscious or unconscious
misrepresentation. While that might hap-
pen in the sales and promotion of drugs,
we have to hope that the scientific peer
review system will minimize the appear-
ance of intentionally misleading conclu-
sions in the literature. When it comes to
interpreting pharmacoeconomic outcomes
in the literature, we should still be cautious
about buying into unbridled enthusiasm
about cost savings associated with treat-
ment, and remember that most patients
come to us to relieve their suffering and
not to reduce their costs.

So, questions of bias and misrepresen-
tation aside, why is it that after more than
a decade on the market, we remain unsure
whether antidementia therapies are cost-
effective? The heart of the problem lies in
the definitions. How do we define cost?
How do we define effectiveness? Like the
proverb of the blind men and the ele-
phant, each observer is likely to draw dif-

ferent conclusions about cost and effec-
tiveness depending on where he or she
stands. In some situations, that pits the
desires of the individual against the needs
of some institution, usually an insurer or
governmental agency. Dementia is further
complicated by the fact that, in many
cases, the individual no longer has the
capacity to play a fully informed role in the
discussion, and must depend on the advo-
cacy of others—who are likely to have
their own personal and economic agendas.
Proxy decision makers are likely to face
issues of anger, depression, guilt, sleepless-
ness and financial pressures, all of which
can color their view of what’s best for the
patient. When the time comes to write out
that prescription for a dementia-related
drug, we need to keep these complicating
factors in mind.

Defining Costs
Dementia is expensive. The National
Institute on Aging’s estimate of $100 bil-
lion in annual costs is frequently cited,
along with the conclusion from the same
report that dementia is the third most
expensive illness to the US economy,
barely edging out diabetes mellitus.
That’s a massive number. Surely after a
decade of relatively easy prescriptive treat-
ment of AD, we should be able to tell if
drug therapy alters it, shouldn’t we? 

The problem is that the NIA figures
include a calculation for the value of care-
giver time. That’s reasonable, isn’t it? You
and I value our time, and we bill for it.
(Medicare also assigns a value to our
time—though at a substantially lower rate
than we do). The issue of caregiver time is
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important from the viewpoint of public
health and economics. Caregiver produc-
tivity is reduced by the demands of care.1

Work loss associated with AD caregiving
costs US businesses $35 billion per year.2

The value of caregiver time is included in
the concept of “indirect” costs and is
important in calculating not only the eco-
nomic burden of the illness, but also the
potential value of dementia drug therapy
to the economy as a whole. The overall
cost of caring for a demented person
changes surprisingly little over the course
of the disease. However, early in the
course, the majority of those costs are
absorbed by the time and nonmedical
expenses borne by the patient’s family.
Later in the illness, the patient is more
likely to receive care in an institution, with
mostly “direct” (and easy to measure) costs
borne by the family’s assets and Medicaid,
and only rarely private long-term care
insurance. 

Since the cholinesterase inhibitors were
primarily approved for use in mild and
moderate disease, and most direct costs are
associated with more severe disease, it
makes sense that changes in hard cash
expenditures associated with treatment
would be difficult to find. The oft-cited
AD2000 trial indeed found no reduction
in the use of paid services among treated
patients and reported that treatment was
“not cost-effective.”3 That trial was funded,
of course, by the primary payer of direct
costs for dementia care in the UK, whose
primary interest was in whether treatment
would reduce their portion of costs, not
whether the quality of life, subjective bur-
den, or time investment of the caregiver
were altered. The AD2000 analysis also
did not meaningfully address any potential
for broader economic benefit outside
NHS’s checkbook.

Prospective clinical trials, usually fund-
ed by manufacturers of the studied prod-
ucts, account for caregiver time and typi-
cally report cost benefits associated with
treatment. These studies have been criti-
cized because of the potential for biased or

unreliable reporting by caregivers. A bigger
problem for me is in determining the accu-
racy of the value assigned to caregiver time.
Many spousal caregivers would not attrib-
ute a value to their time because they per-
ceive it as time “given” not “taken,” or they
view time in post-retirement life as lacking
a financial correlate. On the other hand,
caregivers who are adult children of AD
patients may lose work hours and forego
higher income employment opportunities
to provide care. These potential losses cor-
relate with the patient’s disease severity,
and might be reduced by interventions
which maintained independence longer.1

In general, economic models of caregiver
time do not take these complicating fac-
tors into consideration. 

Defining Effectiveness
Defining benefits associated with demen-
tia care is just as difficult as assigning costs.
Manufacturers of antidementia drugs have
been criticized for focusing too much on
research measures of cognitive and global
function in “pure” cases of Alzheimer’s dis-
ease in their trials. Not only are those
approaches mandated by regulatory
authorities, they represent good science.
My thought is that good science should
inform clinical practice. However, to be
good science, it can’t be all-inclusive. So,
we’re left to define benefit in our individ-
ual patients, based on their individual
needs. Families do this intrinsically, by
identifying goals and reporting stability,
improvement or loss in those functions to
us in the office. We do it too, with either
subjective or objective measures. Studies
indicate that families are pretty good at
tracking goal behaviors and reporting
them to us, and that physicians recognize
treatment outcomes beyond those meas-
ured by standard tests.4

There is another level of effectiveness
that we don’t consider as well in neurology
offices, but which is of crucial concern in
public health equations regarding the costs
of care, namely: the effect of dementia care
on caregiver health. Caregivers have high

rates of depression and substance abuse, as
well as measurable changes in assays of
physiological stress.5 The impact of these
“innocent bystander” effects on health care
economics remains incompletely under-
stood, but there are studies showing reduc-
tions in distress and health care costs
among caregivers of patients treated with
cholinesterase inhibitors.6,7

So at this point we’re left with a conun-
drum. Different parties with divergent
agendas can’t agree on how to measure cost.
Effectiveness, as defined to meet regulatory
hurdles, dominates the literature, but most
agree that it’s too narrow a definition for use
in clinical settings. The cost-effectiveness
equation still has too many unknowns for
us to solve. And, we’ve barely scratched the
surface of the dizzying complexity of meas-
uring quality of life in dementia, much less
its response to treatment. Perhaps I’ll have
some new insights on the issues of cost,
value and quality of life as I drink in the
beauty of the Virginia Piedmont from the
passenger seat of that German roadster zip-
ping down the interstate. I do know that I
probably won’t be thinking, “Uh-oh, this is
really costing me.” PN
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