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The medicines used to slow mental decline in people with Alzheimer’s disease are not par-
ticularly effective. When compared to a placebo, only 10% to 20% more people taking an
Alzheimer’s drug seem to benefit at all. And it is the rare person who has a significant delay
in the worsening of their symptoms over time.

However, there is no way as yet to predict who will respond and who will get little or no
benefit from one of the five drugs approved to treat Alzheimer’s disease. Thus, the decision
to try one is a gamble and judgment based on whether the treatment is worth the cost and
the risk of side effects.

B Cost. Averaging about $148 to $195 a month, the Alzheimer’s disease drugs are costly
and may not be worth it if the patient has to take many other medicines. This is true even
if insurance or Medicare coverage helps pay since out-of-pocket payments can still be
quite steep.

B Side effects. While the long-term adverse effects of the Alzheimer’s drugs have not been
fully evaluated, short-term side effects are either mild or reversible when a person stops
taking the medicine. On this basis, many people with Alzheimer’s disease may opt to try
one of the drugs for six months to a year to see if it helps. We advise close scrutiny of
the patient’s response by both family and physician.

Based on the evidence of their effectiveness, side effects, tolerability, flexibility of use, and
cost, we have chosen the following as Consumer Reports Best Buy Drugs to treat
Alzheimer’s disease:

B Donepezil (Aricept) — for people with early-stage Alzheimer’s disease
B Galantamine (Razadyne) — for people with early-stage Alzheimer’s disease

B Memantine (Namenda) - for people with middle-stage and late-stage Alzheimer’s disease

Aricept’s and Razadyne’s lower risk of adverse effects and higher tolerability justify their
choice. We choose Namenda because it is the only drug approved by the FDA to treat peo-
ple with middle- to late-stage Alzheimer’s disease. It also acts differently in the body than
the other drugs and because of that can be taken in addition to them. That could be an
advantage, but we caution that studies have not yet conclusively established whether such
combination treatment is better than treatment with one drug alone.
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This report compares the effectiveness, safety, and cost of medications
used to treat Alzheimer’s disease. It is part of a Consumers Union and
Consumer Reports project to help you find medicines that are safe and
effective and give you the most value for your health care dollar. To learn
more about the project and other drugs we've evaluated for other diseases
and conditions, please go to www.CRBestBuyDrugs.org

Alzheimer’s disease is the most common form of dementia, the medical
term for a decline in memory, thinking, decision-making, and reasoning.
It and other dementias affect about 8 million people in the U.S, includ-
ing 40% to 50% of people age 85 and over. In 2004, an estimated 4.5
million people had Alzheimer’s disease. That number is projected to
almost triple to 13.2 million by 2050 as the baby boomers move into
their senior years.

Despite years of research, no one knows exactly what causes the damage
to brain cells, structure, and function that leads to Alzheimer’s disease.
Recent research indicates that your chance of developing Alzheimer’s is
strongly genetic - that is, it tends to run in families and you inherit a ten-
dency to get it. However, that does not mean you will get it even if you
have a family history of Alzheimer’s. Studies suggest, for example, that
regular physical and mental activity that keeps your mind engaged - such
as doing crossword puzzles or playing bridge - as well as strong social ties
and personal relationships, may help to prevent its onset.

People with high blood pressure, high cholesterol and diabetes may also be
at increased risk for dementia. So, controlling those conditions with a
healthy lifestyle and proper treatment may also help.

Many people, as they age, worry they might be developing Alzheimer’s
disease when they start forgetting simple things, such as phone numbers
or the time of appointments, or when they start misplacing things such as
keys and eye glasses. Those problems are common and usually do not indi-
cate any memory or brain disorder, even when they get a little worse as
you age. Actually, the symptoms of Alzheimer’s are quite distinct. Table 1
on the next page gives you a quick assessment of the difference, and the
various stages of Alzheimer’s disease.

In the early stages, symptoms and behavioral changes may be quite mild
and minimally disruptive. Or only a few symptoms may be present, such
as short-term memory loss. This stage may last for up to a couple of years.
But as time goes by, the symptoms usually worsen. As the disease pro-
gresses to the middle stages, a person may wander away from home, be
unable to do even easy math or writing, have trouble getting dressed, and
become delusional.
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In the late stages of the disease, Alzheimer’s patients usually can’t com-
municate with words, forgets how to bathe, eat, dress or use the toilet, and
may even lose the ability to swallow or chew. The personality changes also
deepen, and some people with Alzheimer’s become abusive, highly anx-
ious, agitated, delusional, or paranoid. Alzheimer’s is eventually a fatal
disease although many of its victims die of something else, such as pneu-
monia, and not the dementia itself.

At any point in time, about half of the people with Alzheimer’s have early-
stage disease and the other half middle- or late stage-disease.

If you or a loved one has any of the symptoms listed in columns 2, 3 and
4 of Table 1, we would advise you to seek medical care as soon as possible.

Table 1. The Stages of Alzheimer's Disease
‘ Not Alzheimer's Early-stage Middle-stage ‘

Sources: Multiple, including the Alzheimer's Association

Especially in its early stages, Alzheimer’s is not easy to diagnose. A diag-
nosis usually involves a series of oral and written tests that evaluate mem-
ory and thinking ability. You may also be given blood or other tests to rule
out other potential causes of dementia, such as Parkinson’s disease or
stroke (including mini-strokes called transient ischemic attacks, or TIAs),
hypothyroidism, and vitamin B-12 deficiency (also called pernicious ane-
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mia). In addition, many medicines can produce mental and behavioral
changes that mimic the symptoms of dementia in older persons.

Based on your other medical problems, a doctor may also order radiolog-
ical tests, such as a CT or MRI, to check for other causes of memory loss.
But those tests at present are unable to determine conclusively if a person
with memory loss has Alzheimer’s disease or another form of dementia.

Differentiating older people who have depression versus early Alzheimer’s
can be a challenge, too. Depression occurs in up to half of people with
Alzheimer’s and may in fact be more pronounced in the early stages when
people are grappling with the onset of the disease. But, of course, seniors
without Alzheimer’s can also become clinically depressed. Thus, it’s impor-
tant that an older person who is suspected of having Alzheimer’s or
depression receive thorough testing and a definitive diagnosis.

Five drugs are currently approved by the Food and Drug Administration
(FDA) to specifically treat Alzheimer’s disease. They are:

Available as a
Generic Drug?

Generic Name | Brand Name(s)

Donepezil Aricept No
: Razadyne (Reminyl)*

Galantamine Razadyne ER No

Memantine Namenda No

Rivastigmine Exelon No

Tacrine Cognex No

*The brand name for galantamine was changed from Reminyl to Razadyne in April 2005 in the U.S. to avoid
confusion with the diabetes drug Amaryl.

These five medicines are sometimes used to treat other conditions that can
lead to dementia, such as Parkinson’s disease. In this report, however, we
focus on their use to treat people with Alzheimer’s disease.

Although many have been tried, no other types of medicines have been
shown effective in delaying the onset or reducing Alzheimer’s symptoms
and disabilities. This includes the anti-inflammatory drugs such as ibupro-
fen (Advil, Motrin) and celecoxib (Celebrex), the Parkinson’s disease drug
selegiline (Eldepryl), the cholesterol-lowering drugs known as statins, or a
drug called piracetam.

Likewise, studies have yet to show conclusively that alternative treatments
work to delay its onset or help reduce Alzheimer’s symptoms. This includes
folic acid supplements, the Chinese herb ginkgo biloba, the epilepsy drug
carbamazepine (Carbetrol, Tegretol), and vitamin C. Studies of these and
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other vitamins, herbs and supplements continue, however, and a few have
yielded positive findings. For example, one large study found that vitamin
E delayed the progression of early- and middle-stage Alzheimer’s disease.

Female hormone drugs (estrogen and progestin) were once thought to
lower the chances of memory decline and getting Alzheimer’s. But sever-
al studies have found conclusively that hormone replacement therapy is
actually associated with an increased risk of dementia (mostly stroke-relat-
ed but possibly also Alzheimer’s).

It’s important for you to know that medicines are but one component in
the care of people with Alzheimer’s. Studies indicate that psychosocial
support and non-medical treatment is just as important.

That said, doctors sometimes prescribe other medicines (than those we focus
on in this report) to help control some of the behavioral problems that can
occur in people with Alzheimer’s. They may, for example, prescribe antide-
pressants, anti-anxiety, and antipsychotic drugs. Antidepressants and anti-
anxiety drugs - used appropriately and judiciously - may be helpful.
Antipsychotic drugs - such as risperidone (Risperdal), quetiapine (Seroquel),
and olanzapine (Zyprexa), are sometimes prescribed to help ease severe agi-
tation, aggressive outbursts, and hallucinations. They may be useful but
come with risks, including a potential for weight gain and diabetes. Also, a
study in 2005 found that they actually may slightly increase the risk of
death in seniors with dementia. As a result, the FDA in April 2005 recom-
mended that antipsychotic drugs be used with caution in older people with
dementia and Alzheimer’s disease.

This report is based on a systematic analysis of the medical evidence on
the drugs used specifically to treat Alzheimer’s disease. There’s more infor-
mation on page 14 and at www.CRBestBuyDrugs.org about how we con-
ducted our analysis.

This report was released and last updated in March 2006.
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What Are Alzheimer's Drugs and Who Needs Them?

Four of the five Alzheimer’s drugs - donepezil (Aricept),
galantamine (Razadyne), rivastigmine (Exelon), and
tacrine (Cognex) - belong to the same class and essen-
tially work the same way. They reduce the breakdown in
the brain of a chemical called acetylcholine, which is a
chemical messenger that transmits information from
nerve cell to nerve cell. This effectively increases levels
of acetylcholine in the brain, and may preserve brain
function.

The fifth and most recently approved drug, memantine
(Namenda), works differently. It blocks the actions of the
neurotransmitter glutamate. Glutamate is needed for
memory but too much of it is toxic to nerve cells and it
appears that in people with Alzheimer’s, there is too
much of it (for unknown reasons).

None of these five drugs “cures” Alzheimer’s disease.
Instead, studies have found they can slow a person’s
mental decline and ease symptoms (especially forgetful-
ness and confusion).

However, all the studies indicate that when people taking
any of the Alzheimer’s medicines are compared to those
taking a placebo, only 10% to 20% more people taking the
drug get a significant, noticeable or sustained response.
And it is the rare person who has a strong response, with
marked improvement or a significant delay in the worsen-
ing of symptoms. By another measure, one team of
researchers calculated that for every three to seven people
taking an Alzheimer's drug, only one benefits at all.
Unfortunately, there is no way as yet to predict who will
respond and who will have little or no benefit.

(Notably, some studies indicate that the general health
of elderly people who take these medicines does not
decline as rapidly, an indication they may have benefits
other than those assessed by tests of mental function
and memory.)

Thus, the decision by a doctor, the Alzheimer’s patient,
and his or her loved ones, is whether the treatment is
worth it. Balanced against risk (of adverse effects) the
answer may be yes for most people. Balanced against
cost, the answer may be no for some.

Strictly speaking, a person with Alzheimer’s does not
need to take one of these medicines in the same way

that a person with heart disease needs - or is strongly
urged - to take medicines that will very likely prolong
their life and improve its quality. Or the same way you
may need to take a pain reliever if you have arthritis.

Given the poor to modest benefits of these drugs, four
factors may be used to assess whether treatment with
one of them is desirable:

B Symptoms and level of desire to retain as much
brain function as possible

B Comfort with the risk of side effects
B Comfort with taking the drugs over many years
B Cost of the drugs and insurance coverage

Taking these factors one by one:

Symptoms and desire. Strong motivation to maintain inde-
pendence and brain function is likely to compel many
newly diagnosed Alzheimer’s patients to try one of the
Alzheimer’s drugs, at least for awhile. All of the drugs
except memantine (Namenda) are indicated for early-stage
patients (as soon as the disease is diagnosed), and they are
considered to be most effective when given in the early
stages. But if symptoms are mild or moderate, a response
in the early stages may be hard to notice. Therefore, the
gamble is that the drug will work to delay decline and
worsening of symptoms, and that a strong response will
occur. It may or may not; every person is different.

Also, as the disease progresses, people often seem to get
less benefit from any of the Alzheimer’s drugs. The ben-
efit they may have experienced in the early stages
appears to wane or disappear.

Side effects: With one exception, none of the
Alzheimer’s drugs has been shown to pose a clear risk of
severe adverse side effects or reactions. The exception is
tacrine (Cognex). In studies, as many as half of patients
who took Cognex had abnormal liver functions. Because
of this, Cognex is far less prescribed than the other drugs
we discuss.

The four remaining drugs can cause side effects, howev-
er, and for some people these outweigh the sometimes
limited benefits. (Table 2 on the next page lists the main
possible side effects.) In the next section we discuss how
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the drugs vary with respect to the side effects they cause.
The relevant point here is that from 10% to 20% of peo-
ple stop taking an Alzheimer’s drug because of side
effects. The effects do go away when one stops taking
the drug, with no permanent damage.

Table 2: Possible Side Effects

Relatively Minor:
Usually go away in time or are short-lived

B Nausea

B \omiting
B Diarrhea
B Headache
B [nsomnia

Not so Minor:
Can be annoying or dangerous and should be
reported to a doctor.

B Slow heartbeat

B Persistent dizziness
M Sudden or substantial weight loss
B Unusual weakness
B lack of appetite

B Stomach pain

B Yellowing of the skin

Taking the drugs long-term: The benefits of the
Alzheimer’s drugs only occur while they are being
taken. When the drugs are stopped, the "holding pat-
tern” of mental function may cease and a decline
may begin or there may be a sudden worsening.
Thus, you may have to take an Alzheimer’s drug for
years to sustain a benefit. The trouble is that very few
studies have examined the long-term effectiveness
and safety of these medicines. Most of the studies
assessed people’s response for just six months,
though a few have suggested the benefits may last
one to three years.

While there is as yet no proof of long-term problems,
some adverse effects could exist. For example, some
researchers believe the Alzheimer’'s drugs might
cause a slowed heart rate over time. This can cause
dizziness and lead to falls - a potentially dangerous

situation in someone who might already be unsteady
on their feet. While the evidence so far indicates the
heart rate reduction is minimal, more research is
needed. There is also the complication that tens of
thousands of older people have undiagnosed heart
failure (also called congestive heart failure) and a
slowed heart rate could be dangerous for these peo-
ple. (Doctors usually but may not always assess this
before prescribing an Alzheimer’s drug.)

In addition, research indicates that, with the excep-
tion of Namenda, all the Alzheimer’s drugs can
increase the risk of stomach bleeding and ulcers
when taken for a long time.

Cost and coverage: The Alzheimer’s drugs are rela-
tively expensive medicines (costing around $1,700 to
$2,300 a year). What you'll pay will depend, of
course, on your drug insurance coverage. The drugs
are now covered under the new Medicare drug ben-
efit program (Part D). But you could still end up pay-
ing quite a lot out of pocket for these medicines, due
to co-payments and the structure of the new
Medicare drug benefit.

Some Medicare health plans, for example, will help
you pay for the deductible, co-payments and cost of
your medicines if Medicare temporarily stops paying
for them (as happens when you hit the "donut hole”
after around $2,250 in total drug expenses). But if
you have less generous coverage - for example if
you are in a "standard” Medicare drug plan - you
pay quite a bit more.

Indeed, for many Alzheimer’s patients, their families,
and doctors, the decision of whether to take an
Alzheimer’s drug may be based in part on the expense
of the other drugs they need and the additional out-
of-pocket cost of an Alzheimer’s specific drug. Many
Alzheimer’s patients have other chronic conditions
that require them to take other medicines. In addition,
many may be taking an antidepressant or other drug
to help ease their Alzheimer’s symptoms. For low-
income and middle-income Alzheimer’s patients, the
burden of the cost for other medicines may simply be
too great to justify another drug with a high co-pay-
ment if there is only a marginal chance the drug will
bring them any benefit.
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Choosing an Alzheimer's Drug - Our Best Buy Picks

The five Alzheimer’s drugs are roughly equivalent in
their effectiveness, with inconclusive evidence that
any one is more effective than any other. These
drugs are also roughly equivalent in price. (See Table
3 on page 10). They do differ in the side effects they
cause, however, and that will be one major criterion
on which we base our choice of which is a Best Buy.

Of the five, tacrine (Cognex) is ruled out. Your doc-
tor is unlikely to prescribe this drug because it has
been linked to liver damage. Should it be recom-
mended, we advise a thorough conversation with
your doctor about the choice, and a second opinion.

As mentioned earlier, all of the Alzheimer’s drugs
except memantine (Namenda) are indicated for treat-
ment early in the course of the disease. Namenda is
the only drug specifically approved by the FDA for
treatment of middle-stage and late-stage Alzheimer’s,
although the other medicines are also commonly pre-
scribed for people with later-stage disease. (Namenda
is not approved to treat early-stage Alzheimer’s.
Indeed, studies have not yet shown it effective for
such patients.)

That means you and your doctor have a choice of
three drugs intended for early use: donepezil
(Aricept), galantamine (Razadyne), and rivastigmine
(Exelon). Of these three, Exelon had the highest inci-
dence of several side effects when compared to both
placebo and in studies that compared it to the other
two. For example, in one analysis, 20% of people
taking Exelon had nausea and vomiting, compared
to 13% of those taking Razadyne and 7% taking
Aricept.

Likewise, people taking Exelon also had higher rates
of weight loss and dizziness compared to those tak-
ing Razadyne or Aricept. Aricept had the lowest rate
of both these side effects in several studies. It should
be noted, however, that other analyses failed to find
statistically significant side effect differences among
these three drugs.

It is also notable that several key studies of Namenda
either did not report or did not evaluate these side
effects. However, recent advertisements for Namenda
in medical journals note that 7% of people had dizzi-

ness versus 5% who took a placebo. Only 3% report-
ed vomiting when taking Namenda.

An important measure of any drug is how often
patients stop taking it because of side effects. Exelon
rates lower on this criterion, too. In one study, 22%
of patients stopped taking it compared to 11% of
those taking Aricept. In comparisons of Aricept and
Razadyne, more patients stopped taking Razadyne in
one 12-week study, but an equal number (13%)
stopped taking each drug in a year-long study.

Based on the evidence of their effectiveness, side
effects, tolerability, flexibility of use, and cost, we
have chosen the following as Consumer Reports Best
Buy Drugs to treat Alzheimer’s Disease:

W Donepezil (Aricept) - for people with early-stage
Alzheimer’s disease

B Galantamine (Razadyne) - for people with early-
stage Alzheimer’s disease

B Memantine (Namenda) - for people with middle-
stage and late-stage Alzheimer’s disease

Aricept’s and Razadyne’s apparent lower risk of
adverse effects and higher tolerability justify their
choice. But, again, we emphasize the effectiveness of
those two drugs may be marginal in many people
who try them.

The choice of Namenda is due to its FDA approval to
treat people with middle- to late-stage Alzheimer’s
disease, and because it can be taken in addition to
the other Alzheimer’s drugs. That’s because it works
in your body differently than the other drugs, which
cannot be taken together.

Thus, if you get some benefit from Aricept or
Razadyne in the early stages, but that benefit starts
to wane over time, Namenda could be taken alone or
alongside these other medicines. Indeed, Namenda is
most often prescribed today in combination with one
of the other Alzheimer’s drugs in people with middle
to late stage disease. However, the benefit of taking
two medicines remains theoretical since no conclu-
sive studies to date have shown the combination bet-
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ter than one drug alone as initial therapy. In addi-
tion, the combined treatment doubles the cost.

The choice of Namenda is also driven by several
recent studies suggesting a benefit lasting up to a
year. By comparison, studies of the other Alzheimer’s
medicines have generally lasted only six months.

Aricept, Razadyne, and Namenda - as with the other
Alzheimer’s medicines - are usually prescribed at the
lowest dose available when you first begin taking

them. That dose is then doubled after a few weeks or
months, depending on how you are tolerating the
drug. And if that additional dose is also well tolerat-
ed, the dose may be increased again.

Importantly, because all the Alzheimer’s drugs
except Namenda work in the same way, switching
from one to another usually does not produce signif-
icantly different results. However, that said, some
patients do respond better to one drug than another,
or may tolerate one better than another.

Table 3 : Cost Comparison for Alzheimer's Disease Drugs

Generic Name and Dose

e |BES
U |BUY
o |BES
U |BUY
O |BUY
o |BES
VU |BUY
V |BUY
oz |BES
o |BES
VU |BUY
U |BUY
oz [BES
e |BES
VU |BUY

Donepezil tablet 5mg

Donepezil tablet 10mg

Galantamine tablet 4mg

Galantamine tablet 8mg

Galantamine tablet 12mg

Galantamine sustained release capsule 8mg
Galantamine sustained release capsule 16mg
Galantamine sustained release capsule 24mg
Memantine tablet 5mg

Memantine tablet 10mg

Rivastigmine capsule 1.5mg

Rivastigmine capsule 3mg

Rivastigmine capsule 4.5mg

Rivastigmine capsule 6mg

Tacrine capsule 10mg

Tacrine capsule 40mg

Brand Name of Il:Jrseeq::rr]cgayT Average Monthly Cost?
Aricept One $160
Aricept One $161

Razadyne (Reminyl)® Two $177
Razadyne (Reminyl)? Two $171
Razadyne (Reminyl)? Two $176
Razadyne ER One $181
Razadyne ER One $178
Razadyne ER One $178
Namenda Two $155
Namenda Two $148
Exelon Two $188
Exelon Two $193
Exelon Two $191
Exelon Two $189
Cognex Four $353*
Cognex Four $174¢

(1) Frequency of use reflects typical dosing; some products may be used more or less frequently.

(2) Prices reflect nationwide retail average for October 2005, rounded to the nearest dollar. Information derived by Consumer Reports Best Buy Drugs
from data provided by Wolters Kluwer Health, Pharmaceutical Audit Suite.

(3) Brand name for galantamine was changed from Reminyl to Razadyne in April 2005 in the U.S. to avoid name confusion with the diabetes drug

Amaryl.
(4) Monthly cost based on less than 10 prescriptions.
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The Evidence

This section presents more information on the effec-
tiveness and safety of the drugs used to treat
Alzheimer’s disease.

This report is based primarily on an analysis of the
available scientific evidence on Alzheimer’s drugs.
Overall, 1,035 studies and research articles were iden-
tified and screened. From these, the analysis focused
on 38 high-quality studies that provided evidence of
effectiveness or safety for the Alzheimer’s drugs.

The benefits of these drugs are usually assessed
based on the following criteria:

m Cognitive ability (e.g., memory, focus, reaction
speed, etc.)

B Global response to treatment as assessed by a
clinician or caregiver

B Daily functioning

B Behavior

B Quality of life

All five drugs have been shown to improve cognitive
ability, but usually only slightly. All have also been
found to generally improve a patient’s overall
response to treatment - both non-drug and using a
variety of medicines to control or ease symptoms
(such as antidepressants or anti-anxiety drugs).

Our analysis found inconsistent evidence on how
these drugs compare in their ability to improve
patients’ daily functioning, behavior, or quality of life.
A few of the drugs have been studied more extensive-
ly than others in these areas. Unfortunately, few stud-
ies directly and comprehensively compared one drug
to another, which leaves open the question of whether
any one is superior in effectiveness to the others.

Cognitive Ability

Most of the evidence, however, suggests that there’s
no substantial difference among the five drugs in their
ability to produce improvements in memory and other
cognitive functions. Compared to placebo, all five are
capable of yielding noticeable changes in cognitive
ability two to six weeks after treatment starts.

But, as stated earlier, only 10-20% more people who
take the medications, versus those who take a place-

bo, can expect a significant improvement in cogni-
tive ability.

Global Response

To assess whether patients are improving overall --
known as global response to treatment -- studies rely
on the opinions of the treating physician and the
caregiver, often a family member.

In general, all of the Alzheimer’s medicines have
been shown to improve a patient’s well-being.
However, not all patients will have this improvement.
Studies have shown that around 10% of patients are
considered to be "better” when assessed by their doc-
tor or caregiver. Although others may not decline as
much as they would have without drug treatment,
overall improvement likely will not be noted for most
patients.

There were no high quality studies comparing the
different treatments head-to-head in their ability to
improve overall well-being. Several studies evaluat-
ed physician and caregiver satisfaction with a drug
when compared with another. Two compared
donepezil (Aricept) to galantamine (Razadyne), and
one compared Aricept to rivastigmine (Exelon). In
two of these studies, Aricept performed somewhat
better.

Daily Functioning

Daily functioning refers to the ability to perform nor-
mal activities of daily living, such as getting dressed,
preparing food, shopping, housekeeping, or handling
money. In the early stages of the disease, it is more
difficult to determine whether a treatment can signif-
icantly affect these abilities. But as the disease pro-
gresses, this measure become more useful in assess-
ing a drug’s impact.

Daily functioning has not been measured in every
study. And studies where it has been used have pro-
duced inconsistent results, partly because improve-
ment can vary so much among people.

For example, Aricept was found to improve daily
functioning in two studies but not in three others;
three Razadyne studies found improvement in daily
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functioning while two others did not. And in one
year-long study comparing these two drugs, there
was no difference between them.

Behavior

Evaluation of behavior may be more relevant in peo-
ple with severe Alzheimer’s disease, and since most
of the drugs have been studied in earlier stages of the
illness, behavior was not always measured.

The drugs’ impact on behavior was assessed in seven
studies: four with Aricept, two with Razadyne, and
one with Namenda. Compared to no treatment, these
drugs produced only minimal improvements. There
was only one study that compared two drugs’ effects
on patients’ behavior. In that year-long trial, there
was no significant difference between Aricept and
Razadyne.

Quality of life

There is scant evidence that the Alzheimer’s drugs
improve patients’ quality of life. Seven studies - six
of Aricept and one of Cognex - compared those
drugs to placebo. Aricept appeared to significantly
improve patients’ quality of life in two of the stud-
ies, but they only lasted 12 to 15 weeks. There are no
studies that compare one drug to another in the area
of quality of life.

Drug Interactions

Although Alzheimer’s drugs are generally safe, they
may interact with other medicines or dietary supple-
ments in ways that can be dangerous. Be sure to tell
your doctor about all the other medications you are
taking, including all vitamins and herbal therapies.

The main drugs to be concerned about are:

B Aspirin and NSAIDs. They increase the risk of
stomach bleeding and ulcers, adding to a possi-
ble heightened risk posed by the Alzheimer’s
drugs (except Namenda)

B Anti-fungal medications, such as ketoconazole;
they may increase the blood level of some
Alzheimer’s drugs, which could lead to more
serious side effects

B Cimetidine (Tagamet), a medication used to treat
heartburn; it may increase blood levels of some
Alzheimer’s drugs

m Certain antibiotics, such as erythromycin; they
may increase blood levels of certain Alzheimer’s
drugs

B Certain medications used to treat depression,
such as paroxetine (Paxil); they may increase
Alzheimer’s drug levels in the blood.

B Medications used to improve breathing, such as
theophylline; this combination may cause dan-
gerous side effects

It may occasionally be acceptable to take some of the
medications together. Your doctor or pharmacist can
tell you when combining the medications is appro-
priate or safe.

Certain other medications may interact with
Alzheimer’s drugs. Make sure to ask your doctor or
pharmacist before taking any new prescription or
over-the-counter medications.

Age, Race, and Gender Differences

Most Alzheimer’s drug studies have been conducted
in people who are 70-to-75 years old. Although
some studies have tested Alzheimer’s drugs in older
people or more critically ill people who live in nurs-
ing homes, none has been able to determine if age
makes a difference in how well the drugs work or if
they are more or less safe.

No direct evidence suggests that any Alzheimer’s
drug has better or worse efficacy for any gender or
racial group.
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Talking With Your Doctor

It's important for you to know that the information we present here is not meant to substitute for a doctor's judg-
ment. But we hope it will help your doctor and you arrive at a decision about whether you need an Alzheimer's drug
and, if so, which one is best for you.

Bear in mind that many people are reluctant to discuss the cost of medicines with their doctors and that studies show
doctors do not routinely take price into account when prescribing medicines. Unless you bring it up, your doctors may
assume that cost is not a factor for you.

Many people (including many physicians) also believe that newer drugs are always or almost always better. While that's
a natural assumption to make, the fact is that it's not true. Studies consistently show that many older medicines are
as good as, and in some cases better than, newer medicines. Think of them as "tried and true," particularly when it
comes to their safety record. Newer drugs have not yet met the test of time, and unexpected problems can and do crop
up once they hit the market.

Of course, some newer prescription drugs are indeed more effective and safer. Talk with your doctor about the pluses
and minuses of newer versus older medicines, including generic drugs.

Prescription medicines go "generic" when a company's patents on a drug lapse, usually after about 12 to 15 years. At
that point, other companies can make and sell the drug.

Generics are almost always much less expensive than newer brand name medicines, but they are not lesser quality
drugs. Indeed, most generics remain useful medicines even many years after first being marketed. That is why today

about half of all prescriptions in the U.S. are for generics.

Another important issue to talk with your doctor about is keeping a record of the drugs you are taking. There are sev-
eral reasons for this:

W First, if you see several doctors, they may not always tell each other which drugs have been prescribed for you.

B Second, it is very common for doctors today to prescribe several medicines for you before finding one that works
well or best, mostly because people vary in their response to prescription drugs.

M Third, more and more people today take several prescription medications, nonprescription drugs and supplements
all at the same time. Many of these interact in ways that can be very dangerous.

M And fourth, the names of prescription drugs—both generic and brand—are often hard to pronounce and remember.

For all these reasons, it's important to keep a list of the drugs you are taking, both prescription and nonprescription
and including dietary supplements.

Always be sure, too, that you understand the dose of the medicine being prescribed for you and how many pills you
are expected to take each day. Your doctor should tell you this information. When you fill a prescription at the phar-
macy, or if you get it by mail, you may want to check to see that the dose and the number of pills per day on the pill
bottle match the amounts that your doctor told you.
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How We Picked the Best Buy Drugs for Alzheimer's Disease

Our evaluation is primarily based on an independent
scientific review of the evidence on the effectiveness,
safety and adverse effects of the Alzheimer’s drugs. A
team of physicians and researchers at Oregon Health &
Science University Evidence-based Practice Center con-
ducted the analysis as part of the Drug Effectiveness
Review Project, or DERP. DERP is a first-of-its-kind 14-
state initiative to evaluate the comparative effective-
ness and safety of hundreds of prescription drugs.

A synopsis of DERP’s analysis of the Alzheimer’s drugs
forms the basis for this report. A consultant to Consumer
Reports Best Buy Drugs is also a member of the Oregon-
based research team, which has no financial interest in
any pharmaceutical company or product.

The full DERP review of the Alzheimer’s drugs is avail-
able at http://www.ohsu.edu/drugeffectivness/reports/
final.cfm. (This is a long and technical document writ-
ten for physicians.)

Our analysis also took into account an evaluation
condcuted in March 2004 by the Deprtment of
Veteran’s Affairs Pharmacy Benefits Management
Strategic Health Group. This can be obtained at
www.vapbm.org. Our general advice on Alzheimer’s
disease diagnosis and treatment is also based on recent

published reports and reputable online sources, includ-
ing www.ConsumerReportsMedicalGuide.org, a new
subscription Web site sponsored by Consumers Union
and Consumer Reports.

The drug costs we cite were obtained from a healthcare
information company which tracks the sales of prescrip-
tion drugs in the U.S. Prices for a drug can vary quite
widely, even within a single city or town. All the prices
in this report are national averages based on sales of pre-
scription drugs in retail outlets. They reflect the cash price
paid for a month’s supply of each drug in October 2005.

Consumers Union and Consumer Reports selected the
Best Buy Drugs using the following criteria. The drug
had to:

B Be approved by the FDA for treating Alzheimer’s
disease.

B Have a safety record equal to or better than other
Alzheimer’s drugs.

B Have an average price for a 30-day supply that
was not higher than the other Alzheimer’s drugs.

The Consumers Reports Best Buy Drugs methodology is
described in more detail in the Methods section at
www.CRBestBuyDrugs.org.

About Us

Consumers Union, publisher of Consumer Reports magazine, is an independent and non-profit organization whose
mission since 1936 has been to provide consumers with unbiased information on goods and services and to create a
fair marketplace. It is solely responsible for the content of this report. Its main Web sites are www.consumersunion.org
and www.consumerreports.org.

Consumer Reports Best Buy Drugs is a public education project administered by Consumers Union. Two outside
sources of generous funding made the project possible. They are a major grant from the Engelberg Foundation, a pri-
vate philanthropy, and a supporting grant from the National Library of Medicine, part of the National Institutes of
Health. A more detailed explanation of the project is available at www.CRBestBuyDrugs.org.

We followed a rigorous editorial process to ensure that the information in this report and on the Consumer Reports
Best Buy Drugs Web site is accurate and describes generally accepted clinical practices. If we find, or are alerted to,
an error we will correct this as soon as possible. However, Consumer Reports and its authors, editors, publishers, licen-
sors and any suppliers cannot be responsible for medical errors or omissions, or any consequences from the use of
the information on this site. Please refer to our user agreement at www.CRBestBuyDrugs.org for further information.

Consumer Reports Best Buy Drugs should not be viewed as a substitute for a consultation with a medical or health
professional. This report and the information on www.CRBestBuyDrugs.org are provided to enhance communication
with your doctor rather than to replace it.
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Sharing this Report

This copyrighted report can be freely downloaded, reprinted and disseminated for individual noncommercial use
without permission from Consumers Union or Consumer Reports® magazine as long as it clearly attributed to
Consumer Reports Best Buy Drugs™. We encourage its wide dissemination as well, for the purpose of information
consumers. However, Consumers Union does not authorize the use of its name or materials for commercial, mar-
keting or promotional purposes. Any organization interested in broader distribution of this report should contact
Wendy Wintman at wintwe@consumer.org. Consumer Reports Best Buy Drugs™ is a trademarked property of
Consumers Union. All quotes from the material should site Consumer Reports Best Buy Drugs™ as the source.

© Consumers Union 2006
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