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Dear Friend,
In my last letter to you I wrote of an experimental drug that had raised
the hopes of many in the Alzheimer’s disease (AD) research and caregiving
communities. Dimebon (latrepirdine) is an antihistamine drug that had
been used in Russia for 25 years, and to the surprise of many, it helped stop
cognitive decline in Russian study subjects with Alzheimer’s who were
involved in a six-month, double-blind, placebo-controlled trial. No one was
certain how this drug affected brain function. Some believe that it triggered
the mitochondria of the cell to repair damage caused by the AD process. It
was only a guess, however.
But so astonishing were these preliminary results from this 183-patient
Phase II study that international studies with much larger patient populations were quickly launched. Expectations were great that we would finally
have a drug that would be more effective than the four currently on the market. Wall Street reacted as well, sending the stock of Medivation, Inc., the
San Francisco-based company that owned rights to the drug, to startling new
highs.
And then in early March, the first CONNECTION study trial results of
598 patients with mild to moderate AD were released by Medivation and its
partner, Pfizer Inc. Pfizer, the maker of the best-selling AD drug, Aricept,
which will soon be losing patent protection later this year, had paid more
than $225 million for initial licensing rights to Dimebon. Unfortunately, for
all involved—drug makers, researchers, patients, and caregivers—the news
was not good about Dimebon.
In a statement released to the press, the drug companies reported that when compared
with placebo the drug had shown no effect whatsoever in treating either cognitive decline or
behavioral problems associated with AD.
Next steps for the drug are unknown at this time, as the two companies
now will take some time to carefully examine all of their research and try to
figure out what went wrong. Still to be determined are study results from
three other longer trials in which Dimebon is being combined with other AD
drugs. Additionally, Medivation is testing Dimebon in patients with
Huntington’s disease, another neurodegenerative disease that also affects
cognition.
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From potential blockbuster drug one day with annual drug sales projected at $5 billion annually by 2018, to complete dud the next. What went
so wrong with the once-promising Dimebon? Many steps removed from the
study, I can only speculate about a drug that we in the AD community certainly had our fingers crossed for in hopes that it would show efficacy in the
treatment of AD.
After such a grand buildup, the negative study results were somewhat surprising, but after so many years working in this field, I have become a hardened realist after seeing so many “can’t miss” experimental drugs “miss” with
their disappointing Phase III testing failures. Dimebon, unfortunately, now
joins an ever-growing list of disappointments from drug companies such as
Neurochem and Myriad Genetics, both of which had “the next big AD drug”
in development. Since 2003, there have been at least 10 experimental AD
drugs that have failed to achieve clinical significance in their drug trials.
In retrospect, Dimebon’s colossal flameout may have been due to its initial small Phase II study size—less than 200 patients—and it’s well known
that these studies are not always reliable indicators of future results. Then,
too, although it is called a small molecule mitochondrial permeability transition pore (MPTP) blocker, no one is really very clear on how the drug actually works in the brain. Some researchers even speculate that the drug used
in the CONNECTION study may have been formulated differently from the
one used in the Russian-based study.
Another factor that can’t be dismissed is the actual testing site: Russia.
The Dimebon study was conducted there because that is where the drug was
approved for use as an allergy medication. Patient recruitment for the study
theoretically would be faster and cheaper than in the United States, which
certainly makes financial sense to drug companies looking for speed and savings in this crucial testing phase, since just recruiting patients for a drug
trial can easily gobble up as much as 40% of a study budget.
And while a drug trial can cost as much as $30,000 per patient in the
United States for a pharmaceutical company, running it in Russia or another
Eastern European country where regulations are looser and patient recruitment much easier can drop costs to the low four figures. The eye is definitely
on the bottom line, because a delay of just a day in getting a drug to market
can mean as much as $1 million lost in potential sales.
The Phase II Dimebon study in Russia went exceptionally well. In retrospect, perhaps it went too well, which should have been a red flag. When
assessing overall improvement in AD with the ADAS-cog (Alzheimer’s
Disease Assessment Scale-cognitive subscale) after taking the drug the
Russian study participants jumped by four points, on average, compared to a
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2.7 bump experienced by another group of AD patients taking standard AD
drugs.
However, once the drug testing was moved from Russia and started in
598 patients throughout testing sites in Europe and North and South
America participating in the much-larger CONNECTION study, the study
results were astonishingly bad: Patients taking the highest dose of Dimebon
experienced a 0.1-point improvement on the AD scale compared with placebo subjects. This certainly casts serious doubts on the Russian trial results.
Were they a mere fluke? Or did they spring from a less-than-vigorous trial?
This is not the first time that an extremely promising drug based on
Phase II testing in Russia has eventually flopped once it went on the road for
Phase III testing. Oncophage, a kidney cancer vaccine approved for use by
the Russian Ministry of Public Health in 2008, later failed pivotal Phase III
trials when the drug was tested on non-Russian patients in other countries.
NOV-002, a drug that yielded tremendous Phase II results in advanced lung
cancer patients in its Phase II Russian study, where the drug is already
approved for use, was an utter failure when Phase III testing was done in 12
other countries with over 900 patients.
So, is Dimebon seemingly down for the count? The answer is not quite
yet, because we still have more study results due from Medivation and Pfizer
at some point looking at the effects of Dimebon plus one of the other AD
drugs on subsets of study subjects, and that is something to look forward to. I
will report those findings once they are announced.
In the meantime, the extensive Phase III placebo-control trials with bapineuzumab are ongoing. This agent is a humanized monoclonal antibody
that is administered intravenously and then binds to and clears beta-amyloid
peptide (the “gunk” that forms plaques in the brain). The good news to
report about this drug is that a recent Phase II trial using a brain biomarker
to track the effect of the drug on beta-amyloid in the brains of test subjects
reported a very significant 25% reduction in beta-amyloid deposit. What is
doubly significant is that this marks the first time ever that an AD drug has
been able to affect pathological changes in the brains of living patients.
While this is certainly good news, the Phase III testing with this disease-modifying drug is ongoing, so we still do not know if reducing the beta-amyloid burden will help us treat AD. The hope is that it will, and that is my hope as well.
MCI and Rapid Memory Decline

L et’s face it: We are all concerned with lapses in memory. Forgetting the
name of a popular movie, the author of a book that you read last year, or
3
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I Still Do: Living and Loving with Alzheimer’s
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I Still Do: Living and Loving with Alzheimer’s
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what you had for dinner at a birthday celebration months ago can be upsetting, but for the most part, “senior moments” such as these are all part of the
normal aging process.
What’s not part of the normal aging process is mild cognitive impairment, or MCI, which is a more severe form of memory impairment that is
indicative of some type of disease process that has affected the brain. MCI
falls somewhere between age-associated memory impairment, the label given
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to the usual changes in memory seen with normal aging, and early dementia.
People with mild cognitive impairment are usually more forgetful than normal for their age; sometimes they have another isolated cognitive problem,
such as naming or perception. What distinguishes these single problems
from dementia is that people with MCI don’t experience other cognitive
problems associated with dementia, such as disorientation or confusion
about routine activities. They are generally able to live independently but
may be less active socially.
It is now estimated that slightly more than five million Americans have
AD and that the numbers of patients with AD will continue to grow.
Although the exact number is difficult to determine, dementia experts
believe that doubling the number of AD patients will give you a good
approximation of the number of people who currently have MCI, much of it
undiagnosed.
As with AD, the causes of MCI also are unclear. We know that brains
degenerate over time with normal aging owing to the deterioration of nerve
cells. In the popular amyloid plaque theory of AD, it’s theorized that damage
occurs to the brain when abnormal “blobs” of plaques and tangles develop in
and around the nerve cells, speeding the degeneration of the brain. This is
well before memory problems are first noticed. As more plaques and tangles
accumulate, memory loss is thought to begin, followed by more damage over
time. Again, this is just a theory that has the most science behind it, but it’s
one that could be replaced in the future as more research is reported.
Many experts believe that MCI may be an early warning sign of memory
disorders later in life. In fact, studies show that 10 to 15% of people with
MCI progress to Alzheimer’s disease each year, compared with a rate of 1 to
2% a year for the general older population. But more recent communitybased studies report conversion rates of 3 to 5%.
New research published in the journal Neurology now points to rapid
declines in memory and thinking skills as symptomatic of MCI—and even
more rapid drops when dementia begins, which is when AD is usually diagnosed.
“These results show that we need to pay attention to this time before
Alzheimer’s disease is diagnosed, when people are just starting to have problems forgetting things,” says study author Robert S. Wilson, Ph.D., a neuropsychologist at the Rush Alzheimer’s Disease Center, which is part of the Rush
University Medical Center in Chicago.
The study involved 1,158 people living in Chicago with an average age of
79. A total of 149 of the participants had AD, 395 had mild cognitive impair-
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How MCI is Diagnosed

D

iagnosing mild cognitive impairment (MCI) is tricky. Typically, a
doctor will take a good history and perform a complete psychiatric,
neurological, and medical exam of the patient. It’s best to have a
partner there with the patient because sometimes the answer as to whether
or not someone has MCI is found in the history that is verified by a partner
or close friend. If the patient is an accountant, for example, and says his
memory problems are slight but his partner says he can’t even do the math
to pay his bills, you quickly come to see the value of having a second party at
the meeting.
A brain X-ray may be taken to rule out a stroke or other possible MCI causes.
In some cases, a computed tomography (CT) or magnetic resonance imaging
(MRI) scan can be used to determine hippocampal size and identify brain
abnormalities. Neuropsychological testing, a psychiatric assessment that may
include a more extensive assessment of mental status, is invaluable.
This testing will evaluate memory, attention, and problem solving abilities,
with the results then compared to others of similar age and education level in
order to determine the severity of the memory problems.
Doctors have often found that some people who initially did not seem that
impaired were found by testing to have significant declines in several aspects
of cognition. Testing revealed that rather than mild problems, a person was
actually testing like a true AD patient.
Other times, tests show a little more decline than expected based on age and
education but not so bad that you are sure that the patient has AD.
Testing is not always conclusive. As a result, doctors sometimes have to tell
patients that because of this uncertainty they are not sure whether their current memory complaints will worsen or not. The patient is in a neurological
“gray area.”
On hearing this, optimistic patients will say, “So, there is a real chance that I
won’t get worse.” “Yes,” I tell them. However, the more pessimistic patients
will say, “So, you think I have early Alzheimer’s.” To them, I will say, “No. But
you might.”
To both groups of patients, I will tell them that they are still healthy and able,
so go and live life to the fullest and try not to worry about the memory problems. There is a good chance the problem won’t worsen, and if it does, it may
take several years to express itself.
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ment, and 614 had no thinking or memory problems. At the beginning of
the study and then every three years, the study participants completed a
memory and thinking skill test. The results:
•T
 he thinking skills of those with MCI declined twice as fast each year as
those who had no cognitive problems.
•T
 he skills of those with AD declined four times faster than in those with
no cognitive problems.
Most of our AD research is based on studies with elderly white patients.
What is particularly interesting about this study is that half of the study volunteers were black, and the results did not vary between the two races.
Large-scale studies are now underway testing whether therapies can halt
or slow the conversion from MCI to Alzheimer’s disease. By intervening at
the first signs of memory trouble, doctors hope to delay Alzheimer’s disease
or prevent it altogether. But so far, research results have been discouraging.
For example, in a recent study of people with MCI, researchers found no significant benefit from early intervention with the Alzheimer’s drug donepezil
(Aricept) or vitamin E, unless they had a copy of the “4 allele” of the ApoE
gene.
Caring for Caregivers

A s Judith Fox has pointed out in the previous section, taking care of a

loved one with Alzheimer’s disease is never easy, but you do your best to balance your responsibilities and keep going. If taking care of yourself becomes
low on the priority list, you figure that’s a small sacrifice to make. You can
handle it.
However, neglecting yourself may in fact hurt the person you’re spending all that energy trying to help, as recent research suggests that the wellbeing of both the caregiver and the person being cared for are deeply
intertwined. Helping relieve your burden as a caregiver, for example, may
lead to a lessening of some troubling behaviors typical of an Alzheimer’s sufferer. In turn, therapies that help people with dementia improve their selfcare can ease some of caregivers’ physical and emotional stress.
Caregiver support—or lack thereof—directly influences your success as a
caregiver. One study found that if the caregiver was depressed or under
heavy emotional stress, the person cared for was more likely to experience
wandering, hallucinations, and paranoia—which can subsequently increase
caregiver distress. These problem behaviors were also more common if the
caregivers were younger or less educated, perhaps because they had less
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understanding of the disease or had not yet developed effective coping skills.
In other research, improving caregiver well-being delayed nursing home
placement of Alzheimer’s patients by an average of 18 months.
Likewise, additional support for the dementia sufferer is beneficial for
both the caregiver and the person needing care. In one study, individuals
with mild to moderate dementia participated in 10 occupational therapy sessions to help them improve or maintain self-care and cope with their cognitive decline. Assessments at six weeks and three months showed that:
•7
 5% of those who received the therapy had a significant improvement
in motor skills.
•8
 2% needed less assistance in performing activities of daily living.
These improvements, in turn, helped reduce strain on the caregivers.
I always counsel caregivers to take care of their own health. That’s because
caregivers are at risk for developing high blood pressure, elevated insulin levels, cardiovascular disease, and an impaired immune system. In one study, caregivers older than age 65 had a 63% higher mortality rate than did non
caregivers their age. In addition, the constraints of caring for a person with
dementia may lead some caregivers to forgo needed health care for themselves.
I have found that the mental toll from caregiving is often the greatest
burden. In some studies, an estimated 30 to 40% of dementia caregivers
experience depression and high levels of stress. They are also more likely to
require antidepressants, anti-anxiety drugs, and similar medications than the
general population. However, taking advantage of the variety of help that is
available, as well as community support, can lighten the emotional load.
Education about dementia and other means of emotional and physical
support can significantly improve your quality of life as a caregiver. In a
national clinical trial known as REACH II (Resources for Enhancing
Alzheimer’s Caregiver Health II), more than 600 caregivers were assigned to
either an intervention group (which received structured, multi-component
support) or a control group (which received only a packet of dementia education materials and two brief phone calls).
Over a six-month period, participants in the intervention group received
nine in-home sessions and at least three telephone discussions that
addressed caregiver depression, stress, self-care (such as getting enough rest
or seeing a doctor when necessary), and level of social support. The
researchers also addressed difficult behaviors in the person receiving care,
and provided training in skills, problem solving, role playing, and stressreduction techniques.
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Six months after the intervention ended, 28 to 45% of the caregivers in
the intervention group had significant improvements in quality of life, compared with 7 to 13% of those in the control group. Depression also was less
common in the intervention group—13% versus 23% for the control group.
If you are just beginning as a caregiver or if you have been a carer for a
loved one for several years, my advice is the same: Take advantage of support
services. These are readily available in most communities, ranging from
senior centers and respite care (suitable for individuals in the earlier stages
of dementia) to adult day care centers (for those with more serious cognitive
decline). Visiting nurses and other professional health services can assist
with specific issues, such as incontinence, poor nutrition, and personal
hygiene.
As a caregiver, you also should consider taking skills training (offered in
many locations by the Alzheimer’s Association), which improves the ability
to communicate with a cognitively impaired family member. Improved communication helps reduce frustration and unwanted behaviors. Various forms
of therapy—occupational, art, music, and pet—often have a calming effect
on the person with dementia, improvi ng the individual’s mood and consequently helping ease your stress.
Local or online support groups can be an important source of stress
relief and information sharing for caregivers. A website sponsored by the
Alzheimer’s Association is a good place to start: Carefinder provides information on virtually every aspect of caring for a person with dementia (www.
alz.org/carefinder; 24/7 Helpline: 800-272-3900). The site includes an interactive function that can help determine appropriate sources of help for each
stage of dementia and for specific caregiver challenges.
Until Next Time

F inally, I can set my winter jacket aside for another season. After record-breaking
snowfalls this winter, I’m happy to welcome the first robins of spring to the
Hopkins campus. The first crocuses have already pushed through the moist
ground and the forsythias are budding. It’s this sense of renewal that keeps me
going. I hope that you feel the same. Until next time, I wish you and your loved
ones the best of spring—and health!

Peter V. Rabins, M.D., M.P.H.
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A Conversation With
Sam Gandy, M.D., Ph.D.
Pioneering Alzheimer’s disease (AD) researcher Sam Gandy on the ongoing work
to raise Alzheimer’s awareness, government support for AD research, and ways to
come up with effective means to slow this insidious disease.
Sam Gandy, M.D., Ph.D., an international expert in the metabolism of amyloid,
which clogs the brains of patients with Alzheimer’s disease, has written more than
150 original papers, chapters, and reviews on this topic. Dr. Gandy, who was part of a
team that in 1989 discovered the first drugs that could lower the formation of amyloid, is the Mount Sinai Professor of Alzheimer’s Disease Research at the Mount
Sinai School of Medicine in New York and Associate Director of the Mount Sinai
Alzheimer’s Disease Research Center. For almost a decade, he served as Vice Chair
of the National Medical and Scientific Advisory Council of the Alzheimer’s
Association.

•

•

•

With all the press coverage of Alzheimer’s disease, is there still a need to raise
public awareness of Alzheimer’s disease in the United States?
Yes. Here’s a story that illustrates why: A few years ago I took care of the wife of
the chairman of orthopedics at a major hospital; he was also a professor at the
medical school. Unfortunately, his wife, who was in her early 70s, had Alzheimer’s.
When I had to tell him the sad news about his wife, his first comment was, “When
do you think that she will recover?”
My point is that this highly educated man, who was also a medical doctor, had no
idea that Alzheimer’s was a fatal disease. I was shocked that he didn’t understand
the implications of the diagnosis. I now never underestimate how little people
really know about Alzheimer’s and how we have to continue to get the word out
to the public about this horrible ailment.
I spent nine years as Vice Chair of the national council of the Alzheimer’s
Association, and I was always sounding the alarm to the public. Even though Dr.
Alois Alzheimer made his original discovery back in the early 1900s, it wasn’t until
the late Robert Katzman, M.D., at the University of California, San Diego School
of Medicine, alerted the world to the potential for the devastation of AD that the
medical community and the general public really took notice.
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Robert Katzman: AD research pioneer

R

obert Katzman, M.D., was a neurologist, researcher, and medical
activist and it was his research that finally helped put the spotlight
on Alzheimer’s disease (AD) as a serious disease that would soon
become a major public health issue.
In the early 1970s, when Dr. Katzman was in training to be a neurologist, AD
was defined as a presenile dementia, something that often came on before
age 65, and was an extremely rare disorder. Dr. Katzman’s ongoing research
at New York’s Albert Einstein College of Medicine with elderly patients with
dementia proved to him that was not the case at all. It was apparent that the
disease affected older persons—not only those under age 65—and that it was
a major health problem.
Dr. Katzman became an AD activist, redefining Alzheimer’s disease as the
most common, progressive dementia during aging. His landmark 1976 editorial (“The Prevalence and Malignancy of Alzheimer’s Disease”) in the
American Medical Association’s Archives of Neurology was the first to state the
prevalence and severity of AD.
Interestingly, in the decade before Dr. Katzman published his editorial,
there were less than 150 articles published on AD. Since then, more than
45,0000 articles have appeared on the topic of AD.
Not only did he term AD to be a “major killer,” but Dr. Katzman was also a
tireless advocate for increased funding of research in the disease. Owing in
large part to his efforts, federal funding for AD research grew from $5 million in 1980 to over $300 million by 1996. According to the Alzheimer’s
Association, the estimated fiscal year 2010 funding for Alzheimer’s disease
research at the National Institutes of Health has risen to $469 million.

Is Alzheimer’s disease abnormal part of aging process?
Frau Auguste D., Dr. Alois Alzheimer’s original patient, was in her early 50s when
he treated her back at the turn of the 20th century in Germany, and later wrote of
the plaques and tangles that he observed on her brain autopsy. However, it wasn’t
until the late 1970s that doctors in England and this country finally began to realize that AD was not simply a rare disease of younger patients (such as Alzheimer’s
Auguste D.), but instead was a pathological process associated with dementia of all
ages, and not a part of normal brain aging.
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MEMORY TIMELINE

W

e tend to think of
our brain as different from our other
organs. But the brain undergoes predictable changes over
time, just like the heart. As
with heart disease, good genes
and a healthy lifestyle can
moderate these age-related
changes, but it can’t entirely
stop them. Knowing how the
normal brain ages—and how
those changes affect your
memory—can make the occasional senior moment less
worrisome.
Aging Neurons
It’s often said that youth is
wasted on the young. The
same might be said of our
cognitive functioning, which
peaks early and then begins a
gradual decline. Contrary to
popular belief, brain neurons
(nerve cells) do not undergo
a massive die-off with age.
Evidence now suggests that
some neurons are indeed lost,
but the brain continues to
grow new ones, albeit at a
slower pace. What does happen is that nerve cells begin to
shrink. As a result, the connections between neurons
(synapses) begin to deteriorate over time, and chemical

messengers (neurotransmitters) become less available to
carry information.
With advancing years,
these age-related changes
alter the transmission of nerve
impulses through the brain,
leading to slower cognitive
processing and delays in
recalling stored information.
But in the absence of a braindestroying condition like a
stroke or Alzheimer’s disease,
these changes are mostly a
nuisance and don’t interfere
with a person’s ability to function successfully.
Not To Worry
A general time frame for normal brain aging is described
below. The cognitive consequences of these changes can
vary widely among individuals.
In fact, some elderly people
show minimal changes in
their cognitive ability despite
their brain’s advanced age.
The important thing to
remember is that these signs
of brain aging do not indicate
dementia and are not a reason for concern.
Twenties. People in their
20s are at the top of their
mental game in terms of forming long-term memories and
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being able to engage in complex reasoning. Creativity, too,
may be at its highest during
these years, although twentysomethings don’t have a lock
on creative endeavors. Many
writers, artists, and musicians
are their most productive during this time. Slight physical
changes in the brain, such as
neuron shrinkage, start in a
person’s 20s.
Thirties. The brain continues to slowly lose volume
through neuron shrinkage,
but only a small amount. A
formal battery of cognitive
tests might show slight
declines in some areas. But
these small indications of cognitive slippage are usually not
apparent to the individual or
to others.
Forties. Most people will
sense some slowing of their
mental processing during
their 40s, especially in the
area of working (short-term)
memory. Tasks like remembering phone numbers, doing
mental calculations, or playing challenging card games
may require more effort than
they did in earlier years. The
slow loss of brain volume continues and may begin to accelerate. (By about age 80, the
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healthy brain will have lost
about 5 to 10% of its volume.)
Fifties. The 50s are a
threshold, the beginning of
accelerated loss of brain volume and more noticeable
changes in memory and other
areas of cognition. Cognitive
changes include:
• Processing speed slows further. It takes more time to
recall names and words.
• Learning something new
takes longer. Once learned,
however, the information is
usually retained.
• Multi-tasking (doing several
things at once) becomes
more difficult.
• Attention to detail wanes.
You probably will remember
fewer details of a novel,
movie, or painting than a
younger person would.
• Placing an event in time and
place becomes more difficult. You may remember the
event but not exactly when
or where it occurred.
• Visuospatial processing is
more difficult. This might
translate into more trouble
in copying three-dimensional designs or in reassembling an appliance.
Sixties. Loss of brain volume continues. The hip-

pocampus and
amygdala—brain structures
that are crucial to memory
and other cognitive abilities—
are particularly vulnerable.
These structures may have
shrunk by as much as 25%
from their size in young adulthood. During this time,
“white matter lesions” may
begin to appear. Viewed on
magnetic resonance imaging
(MRI), these abnormalities
indicate areas of reduced
blood flow and damage to the
protective covering of nerve
fibers. The brain also produces smaller quantities of
the neurotransmitters dopamine, acetylcholine, and
serotonin, slowing communication between neurons.
The cognitive changes
that began in the 50s become
noticeable to many people in
their 60s. Cognitive processing speed may slow further,
making it more difficult to
learn new information or master complex mental tasks. It
also becomes harder to concentrate and to “tune out” distractions. The brain is less
adept at forming new memories and establishing the associations that enable us to
recall stored memories. Tip-

15

of-the-tongue experiences
are more common because
the brain has to work harder
to retrieve names, dates, and
words.
Seventies and beyond.
People in their 70s and 80s
vary widely in their cognitive
abilities. Many not only
remain quite sharp throughout these years, but also gain
in wisdom. For others, the
wear-and-tear of high blood
pressure, diabetes, heavy
alcohol use, and other health
problems will have taken a
toll on memory and general
cognitive ability. People who
develop dementia typically
begin to show signs of the
disorder in their mid- to late70s.
Side Benefits of Aging
As you think about your current cognitive status, it’s
important to recognize that
although you may have
slowed down in some areas,
you have gained in others.
The wisdom, knowledge, and
experience accumulated over
a lifetime give you an insight
and an understanding of life
that most 30-year-olds can’t
begin to match.
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We can say this because there are many individuals who have lived to well over
100 years of age and have had “clean” brains that were relatively free of large
accumulations of plaques and tangles. No, AD is not inevitable with aging. What I
really think is going on is that some people have “protective” genes that will help
keep the brain free of disease. Without these genes, however, you might begin to
experience noticeable brain changes in your 70s or 80s.
The National Football League (NFL) is now facing a serious medical issue due to
the possible link of playing football and heightened rates of early dementia
among retired players. Will this sports-related problem help raise public awareness of AD?
Years ago, I studied professional boxing and the role of ApoE4 in predicting who
went on to get dementia pugilistica, a type of brain damage caused by repetitive
trauma to the head. We found that when we standardized for technical knockouts, those boxers who were becoming demented were the ones who carried
ApoE4 alleles. This raised the question of whether boxers––and young football
players—should be genotyped before committing to a career in these sports.
As you could imagine, neither the boxing nor the football associations welcome
this prospect, since it could have serious consequences on the future of their
sports. However, by having the NFL get the word out about the seriousness of concussions on the future brain health of its players, it will certainly help millions of
football fans learn about brain health and AD. While this publicity may ultimately
be detrimental for football participation, it may go a long way in helping increase
public awareness about brain health, which would certainly be welcome.
What is your impression of government support for ongoing AD research in the
United States?
I think that AD research is just not registering with a lot of our elected officials. I
don’t think they fully realize the import of this disease, and a lot of it may have to
do with the length of their terms in office. No Senator or Congressman wants to
be drowned in the tsunami of AD costs and other issues while they are in office, so
they avoid AD and everything about it.
I used to think ageism was the reason why it was so hard to get things done with
AD research on the federal level, but I now think people are mostly interested in
being re-elected, and that means dodging AD concerns. Since AD is such an
intractable problem, they simply choose to ignore it while they’re in office.
What has been the role of other countries in promoting AD awareness and supporting AD research?
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The United States isn’t the only country that is supporting researchers and others
in the AD battle. I have heard that France is more attentive to the problem than
most countries and that their efforts can serve as a great model for the rest of the
world. AD currently affects approximately 860,000 people in France, with 2.1 million expected to have the disease in less than three decades. With this ominous
backdrop, French President Nicolas Sarkozy set aside $2.4 billion in 2007 to fund
a five-year plan to combat AD. In addition to starting a foundation for AD
research, the plan also entails creating a network of nursing homes that would
help care for people with AD.
What do you think of the current drugs available for treating AD?
The four medicines that are approved for AD do a little, for a little while, for
some people. In England, NICE (National Institute for Health and Clinical
Excellence), the special health regulatory authority of the National Health Service
that gives guidance on the use of drugs and medical technologies, has recommended that the government no longer pay for the drugs when used for mild or
severe cases of AD.
In this country, there are many people, both doctors and caregivers, who are
enthusiastic about the drugs we have for AD. There are even some doctors who
have seen dramatic responses from the drugs. I am not one of them, however.
I deal a lot with disappointed caregivers who have had their loved ones try the
medications. I am typically the second, third, or fourth doctor they have seen and
I have been left to tell them that their loved one is not the exception when it
comes to a poor response to the available AD drugs. No, these medicines often
don’t do much at all for people with AD. Even so, many caregivers are afraid to
take their loved one off the drugs. The rule seems to be that the person goes on
the drug at diagnosis and stays on until death.
My hope with the drugs that we do have for Alzheimer’s is that by having this billion-dollar funding stream created by AD drug sales, the major pharmaceutical
companies will be encouraged to continue the research that will ultimately yield a
beneficial medication for AD. That is my hope.
If the United States were like the UK, where they do not cover the cost of the AD
drugs for most patients, it would drastically change the picture in this country for
ongoing research and development of an effective drug for AD.
Are you a proponent of early detection of Alzheimer’s disease?
I am, but only in that I think that our best chance for defeating AD will come
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Medical Therapy for Alzheimer’s Disease

F

or now, no treatment
can prevent or halt the
mental deterioration
associated with Alzheimer’s
disease (AD). The search for
effective drug therapy has
focused on preventing the
destruction of nerve cells, with
the ultimate goal of preserving
cognitive function for as long
as possible and managing the
disease’s cognitive and behavioral symptoms.
One treatment approach is
based on the theory that memory problems associated with
AD result in part from a deficiency of the chemical messenger (neurotransmitter) known
as acetylcholine. Researchers
have sought ways to boost the
amount of acetylcholine in the
brain, by administering substances containing the chemical, stimulating the brain to
manufacture more of it, or
preventing the breakdown of
the limited quantities of acetylcholine that the brain does
produce. Let’s look at the two
types of drugs we now have.
Cholinesterase inhibitors.
Drugs known as cholinesterase
inhibitors were the first medications to be approved by the
U.S. Food and Drug

Administration (FDA) for the
treatment of Alzheimer’s disease. These drugs work by
slowing the breakdown of acetylcholine, a chemical that is
linked to the formation of new
memories. These drugs may
ease some of the symptoms
associated with AD, but they
do not halt progression of the
disease.
Cholinesterase inhibitors
seem to improve symptoms for
about six to 12 months in one
third to one half of the people
who take them. The most
common adverse effects of
cholinesterase inhibitors are
nausea, vomiting, loss of appetite, diarrhea, and weight loss.
Cognex: Tacrine
(Cognex), the first FDAapproved cholinesterase inhibitor, works in only about 20 to
40% of people with AD and
causes liver damage in some
individuals. This drug is rarely
used now that a second generation of cholinesterase inhibitors is available.
Second-generation cholinesterase inhibitors produce fewer
and less severe side effects.
Aricept: The first of these
newer cholinesterase inhibitors to be approved was donepezil (Aricept), which is now
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used to treat all stages of AD.
Clinical trials have shown significant improvements in cognitive and overall functioning
in people receiving Aricept
(compared with those receiving a placebo), with fewer
adverse effects than with
Cognex. In one 24-week study,
at least 80% of the Aricept
patients suffered no cognitive
decline, compared with 57%
of patients taking a placebo, a
difference of 23%.
Improvement was greater with
higher dosages of the drug:
54% of the patients taking 10
mg of Aricept improved
slightly in one cognitive test,
compared with 38% of those
taking 5 mg and 27% of those
taking the placebo. In another
study, patients taking 10 mg of
Aricept for one year were half
as likely to experience disease
progression as those who
received a placebo.
Exelon: The second of
these drugs to be approved
was rivastigmine (Exelon),
which is for mild to moderate
AD. In four placebo-controlled clinical trials, involving
a total of 3,900 people, those
taking Exelon had significantly
better scores on standard tests
of cognitive function than
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people taking a placebo. One
of these trials, which included
725 people with Alzheimer’s
disease, reported that 24% of
the people in the Exelon
group showed significant
improvements in cognitive
function over a 26-week
period compared with 16% of
those taking a placebo, a difference of 8%.
Razadyne: The newest
cholinesterase inhibitor to be
approved was galantamine
(Razadyne), which is used to
treat mild to moderate
Alzheimer’s. Its approval was
based on data from four placebo-controlled clinical trials
involving over 2,650 people.
Patients taking Razadyne
scored better on measures of
cognitive performance and
daily functioning than people
taking a placebo.
NMDA receptor antagonist
This medication helps block
the activity of the neurotransmitter glutamate by binding
to N-methyl-D-aspartate
(NMDA) receptors on the surface of brain cells. Glutamate,
at appropriate levels, plays an
important role in learning
and memory. If glutamate levels are too low, cognitive prob-

lems develop. If levels are too
high, glutamate overstimulates
nerve cells, leading to cell
death.
Namenda: In 2003, the
FDA approved memantine
(Namenda) for the treatment
of moderate to severe
Alzheimer’s. Because
Namenda has been on the
market in the United States
for much less time than the
cholinesterase inhibitors, less
information is available about
its long-term cognitive effects.
However, in one 28-week
study comparing Namenda
with a placebo, people taking
the drug showed significantly
less cognitive decline during
that time period.
By the study’s end, about
20% of the patients taking
Namenda showed some
improvement in cognition
and/or activities of daily living.
Another study found that
people taking Namenda plus
Aricept averaged less cognitive
decline over 24 weeks than
those taking a placebo plus
Aricept. About 40% of people
in the Namenda plus Aricept
group experienced cognitive
improvements, and 30%
showed improvements in daily
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functioning. Some people
who take Namenda may experience improvements over the
short term, but most can
expect to see only a modest
delay in the deterioration of
memory and in the ability to
perform activities of daily living.
The medication may
extend the time patients can
spend at home before requiring assisted living. However,
Namenda does not reverse or
halt the degeneration that
occurs in the brain.
Physician-prescribing patterns in the United States have
not caught up to those in
Europe, where cholinesterase
inhibitors and Namenda have
been available longer. In
Europe, the two drugs are
often prescribed together
early in the disease.
Here, Namenda is FDA
approved only for the later
stages of Alzheimer’s disease.
That said, physicians are
allowed to prescribe approved
drugs “off-label” (in ways not
covered in the drug’s initial
approval), so some doctors do
prescribe both types of drugs
early in the disease.
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Diagnosis of AD

A

lthough there is no single, definitive test for Alzheimer’s, an experienced physician can diagnose it with more than 90% accuracy. To
diagnose AD, doctors start by asking questions about the individual’s
personal health history, family history of disease (especially Alzheimer’s),
and use of prescription and over-the-counter medications. They also ask for
information on behavior and personality changes and details about AD-like
symptoms.
Blood and urine tests, magnetic resonance imaging tests, or other screening tests may be ordered to gather additional information and to rule out
other health problems (such as vitamin deficiency, diabetes, and thyroid disease) that can affect cognitive performance and mimic AD symptoms.
Doctors also administer memory tests such as the Mini-Mental State
Exam (MMSE), a questionnaire that takes about 10 minutes to complete.
During the MMSE, a patient is asked to repeat sets of words, name familiar
objects, copy a picture of interlocking shapes, and do simple math. Other
memory tests include asking the person to draw a clock’s face with the numbers in the correct position. A complete physical examination, including a
neurological exam, also is done to identify other potential causes of cognitive
difficulty. Early diagnosis is important to allow treatment to begin earlier and
to allow individuals and their families to plan for the future.

from prevention, which comes from early detection of the disease years, if not
decades, before a person becomes symptomatic. Early detection is also a way to
get people flagged for clinical trials of new therapies.
Anti-amyloid medicines are currently being developed, and if they will work at
all—and I think that they will—they will be most effective as prophylaxis or when
used at the very earliest moments of disease.
I see early diagnosis of AD as a steppingstone that will ultimately move us towards
prevention. But with the AD drugs that we now have available, there is no rush to
put people on medicine early.
With no effective treatments currently available, do you think early detection of
AD will trigger depression or suicide?
I can see the worry that could be there following a positive diagnosis for AD based
on a genetic test for the ApoE-4 gene. Although having this gene does not guaran-
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tee that you will get AD, it does increase your risk of developing the disease. If you
have one copy of the gene from a parent, for example, you have a three- to fivefold increased risk of developing AD compared with someone who doesn’t have
the gene; two copies of the gene and the risk of developing AD jumps 15-fold.
Some people believe that people should not be tested for this gene, because with
no effective treatment and no solid assurance that carrying the gene will cause
you to eventually develop AD, then this knowledge will only lead to increased risk
of stress, anxiety, depression, and even thoughts of suicide.
What hypothesis drives your laboratory research?
We work on beta-amyloid in my laboratory. Our initial contribution to the field
was the discovery that neurotransmission regulates the generation of beta-amyloid, a microscopic protein fragment that forms in gumball-like clumps in the
brains of people with AD. It’s these clumps that are thought to kill brain cells and
wipe memories from the brain. We think it’s certain flaws in the processes governing production, accumulation, or disposal of beta-amyloid that are the primary
cause of AD.
By contrast, there are other researchers who believe a protein called tau, which
makes up the neurofibrillary tangles found in the neurons of people with AD, is
the actual cause of AD. Many scientists are hard at work developing drugs that will
impact tau’s development. This is a legitimate target and I am happy people are
working on it. There are smart people who think that tauopathy is an important
step between amyloid toxicity and neurodegeneration. If they are right, tweaking
tau might eventually render amyloid innocuous. I am happy with that; it is a perfectly plausible strategy.
Even so, the bulk of research and drug development over the past 20 years has
been targeted at beta-amyloid, which is a small piece of a larger protein called
amyloid precursor protein, or APP. While we still don’t know the normal function
of APP, we have some idea about how it appears to work. We now believe that APP
extends from the inside to the outside of brain cells by passing through a fatty
membrane around the cell. When APP does its normal job, it is cut by other proteins into smaller sections that stay inside and outside cells. While there are several different ways APP can be cut, one of the pieces sometimes cleaved is
beta-amyloid.
As I mentioned, we believe that beta-amyloid is the major suspect in Alzheimer’s
disease because it accumulates into the microscopic and “sticky” amyloid plaques
that are considered a major hallmark of a brain affected by AD.

21

conversation
Sam Gandy, M.D., Ph.D.

Revelations from the REVEAL Study

A

ccording to a recent study (“Disclosure of APOE Genotype for Risk of
Alzheimer’s Disease”) published last year in The New England Journal
of Medicine, when people learn they are predisposed to Alzheimer’s
disease (AD), any depression or anxiety is not long lasting. For Scott Roberts,
Ph.D., an Assistant Professor of Health Behavior & Health Education at
the University of Michigan School of Public Health and co-author of the
REVEAL (Risk Evaluation and Education for Alzheimer’s Disease) study,
these findings help address a longstanding debate about whether learning
such information might cause lasting psychological harm, at least among
those with a family history of AD.
People with a family history are already at higher risk, which is further
increased if they also carry a certain version of the Apolipoprotein E (ApoE)
gene. Dr. Roberts and colleagues at Boston University, Case Western Reserve
University, and Cornell Medical College tested 162 people with a parent with
AD. Their risk of developing the disease by age 85 was about 30 to 35%, compared with the general population risk of about 10 to 15%. After an educational
session about AD and genetic testing, researchers tested people for their ApoE
genotype to learn if they carried the genetic variant.
The presence of the gene increases the risk for those with a family history of
AD to more than 50%. For subjects who did agree to the test, specially trained
genetic counselors then disclosed results and researchers followed participants
over one year to determine the impact of risk information.
The researchers measured anxiety, depression, and test-related distress after six
weeks, six months, and one year. The researchers noted that:
• test-related distress did increase slightly at six weeks for people with the
risk-increasing form of the gene, but not at the half-year or one-year mark
• anxiety and depression levels remained stable
“Some people might say, ‘I’m thinking about this a lot,’ but it didn’t translate
into long-term depression or anxiety,” says Dr. Roberts.
Dr. Roberts feels that genetic counselors help put the test results in context so
that people understand the meaning and limits of the results. For example, for
participants with a 55% lifetime risk, counselors explained that there was a 45%
chance that they would never develop the disease.
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With amyloid, the genetic evidence we have is so compelling that we are obliged to do
everything that we can to exclude the possibility that amyloid is not the final common
pathway for all disease. Unfortunately, that is not turning out to be a trivial thing.
While there are many arguments against amyloid as the cause of AD, I believe in
my heart of hearts that we have to do everything to exclude amyloid as a cause.
The other AD hypotheses—tau, inflammation, and disruption of cell signaling
pathways—have promise as major contributing causes.
However, I am not going to give up on this amyloid hypothesis of AD until I can
show that a person with an amyloid-free brain can still go on to develop AD.
How much more time will need to be spent working with amyloid to see if it really
works?
I remember 20 years ago we were saying that we’d have answers in five years. Now,
the way that research is progressing, I’d say we have less than a decade to go. At
issue is how the FDA is going to permit prevention trials in which we can test people with no signs of AD.
What do you think of the Dimebon story?
The original claim of this old Russian antihistamine drug was that it improved
memory function in rats. It’s rare to find a drug that will do that. And that is why
Dimebon was then advanced to small Phase II human trials with AD patients.
Rachelle Doody, M.D., Ph.D., Director of the Alzheimer’s and Memory Disorders
Center at the Baylor College of Medicine in Houston, lead the randomized trial
with 183 patients with mild to moderate Alzheimer’s in 11 hospitals in Russia. Dr.
Doody is one of the world’s leading researchers on AD and was the lead investigator in the trials of Aricept, the best-known AD drug.
The results of the Dimebon trial were published in the British journal The Lancet,
(“Effect of Dimebon on Cognition, Activities of Daily Living, Behavior, and Global
Function in Patients with Mild-to-Moderate Alzheimer’s Disease: a Randomized
Double-blind, Placebo-controlled Study) and reported that Dimebon helped
improve performance on all five rating scales used to assess Alzheimer’s patients,
including cognitive performance, behavior, and patients’ ability to carry out activities of daily living. Those patients taking the drug scored better than they did at
the start of the study, while those taking placebo got worse over the initial sixmonth period of the trial.
When I first heard of Dimebon and these results, I was chairing an AD press conference in Washington in July 2008. My initial reaction was “This is too good to be
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Exercise and Cognition

I

t’s the belief of many
researchers that exercise
may help reduce the
risk of Alzheimer’s disease
(AD)—at least in animals.
An animal study by Carl W.
Cotman, Ph.D. that appeared
in the Journal of Neuroscience
in 2005 reported that following months of using running
wheels for exercise in their
cages special lab mice predisposed to develop AD showed
reduced levels of beta-amyloid
plaque buildup—a common
marker of AD—in their brains
compared to sedentary mice.
Dr. Cotman, a professor of
psychology and the Director of
the Institute for Brain Aging
and Dementia at the
University of California at
Irvine, had previously
reported in a 2002 study in the
journal Trends in Neurosciences
that the brains of the animals
that ran on their cage wheels
for three weeks had increased

expression of some genes that
control growth hormones and
other important brain molecules. Using sophisticated
microarray, or “gene chip,”
techniques, Dr. Cotman noted
that after their running session, the animals had changed
the expression, or activity, of
genes in the hippocampus, the
area of the brain usually associated with higher cognitive
functions like memory, thinking, and learning.
It’s these broad changes in
gene expression that Dr.
Cotman believes could make
the hippocampus more able to
respond to outside influences,
enabling the brain to be more
adaptable, or “plastic,” to
changing circumstances.
The most promising
research linking walking,
swimming, tennis, resistance
training, or some other type of
regular exercise program with
sharper mental focus comes

from the laboratory of Arthur
F. Kramer, Ph.D., a Professor
of Psychology at the University
of Illinois at UrbanaChampaign in Champaign,
Illinois. In 1999, Dr. Kramer
and his colleagues reported in
the journal Nature that previously sedentary people over
age 60 who walked rapidly for
45 minutes three days a week
could significantly improve
mental-processing abilities
that decline with age and particularly improve abilities that
rely heavily on the frontal
lobes of the brain.
In 2003, Dr. Kramer’s
research further pointed out
that three key areas of the
brain adversely affected by
aging show the greatest benefit when a person stays physically fit. The proof, Dr.
Kramer and his colleagues
noted, was visible in the brain
scans of 55 volunteers over
age 55. Making use of high-

true.” However, the more I thought about it, and the more I thought of the people involved in the research, like Rachelle Doody, Paul Aisen, M.D., the Director
of the Alzheimer’s Disease Cooperative Study in San Diego, and my own colleague
at Mount Sinai, Mary Sano, Ph.D., I started to believe the research. And that led
me to suspend some of my great disbelief.
If this drug works, it will be depressing. I’m joking, of course, since we need a
drug that works. But we researchers do things ultra-logically, and suddenly here is
the next billion-dollar drug that used to be available at the corner store in
Moscow for hay fever. We don’t know how the drug works, but it seems to stop
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resolution magnetic resonance imaging, their study in
the Journal of Gerontology:
Medical Sciences, was the first
to show anatomical differences in gray and white brain
matter between physically fit
and less fit aging humans.
Gray matter consists of thin
layers of tissue of cell bodies
such as neurons and support
cells that are crucially
involved in learning and
memory.
White matter is the fatty
myelin sheath that insulates
the nerve fibers that transmit
signals throughout the brain.
Dr. Kramer and colleagues
reported that as people age,
especially after age 30, these
tissues shrink in a pattern
closely matched by declines in
cognitive performance. His
MRI scans provided the first
empirical confirmation of the
relationship between cardiovascular fitness and neural

degeneration, as had been
noted and predicted in many
academic studies on aging
and cognition in both animal
and human populations.
Dr. Kramer’s Journal of
Gerontology study involved welleducated men and women
aged 55 to 79. Their fitness
ranged from sedentary to very
fit, competitive-ready athletes
as measured by results of onemile walking and treadmill
stress tests. Three-dimensional
scans of the participants’
brains were performed using
MRI equipment. Dr. Kramer
found that personal fitness
did have positive effects on
brain health. Older adults still
showed a real decline in brain
density in white and gray
areas, but he discovered that
fitness actually slowed that
decline compared with nonexercisers.
In addition, a 2003 metaanalysis (comprehensive data

review) of 18 previous studies
by Dr. Kramer and colleagues,
published in the journal
Psychological Science, noted the
following benefits of exercise
on cognition:
• Exercise programs involving
both aerobic exercise (walking, running, swimming,
cross-country skiing, bicycling) and strength training
produced better results on
cognitive abilities than
either one alone.
• Older adults benefit more
than younger adults do
from physical activity, possibly because older adults
have more to gain as agerelated declines become
more prevalent.
• More than 30 minutes of
exercise per session produce
the greatest benefit, a finding consistent with many
existing guidelines for
adults.

AD—and reverse it in some cases. So, if the drug works, I will be very happy,
because we desperately need an AD drug. Unfortunately, I have not heard any
researchers around our clinic (where the drug is being tested) saying that AD
patients in the study are getting better. If Dimebon does work, stabilization of disease may be all that the drug has to offer. We’ll have to wait and see.
[Editor’s Note: Unfortunately the drug did not work. See page 1.]
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Statins and AD

S

ome studies suggest that elevated levels of LDL (“bad”) cholesterol
increase the risk of developing vascular dementia. Vascular dementia
is a term for intellectual impairment that results from multiple small
strokes or severely narrowed arteries. The strokes are often “silent,” that is,
they have not been noticed by the patient. Some studies have found that
elevated cholesterol levels in the blood are involved in the generation and
toxicity of beta-amyloid, the sticky protein found in the brains of people with
Alzheimer’s disease (AD) and thought to be the cause of the illness.
Other studies, however, have found either no link or only a weak association
between high LDL levels and dementia.
Preliminary observations had suggested that the statin drugs used to treat high
LDL levels might reduce the risk of Alzheimer’s disease. However, a 2009 review
of two large studies enrolling more than 26,000 adults found that statins do not
prevent dementia. It’s unclear whether lowering LDL levels via lifestyle changes
can significantly decrease the risk of AD. However, lifestyle modification is
important for heart health and for preventing strokes. National guidelines now
state that an optimal level of LDL is less than 100 mg/dL.
Strategies for reducing LDL levels include:
• exercising
• consuming less saturated fat and dietary cholesterol
• losing weight if overweight
• eating more soluble fiber
• consuming cholesterol-lowering margarine-like spreads, salad dressings,
juices, and other products that contain plant stanols or sterols.

Do you think that statin medications can have a good impact on brain health?
My Mount Sinai colleague, Dr. Mary Sano is convinced that enough studies have
now been done to show that statin medications, which are used to reduce cholesterol levels, are not effective for the prevention of AD. However, I am hopeful. I
am still not at all convinced that these lipid-lowering drugs don’t have a positive
effect on keeping the brain healthy.
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What preventive measures can people take to lower their risk of dementia—AD in
particular?
Just remember that everything that increases the risk for coronary disease also
increases the risk for AD and other cognition problems. Obviously, maintaining
good blood pressure and cholesterol levels, and keeping a good body weight will
all reduce your risks. However, the one activity that has been shown most frequently to reduce your risk for dementia is regular physical exercise. Obviously, I
am a big fan of exercise.
The good news is that there have been many studies over recent years investigating the exercise/dementia link, and most of them have been positive. Many neuroscientists probing the relationship of exercise and cognitive preservation have
reported that regular physical activity not only enhances memory, decision-making, and learning, but may also slow or reverse age-related cognitive declines. Of
course, exercise alone does not automatically grant you immunity from life-threatening events such as a heart attack or stroke—or AD. But moderate levels of exercise, even as little as 15 minutes a day, can certainly make a difference to your gray
and white brain matter by increasing oxygen flow to the brain, which increases
levels of important brain chemicals (serotonin, norepinephrine, and dopamine,
in particular) that play key roles in memory formation and attention.
What exercise also does is boost levels of brain-derived neurotrophic factor, or
BDNF. BDNF has been the focus of intense interest in Alzheimer’s research for
many years because it affects the overall survival and function of neurons in the
central nervous system, particularly in brain regions susceptible to degeneration
in AD. BDNF improves survival of neurons of the basal forebrain, as well as neurons in the hippocampus and cortex.
When it comes to a possible cure for AD, are you an optimist or a pessimist?
I am an optimist about the possible prevention of AD. But when it comes to a
cure, however, I am in between. Some drugs may work in the mild stage of
Alzheimer’s to stabilize a person and that is what we can realistically hope for. The
moderate stage definition of AD is that you have lost your independence.
Unfortunately, I don’t see a drug that will restore a person’s independence.
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and Related Diseases, is Professor of Psychiatry and Director of the Division of
Geriatric Psychiatry and Neuropsychiatry at the Johns Hopkins School of
Medicine. He is also a member of the Johns Hopkins Berman Institute of
Bioethics. Dr. Rabins’s research is focused on the study of the recognition and
treatment of Alzheimer’s disease in the community and late-stage care for
Alzheimer’s disease patients. Dr. Rabins is Medical Editor of the Johns Hopkins
Memory Bulletin and the co-author of The 36-Hour Day (Johns Hopkins Press),
the best-selling guide for caregivers of patients with Alzheimer’s disease.

•

•

•

A vivid memory from my childhood that I have never forgotten concerns the
time that the police arrived at a neighbor’s home early one morning. It seems
that an elderly man, a complete stranger to everyone, had wandered into my
neighbor’s yard. It turned out that the man had dementia and had walked almost
one half mile from a nearby nursing home some time the day before. Although a
search was launched for him once they realized he was missing, he obviously had
become disoriented and dehydrated and lied down on my neighbor’s lawn without anyone noticing him. Medical experts speculated that he had died sometime
during the night from exposure.
Alzheimer’s disease (AD) has many behaviors that can upset and aggravate even
the most concerned and compassionate caregivers. These include aggression,
delusion, hostility, and uncooperativeness. However, wandering is considered by
many experts to be one of the most worrisome, frustrating, and life threatening
behavioral symptoms.
In its most basic form, wandering can be defined as physically moving around
without a goal that is obvious to the caregiver. This seemingly aimless walking (or
moving around in a wheelchair) can take various forms, depending on the person. For example, some people with AD wander through rooms in their homes
without any clear purpose, looking calm and content as they look at pictures,
open drawers, shuffle pages of books, pull out clothing from dressers, or just
look out the windows. Others will restrict their wandering to going back and
forth between two specific places, while still others will steadfastly wander in a
repetitive circular pattern around the perimeter of a particular room, yard, or
floor on a nursing home unit.
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Wandering is often upsetting to caregivers, but most of the time the person who wanders is
not upset, nor does the wandering put him or her at any bodily risk.
That said, there are the people who leave their homes or care centers unassisted
and unwatched—like the man I first described—and head out on their own,
roaming the streets with no apparent purpose or destination. If you were to ask
where they were going, they might say, “I am going home.” But if you followed
them, they would just lollygag along, going nowhere in particular, with little or
no idea how to find their way back.
Even though most people with AD who wander away from home go just a short
distance, barely 5% are able to make it back home on their own. What happens if
a caregiver doesn’t find them or they don’t have some Good Samaritan to help
them get home?
If they are not found within the first 24 hours, the Alzheimer’s Association—
which calculates that more than 60% of people with AD will wander at some time
during their disease process—estimates that anywhere from one third to one half
of those wanderers will die owing to drowning or getting hit by a vehicle, or else
they succumb to dehydration or exposure to heat or cold.
Unfortunately, trying to take care of someone with AD who wanders incessantly
in (and out of) the home causes high levels of stress, exasperation, exhaustion,
and depression for the caregiver, especially when the wandering takes place
throughout the night. In many cases, the care recipient who wanders causes so
much stress for the caregiver that he or she ends up being removed from the
home and placed in a nursing facility.
I am regularly asked by caregivers and doctors alike about wandering—its causes,
implications, and possible solutions. To follow are the most frequently asked
questions that I get on the subject of dementia and patients who wander.

Q. If a loved one has jut been diagnosed with AD, should a caregiver be ready
for wandering to start at some point?

A.

I think wandering is like all the behavioral symptoms associated with
AD—they occur in a minority of people but are pretty common. I don’t think
caregivers need to worry initially. There is no way to predict who will wander and
who won’t. Moreover, wandering is typically a later symptom of AD.
You have to understand that this is the type of behavior that has more than one
cause—even in a single individual there could be more than one thing that is
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causing the wandering—which may not be easy to address.
Another very important point to remember is that not everyone who gets AD will
wander. And if they do, you have to understand that it is part of the illness, something that is not being done on purpose to aggravate caregivers, and it does not
mean that you are doing a bad job as a caregiver.

Q.

Are people who wander simply bored?

A.

Sometimes, yes. However, if you have a day filled with stimulating activities
and exercise, a loved one won’t wander. But this doesn’t mean wandering is over
for good. You may find that your loved one starts to wander again once a particular activity stops.

Q.

Once wandering starts, how long will it last?

A.

Once a person initially starts wandering, it usually continues until a person
become bedridden or is no longer ambulatory. Again, if there is no danger associated with the wandering, caregivers must ask themselves, what is wrong with the
person wandering abound the home? If they are happy, getting exercise, being
stimulated, and exploring, what is wrong with that?
Granted, the caregiver may feel some great sense of embarrassment. The onceindependent loved one they care for may now look childish to family members
or the wandering appears aimless, and this can be confusing for a caregiver taking care of someone who once may have possessed a razor-sharp mind.
One must remember, however, that for the person who is doing the wandering,
it is pleasurable and a chance to move about. I think it’s a mistake in most
instances that caregivers feel that the aimless walking has to be stopped.

Q.

What causes wandering in patients with Alzheimer’s?

A.

Not very much is known about the causes of wandering in people with AD. It
could be related to cognitive deficits that a loved one has—he or she can no longer remember where they are going or why. Or it could have to do with the fact
that the person actually wants to get to a familiar place because they know they
do not know where they are and therefore are uncomfortable, or they want to go
and see a particular person (a long-deceased relative, for example) but they just
can’t remember how to get there.

Q.

Can aphasia cause wandering?
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A.

Aphasia, which is the partial or complete inability to use or understand language, is another trigger for wandering because it impairs a person’s ability to
ask for something or to understand what they have been told. A person with
aphasia may begin to wander about looking for something that he or she wants,
such as a change of clothing, food, or a bathroom but doesn’t know how to ask
for these things or forgets immediately after being told.

Q.

What is the impact of agnosia on wandering for a person with AD?

A.

Agnosia also is a problem that often triggers wandering. Agnosia refers to
the inability to recognize familiar people, places, or objects in spite of the fact
that their vision is still intact. For example, AD patients with agnosia may not be
able to recognize a table or a chair when they look at it, even though they can
describe its shape and other visual characteristics. In some instances, they can
look into a mirror and not recognize their own face. Therefore, some people
appear to wander because they are looking for a familiar place or a familiar face.
Unable to find whatever it is that they are looking for, they keep moving.

Q.

What is the impact of depression on wandering?

A. A mood disorder such as depression can sometimes cause wandering.
Depression causes people to awaken early in the morning and in some cases may
cause frequent awakenings throughout the night. Unable to sleep, some individuals will get out of bed and start walking around their home. Other uncommon
elements of mood disorders such as hallucinations, illusions, and delusions—all
of which are not uncommon for someone with AD—also can lead to wandering.

Q.

Can the home environment cause a person with AD to wander?

A.

Yes. Wandering is a common response to an overstimulating, noisy environment. This could come from something as innocuous as the sound of banging
pots and pans as they are put away in a closet or the whirring noise of a vacuum.
In a nursing home setting, wandering can be caused by the loud and incessant
yelling and calling out of others, with a loved one wandering away just to escape
from the commotion.

Q.

What if someone wanders because they are overly suspicious and think someone is trying to harm them?

A.

If you think suspiciousness is driving your loved one to wander, let him or
her know that he is in a comfortable, secure familiar place. Assure him that
you’re not going to let anything bad happen, that you will make sure that every-
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Pacing

A

small percentage of people with AD appear to be what I call driven
walkers, or pacers. This rare condition differs significantly from wandering in that it is a form of driven, seemingly unstoppable rapid
walking. Loved ones can pace to exhaustion or put themselves at risk for a
fall or serious injury due to the non-stop walking.
Pacing is not very common—perhaps 1 out of 100 people with AD are
affected—but if you try to engage someone in conversation as a way to get
them to stop their pacing, at least for a while, you won’t be successful. They
are somehow driven to walk and it’s very hard to break them of this behavior.
Restraining these people only makes the problem worse, as does the use of
certain medications.
People who pace are often extremely thin from all of the walking and lack of
adequate nutrition. Some will walk for 18 hours a day, and are at risk for toppling over from exhaustion because they do not stop even though they
appear tired and worn out. Even though some individuals do not stop pacing
so they can eat, experts disagree on whether it is appropriate to restrain such
patients in order to enforce rest periods so they can eat and rest.

thing is okay. If this strategy doesn’t work, take him to another room if the room
seems to be precipitating the suspiciousness and fear. Distract him by having him
help you with meal preparation or some laundry duties; this may help calm him
down and stop the walking.
While this distraction often achieves your goal for the moment, be mindful that
it’s often not a permanent solution. Such a distraction tactic may work for a half
hour, sometimes less, and you may have to repeat everything all over again with
your loved one. Don’t become angry or embarrassed because of this. Just remember that her or she does not remember what you told him before and his fears
have once again returned.
People who wander because they are suspicious might end up in dangerous situations
or be at high risk of falling. Dangerous behaviors such as these should raise the question of whether medications such as antipsychotic/neuroleptic drugs that treat these
false ideas are indicated. However, these drugs do not improve wandering per se.
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Q.

Are there other possible causes for wandering?

A.

The list of possibilities goes on and on. Hunger, thirst, and the need to urinate and defecate are universal human states that can lead to wandering if the
person cannot make their needs known to their caregiver.
Pain, even if it’s a minor discomfort due to a small skin rash or irritation, can
cause wandering. Other causes of pain and discomfort to consider can include
headaches, dental pain, sinus congestion, arthritis, constipation, and gynecological disorders.
Wandering could also be the first symptom of medical conditions such as a urinary tract infection, urinary retention, hyperthyroidism, or delirium.
Medications also can cause wandering, especially antipsychotic drugs, which can
trigger akathisia, which is a sense of restlessness and an urge to move the legs.
Other drugs to be wary of include thyroid replacement medications, pseudoephedrine, and theophylline. Diuretics cause frequent urination and this may
induce wandering, while excessive consumption of caffeine can lead to restlessness, pacing, and wandering.

Q.

Is there any way to prevent wandering?

A.

You have to ask yourself, if there is no risk of harm for your loved one, then
what’s wrong with wandering around the home? If the wandering is an effort to
convey a feeling or a need, caregivers should observe and try to figure out what
their loved one needs.
Non-drug therapies—music therapy, pet therapy, and caregiver education—
should always be considered first and might prove effective in decreasing wandering in many instances.
I have found that the six R’s are a good way to help you manage wandering and
other difficult behaviors in people with dementia. They are:
• Restrict. First, calmly attempt to get the person to stop the behavior, especially
if the behavior is potentially dangerous.
• Reassess. Consider what might have provoked the behavior. Could a physical
problem (toothache, urinary tract infection, osteoarthritis) be behind the agitation
or anger? Is a particular person or the noise level in the room triggering the negative reaction? Could the time of day and fatigue be contributing to the problem?
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Wandering: Drugs are not a solution

M

any of the drugs
typically prescribed
to treat wandering, agitation, delusions, and
other symptoms that can
accompany a dementia such
as Alzheimer’s disease (AD)
are not effective, researchers
from Wake Forest University
Baptist Medical Center and
colleagues reported recently
in the Journal of the American
Medical Association.
“Our review of 29 research
studies found that drug therapies are not particularly effective for managing symptoms
such as agitation,
wandering,and delusions that
are observed in most patients
with dementia at some point in
the illness,” says Kaycee Sink,
M.D., lead researcher from
Wake Forest University Baptist
Medical Center. “There is no
clear standard of care, and
treatment is often based on
local prescribing customs.”
While the primary symptoms of
AD and other forms of dementia involve memory deficits,
other signs and symptoms,

including agitation, aggression,
delusions, hallucinations,
repetitive vocalizations and
wandering have been observed
in 60 to 98% of patients.
“Dementia-related behaviors
are very distressing to both
caregivers and medical professionals,” says Dr. Sink, a geriatrician and Director of the
Kulynych Memory Assessment
Clinic at the hospital. “It was
discouraging to find that we
currently don’t have good drug
therapies for them.”
More than one-third of people
over age 85 are affected by
dementia. Dementia-related
behavioral problems are associated with longer hospital stays
and often lead to placement in
a nursing home.
According to Dr. Sink, about
30% of the cost of caring for
patients with Alzheimer’s disease is attributed to managing
these symptoms.
In Dr. Sink’s study, 29 research
studies published between
1966 and mid-2004 that

involved drug therapy commonly used for patients with
dementia-related behaviors
were reviewed. Dr. Sink and
her colleagues analyzed data
from studies evaluating
more than 15 drugs that are
commonly prescribed for
dementia symptoms, including antipsychotics, antidepressants, and mood
stabilizers. They found that
two drugs (risperidone and
olanzapine) in a class known
as atypical antipsychotics
have the best evidence for
effectiveness.
Unfortunately, the effects of these
drugs are modest and are complicated by an increased risk of
death. And if the drugs are
going to be used, doctors
need to discuss the potential
risks and benefits with
patients and their caregivers.
Because federal expenditures
for dementia are expected to
triple in the next 10 years, Dr.
Sink says that it is essential to
find more effective treatment
for wandering and other
dementia symptoms.

• Reconsider. Put yourself in the patient’s shoes. Try to imagine what it must be
like to not understand what is happening to you or to be unable to accomplish a
simple task. Consider how frustrating or upsetting the current situation or environment might be for a person with dementia.
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• Rechannel. Try to redirect the behavior to a safer, less disruptive activity. For
example, if the person constantly disassembles household items, try finding simple unused devices, such as an old telephone or a fishing reel, which can be
taken apart and put back together repeatedly. For someone who hoards or hides
things, put away valuables and replace them with an array of inexpensive items
purchased at thrift shops and yard sales.
Distraction often works well to curtail disruptive repetitive behaviors and restlessness. For example, try asking the person you’re caring for to “help” with simple
tasks, such as holding spoons or potholders while you cook. This distraction will
keep them from wandering.
• Reassure. Your loved one’s brain injury and the resulting confusion and frustration can lead to anger, anxiety, and outright fear in certain situations. Calmly
reassure the person that everything is okay and that you will continue to take
care of him or her. An arm around the shoulder or a gentle hug will convey your
concern and caring. Don’t forget to reassure yourself, too. Remind yourself that
you are doing your best in a difficult situation.
• Review. After an unsettling experience with your loved one, take time to review
how you managed the problem and what you might have done differently. Try to
reconstruct and learn from the experience. Think about what may have triggered
the problem, how it might have been avoided, and what you might try the next
time a similar situation arises.
Working to keep your own emotions in check is important, although you
shouldn’t feel guilty if you are not always successful. It also helps to create a
patient-friendly environment. This might include soothing music in the background; pictures, words, or arrows to help orient the person in the house; or a
secure place to sit outside or walk in the backyard.

Q.

Does attendance at adult day care programs help reduce wandering?

A.

Yes. Adult day care is highly recommended for caregivers and their loved ones
for a variety of reasons. Not only do they offer structured and stimulating activities
throughout the day, but they also provide respite and help for the caregiver. And
for those who find full-time care prohibitive or who are still in the workforce and
have to show up at an office, adult day care allows caregivers to keep working.
Although 150,000 elderly Americans are now in adult day care—and more than
50% have AD or other cognitive problems—far too many caregivers pass on the
day care option. I believe that this is an important missed opportunity for the
loved one and caregiver alike.
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Programs vary from offering something for just a few hours a day, Monday to
Friday, to eight-hour sessions five days a week and sometimes for half days on
Saturday. According to the National Adult Day Services Association, typical day
care costs average about $61 daily. Compare this with home health aide assistants, whose daily hourly fees can cost $19 or more.
If you have a loved one who wanders, or if the round-the-clock responsibility of
providing care has become too much, here is how you can find an adult day care
center that can relieve some of your burden:
• Senior centers and local churches will have information on adult centers
in your area.
• A good place to begin searching for a program is the Yellow Pages, which
will list possible options under “Day Care Centers—Adult.”
• Contact the National Council on Aging (NCOA) and the National Adult
Day Services Association (NADSA).
• Local Agencies on Aging can also direct you to adult day care centers in
your home region.
 ltimately, word of mouth is often one of the best ways of finding quality adult
U
day care in your area.
Before signing up for any adult day care program, visit the adult day care facility
to see how it is run and how staff members interact with the people. Do the people seem happy and engaged? Be sure to note whether or not the facility offers
the following items:
• supervised care; the national average for a client-staff ratio is 6-1
• small group and individual activities such as music and art, as well as
reminiscence
• recreation and physical activities
• assistance with toileting, grooming, eating, and other activities of daily living
• nutritious meals; ask to see menus from the past few weeks
• nursing care
• family counseling.

Q.

What can be done about a loved one who wants to leave home so they can
“go home”?

A.

Very often, people with AD will have the memory of the house they lived in,
typically when they were growing up, and they begin to wander in search of that
home—even if they haven’t been there in decades. In most cases, if you took
them back to it, they probably would not recognize it.
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Don’t forget that people with AD have an impaired ability to perceive and recognize familiar places and faces. Don’t be surprised or upset if they say, “This is not
my house,” about a home they have lived in for decades, or “This is not my wife,”
about the woman they have been married to for more than 40 years.

Q.

What can be done if there is a risk that the loved one who wanders can go
downstairs unassisted or unlock the door and go outside?

A.

Going downstairs unassisted and going outside can be very dangerous, especially if you live on a busy street. Stairs, doors, and windows offer their own particular set of problems and people with dementia can be put at extreme risk if
changes are not made in the home. To prevent problems, start by checking all of
your stairways. Install handrails on both sides of each stairway to support care
recipients as they go up and down stairs. To ensure their maximum usage and
that they are easily visible to the care recipient, make sure handrails are in a contrasting color to the wall or carpeting.
Having handrails is an important start; however, you also have to make sure that
a loved one makes use of them. If you have to assist a care recipient as they go up
and down the stairs, gently lead them to the handrail. As the severity of their disease increases, this is something that you may always have to do—don’t expect
the person to remember to grab onto a handrail.
If your interior stairways are not carpeted, install non slip material on the steps
to ensure the best footing.
To keep care recipients with moderate to advanced dementia from going down
stairs by themselves, install safety accordion (baby) gates at the top and bottom
of all stairways; don’t forget the steep stairwells to the basement. Make sure that
the barrier is secure (can’t be moved) and that it is high enough that it cannot
be climbed over.
To prevent care recipients from accidentally locking themselves in rooms,
remove locks from all inside doors. To prevent wandering, install an additional
door lock in an unusual place on all exit doors, such as below or above the normal line of vision.
In addition, add childproof doorknobs. These oversized plastic devices slip over
existing doorknobs. Unless the confused person figures out that the plastic needs
to be continually squeezed in order to turn the doorknob, they won’t be able to
open the door. Finally, consider installing motion sensors on the doors that will
sound an alert if the door is opened.
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The Alzheimer’s Association MedicAlert + Safe Return Program

F

or additional peace of mind, register your loved one in the MedicAlert
+ Safe Return Program offered by the Alzheimer’s Association. When
a person with Alzheimer’s or a related dementia wanders and becomes
lost, caregivers can call the emergency response line to report it. A community support network will be activated, including local Association chapters
and law enforcement agencies, to help reunite the family member or caregiver with the person who wandered.
When someone finds the missing person, they can call the toll-free number
listed on the member’s ID pendant or bracelet and the listed contacts will be
notified, making sure the person is returned home. For enrollment information, call the Alzheimer’s Association at 1-888-572-8566.

Q.

Is there anything to be done to help prevent a loved one who wanders from
falling in the home?

A.

Understand that while it’s not always possible to prevent falls, your goal is to
keep your care recipient upright. Falling is the primary problem in a home,
whether it occurs while walking around the home and tripping on throw rugs,
slipping on freshly waxed kitchen floors, falling while in the bathtub, or tumbling down a flight of stairs without railings. The consequence, unfortunately,
can be deadly.
Many common diseases of later life lead to weaker muscles, less flexible joints,
slower reflexes, and, sometimes, medical conditions that increase the risk of falls.
AD can cause balance problems by interfering with a person’s motor and balance
control, resulting in difficulties walking, slowness of movement, a shuffling gait,
and general unsteadiness. When a person wanders, the odds of falling increase
exponentially.
Losing balance and falling down are common among those cognitively impaired
and often occurs during routine activities such as getting out of bed, standing
up, climbing stairs, and using the bathroom. Loved ones may break bones or suffer other serious injuries that threaten their health and longevity.
Individuals with cognitive decline have a three times higher risk of injuries from falls than
cognitively unimpaired elders.
Inactivity and lack of exercise often accompany AD and other dementias and fur-
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ther weaken muscles and decrease flexibility This, in turn, further impairs the
way individuals walk and increases the likelihood of falling.
An exercise plan can counteract this increased fall risk by improving balance and
mobility. It can also help your loved one maintain independence, promote a normal routine, and enhance mood. Ongoing strength and balance training may
even eliminate or forestall the need for walking assistance, negating some safety
issues.
Whether exercise and balance routines are encouraged at home or professionally
outside of the home, it’s never too late to enhance coordination. Researchers
have found that elderly people with dementia in nursing homes who participated
in an exercise program were able to improve balance after just six months.
Caregivers may be able to aid in the process. Research from 2008 showed that
when caregivers motivated and taught participants with dementia a tailored set
of exercises, they fell significantly less than those in the group that did not exercise. After 12 months, the exercise group improved their balance, while steadiness deteriorated in those who didn’t exercise.
A health professional should be consulted before beginning any exercise program,
and types of physical activity should be individualized to the person’s abilities.
Here is a basic exercise that can certainly help your care recipient:
• Have the person stand behind a chair or counter, lightly grasp it, and raise
one leg about a foot off the ground.
• Hold for a count of 10 seconds.
• As the skill level of the care recipient improves, the routine can be modified by standing longer on one leg, keeping the eyes closed, and increasing
repetitions.

Q.

What can be done if wandering occurs at night when a caregiver is normally
trying to sleep?
A. This is one reason to try a medication to help the ill person sleep. It really
comes down to possible danger or risk to the care recipient. If they wander at
night, but don’t play with knives, try to go outside by themselves, and are not
prone to falling, I think the best thing is to let it happen.
However, the problem with nighttime wandering is that it often keeps the caregiver awake. These wanderers often make noise jangling the silverware or opening and closing doors, drawers, and closets.
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How to successfully “dementia proof”
a home so wanderers will not get injured

To ensure maximum safety around the house, check off the safety measures
that you need to put in place.
• Make sure you have secure locks on all outside doors and windows.
• Because the person with dementia may lock you out of the home, you
should have a spare house key hidden outside. Be sure to tell a family member or friend where the key is hidden, just in case you happen to forget.
• Make sure all unused electrical outlets are covered with childproof plugs.
• All stairways should have at least one handrail. Stairways should have safety
grip strips or be carpeted.
• Demarcate edges of steps with contrasting colored or reflective tape.
• Install baby gates in front of all stairways—top and bottom. Make sure they
are sturdy enough—and high enough—so they can’t be climbed over. Move
nearby chairs away so they can’t be used to climb over the gates.
•Lock all machinery, power tools, and gasoline containers in the garage or
other secure room.
• Hide car keys. If necessary, cover the car with a tarp or remove battery cable.
• Keep all cleaning liquids in a locked cabinet or out of reach of the person
with dementia.
• Make sure you know how to use the kitchen fire extinguisher.
• Make sure batteries in all smoke alarms and carbon monoxide detectors are
fresh and that you have detectors on every level of the home.
• Display key emergency phone numbers and home address at every telephone.
• Keep a charged cell phone with you at all times.
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Even if the odds of falling or going outside are minimal, the biggest problem for
many caregivers is that their sleep is disturbed because of the fear that something
will happen to their loved one while they are sleeping. If this problem of nighttime wandering persists and becomes a major caregiver concern, it is one of the
rare times that I prescribe a sleeping medication for the person with AD.

Q.

How do you keep a loved one from wandering into someone’s room at
night?

A.

This is a frequent problem at nursing facilities, where a person will go into
another’s bedroom unannounced and uninvited, scaring them by turning on the
lights and waking the person up. Many states have laws that these facilities are
not allowed to lock residents’ doors to keep out these uninvited guests, so the
staff has to be very vigilant and redirect people away from other people’s rooms.

Q.

Is pet therapy a good intervention that can help reduce the incidence of wandering?

A.

Yes, it is a very powerful one. Think of pet therapy as both stimulation for a
loved one and as a distraction. Having a dog or a cat can fulfill emotional needs,
engaging your loved one in ways that few other activities can. Many people are
calm and peaceful around pets, especially if they had been restless and prone to
wandering.
I consult with a local Maryland facility that has a dog and a cat, and these animals
are just great: they don’t get underfoot, they have figured out who likes to pet
them and who doesn’t, and oftentimes they jump into the laps of people to get
closer to them. I find pet therapy to be wonderful and effective. Not only does it
keep people engaged, it also possibly lessens wandering.
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Hospitals regularly present Grand Rounds for their physicians. A doctor describes a
case history along with clinical presentation and possible treatments. In the Memory
Bulletin, Grand Rounds offers readers a chance to present questions about memory,
with a Johns Hopkins physician offering responses. (These responses
cannot replace the specific advice of your physician, however.)
Please e-mail your questions to prabins@memorybulletin.com. Or send your queries to The Memory Bulletin, MediZine LLC, 500 Fifth Avenue, Suite 1900, New York,
NY 10110. Due to space limitations, not all queries can be answered.
Binswanger’s disease

Q.

My husband is 62 and has been treated for high blood pressure for two
decades. Although he has not always taken his medication as prescribed, I have
made sure that he takes it at least five days out of the week. Over the past year,
Freddy has begun to exhibit mood swings, which I have attributed to difficulties at
work. But when he started having memory problems, I finally got him to see his
doctor.
The diagnosis was upsetting and surprising: a form of dementia called
Binswanger’s disease. Our world has turned upside down. Freddy is so young, and I
am 12 years younger. Is there any good news about this disease? Glasgow, DE

A.

Binswanger’s disease is a form of aggressive or rapidly progressive vascular
dementia. The diagnosis is made less frequently now than it was 20 years ago
because hypertension, the major risk factor, is more widely and better treated and
because in the past the diagnosis was made based on brain CT (computed tomography) or MRI (magnetic resonance imaging) findings of the presence of extensive
changes in the brain’s white matter (the fibers that connect various brain regions
to each other). It is now known that these changes are common and not always
associated with hypertension or with the clinical picture of Binswanger’s disease.
The primary treatment is to make sure blood pressure is adequately treated. There
may be some recovery if brain vascular disease is actually the cause. A supportive,
structured environment—a good treatment approach for most people with dementia—may be particularly helpful.
Oophorectomy and dementia

Q.

I am 49 and recently had an oophorectomy [removal of the ovaries] for medical reasons. My sister died of breast cancer at age 53 and I also carry the BRCA2
gene, which puts me at high risk for breast cancer. It was difficult enough for me
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losing my ovaries, but I just read a report that mentioned having an oophorectomy
could lead to dementia in the ensuing years. This might be offset, the researchers
said, with the use of estrogen. Is there truth to any of this? Aquia Harbour, VA

A.

The role of hormones such as estrogen and progesterone as risk factors for
dementia is unclear. The ovaries play a crucial role in the production of these by
participating in the menstrual cycle. Some studies suggest that hormone replacement therapy (HRT) after age 65 increase the risk of dementia in women, but it is
not yet known whether this is true for women who take HRT in their 50s or for
women who are not at increased risk for dementia. Unfortunately, there are no
good scientific data to guide women in your position. Many gynecologists prescribe
short-term HRT to prevent the distressing symptoms of menopause (whether natural or surgically induced), but there is no agreement that longer-term use for prevention is appropriate.
Head injury and dementia

Q.

My past is coming back to haunt me—at least I think it is. When I was 12, I was
knocked unconscious after falling from my bike. At 22, I suffered two concussions
while playing football. At 32, I slipped on ice in front of my home and smashed the
back of my head. The doctor said I suffered a “small” concussion. At 55, I backed
up in a friend’s living room, didn’t see two steps, and toppled over, hitting my
head on the floor—another small concussion. Finally, last month, I was involved in
a four-car pileup on the highway and smashed my head on the steering wheel. I
didn’t pass out, but I had headaches for several days. My memory appears to be
strong at age 63 (or so I think), but I wonder if all of these head injuries will lead
to some type of dementing illness. Has there been any research in this area confirming this, or is it just my apprehension that has me so worried? Bailey’s
Crossroads, VA

A.

There is good evidence that concussion, especially concussion with loss of consciousness, earlier in life predisposes to developing dementia and there is some evidence that the more concussions or the more severe the concussion a person has,
the greater the risk. In large studies, the risk of dementia is approximately double
the rate in those without a concussion. My advice is to be careful (!), make sure any
other risk factor—such as high blood pressure, high blood lipids, or diabetes—are
adequately treated, and if you participate in activities that have a fall risk such as
bike riding, wear a helmet.
Rapid-onset Alzheimer’s

Q.

My beloved grandfather was diagnosed last year with Alzheimer’s at age 82
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and I am stunned at his declines in cognition. I had been led to believe that the
disease was slow to progress and went through well-defined phases. Over the span
of six months, however, my grandfather has gone from diagnosis to total forgetfulness, wandering, and a virtual erasing of his memory slate. He is now in need of
round-the-clock care. Is this typical or at least, not out of the norm? Anniston, AL

A.

The rate of decline you describe is unusual for Alzheimer’s disease (AD) and
suggests some other cause of dementia or some other, possibly additional but possibly single, cause of functional and cognitive decline such as medication side
effects, a medical illness, or depression. You should discuss this issue with his primary care doctor as soon as possible.
Folic Acid and Memory

Q.

Although I typically throw out all of my junk mail, I happened to read one
offering from a vitamin company that trumpeted the fact that folic acid supplements could boost memory and slow age-related cognitive declines. I am proactive,
especially when it comes to my memory, but I already have a pile of unread crossword puzzle books (I found them to be boring) I bought in hopes of stimulating
my brain. I was tempted to buy some folic acid, but I thought I would check with
the experts first, so I don’t end up stacking bottles of unopened vitamins next to
my books. What are your thoughts on folic acid and the brain? Via email

A.

The data on folic acid are mixed. A few studies have shown that people who
take folic acid supplements did better on memory tests, especially if they had below
-average memory to start with, but most studies have not shown a benefit. For most
people, eating a well-balanced diet will supply enough folate. There are reasons to
be concerned that taking folic acid can cover up evidence of vitamin B-12 deficiency, so that is another reason not to take unnecessary supplements.
Insulin nose spray and AD

Q.

We talk about a variety of topics at my monthly AD support group meeting,
and one topic that caught my attention yesterday concerned an ongoing study that
uses a twice-daily insulin nose spray on study participants. The goal is to see if the
inhaled insulin can improve memory in people with AD or mild cognitive impairment. Do you have any update on this study and whether or not insulin can help
with memory? South Miami Heights, FL

A.

These studies are ongoing. The link between insulin and Alzheimer’s disease
relates to the amyloid hypothesis: The hormone that degrades insulin also
degrades beta-amyloid, the protein that is hypothesized to be involved in the cas-
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cade of events that cause cell death and plaque formation in AD. The hope is that
providing extra insulin will “use up” the enzyme (insulin-degrading enzyme) and
thereby lessen the likelihood that the beta-amyloid protein will be metabolized or
degraded into the harmful form of the protein. These studies are interesting, but
is too early to know whether this will be helpful, be harmful, or have no effect and
whether it is safe.
Vitamin B12 and Cognition

Q.

I presently take a variety of vitamin supplements, thanks to my husband, and
he now wants to add vitamin B12 to my daily regimen. Walter claims it will help
improve my memory, which he now says is starting to falter a bit. I am 73, and I
admit that my memory is not as good as it used to be, but can this vitamin really
help? Princeton, FL

A.

Vitamin B12 deficiency is a rare cause of cognitive decline and the vitamin
level can be directly measured with a standard blood test. Anyone with true memory difficulty should be tested, and the vitamin B12 test should be done as a routine
part of the evaluation of all persons with memory difficulty. There is no evidence,
however, that vitamin B12 supplements (or any vitamin supplement, for that matter) improve memory in normal individuals or in individuals with adequate body
stores.
Huperzine

Q.

My next-door neighbor recently returned from a three-week trip to China and
presented me with some containers of green tea, which he claimed will help prevent cancer. He also gave me several bottles of capsules that he said contained
huperzine, which is some type of Chinese moss that is supposed to enhance memory. The green tea, I can drink (and happen to like), but I am holding off on the
huperzine until I find out some more about it. In the meantime, my friend has
been taking the capsules for two weeks and says he has noticed a big improvement
in his memory. I have my doubts, however, since he had to call me to find out what
time our golf game was the next day—something I had already told him. What do
you think about huperzine? Ormond-by-the-Sea, FL

A. Huperzine is chemically similar to the cholinesterase inhibitors galantamine
(Razadyne) donepezil (Aricept), and rivastigmine (Exelon), which are prescription AD drugs. In clinical trials, huperzine has not proven to have an acceptable
risk/benefit ratio and has not been approved by the U. S. Food and Drug
Administration despite having been studied for more than 10 years. I do not recommend taking it.
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