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Executive Summary

• Alzheimer’s disease is the most common cause of dementia (general
mental deterioration) and occurs primarily in the elderly. It results
from loss of nerve cell function in certain brain regions and leads to
gradual and increasingly severe memory loss. Its victims lose the
ability to function independently.

• Alzheimer’s disease is defined as significant dementia with severe
memory loss in combination with specific brain lesions observed
after death. It was first described by the German physician Alois
Alzheimer in 1907.

• Ninety percent of Alzheimer’s disease occurs in people who are
over 65 years of age. The number of new cases doubles in each
decade of life after age 65. Epidemiologists estimate that perhaps
half of those older than 85 may have Alzheimer’s disease. It is esti-
mated that about 5 million people in the U.S. and 15 million world-
wide currently have Alzheimer’s disease.

• The brains of persons who suffer from Alzheimer’s disease undergo
many changes, some of which can also be caused by other condi-
tions. Neuritic plaques, accumulations of protein outside nerve cells,
for example, occur only in Alzheimer ’s disease, while neurofibril-
lary tangles, which are twisted protein fibers that usually occur
inside nerve cells, may also occur in other brain diseases. The
amount of such lesions is not always highly correlated with the
degree of dementia.
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• Other changes to the brains of Alzheimer’s disease victims include
damage to the hippocampus—a brain area involved with memory
processing, various blood vessel disorders, and deficiencies of neu-
rotransmitters (chemicals which allow neurons to communicate
with each other). None of these occur exclusively in Alzheimer’s
disease.

• Alzheimer’s disease is currently diagnosed by neuropsychological
testing; imaging tests such as PET scans may become more impor-
tant in the future.

• The so-called amyloid cascade hypothesis is currently the most
widely held explanation of the causes of Alzheimer’s disease.
Basically, it assumes that the beta-amyloid protein deposits are
toxic to the brain. This theory is not universally accepted, however.

• Other things that have been suggested to be causal agents include:
neurofibrillary tangles, inflammation, free radicals, and faulty brain
metabolism. It is likely that many factors interact to contribute to
the disease and ultimately lead to dementia.

• Known risk factors for Alzheimer’s disease include increasing age,
four different genes (three of which are mutations), and environ-
mental factors such as head injury. Very poor education is strongly
associated with an increased risk of Alzheimer’s disease. Toxic sub-
stances have been considered possible causes, but there are no good
data supporting this view.

• Alzheimer’s disease may progress steadily or patients may remain
stable for a year or more.

• Currently, the three main modes of treatment for Alzheimer ’s dis-
ease patients are behavioral treatments, replenishment of deficient
neurotransmitters, and prevention of nerve cell damage.

• A number of pharmaceutical agents are undergoing intense scrutiny
to determine which would be helpful in the prevention or treatment
of Alzheimer’s disease.

Alzheimer's Disease: A Status Report For 2002



Introduction

Alzheimer’s disease results from the loss of nerve cell function in
certain areas of the brain, leading to gradual but increasingly severe
memory loss and an inability to function independently. It is the most
common cause of general mental deterioration (dementia) and occurs
primarily in the elderly. As the size of the elderly population increases,
the incidence of Alzheimer’s disease is expected to rise as well. 

There are two major types of Alzheimer’s disease. The very com-
mon “late onset” Alzheimer’s disease affects mostly the elderly and is
also called sporadic Alzheimer’s disease. “Early onset” Alzheimer’s dis-
ease—also called familial Alzheimer’s disease—is much less common,
is likely to run in families, and affects mostly middle-aged people.

The causes of Alzheimer’s disease are not known, although many
theories exist. The most popular one assumes that certain abnormal pro-
tein deposits in the brain contribute to the disease. Several risk factors
predispose persons to the disease, but the most important are:

✓ age
✓ certain genes
✓ severe head injury.

Risk factors may make a person more susceptible to a disease but
do not assure that he or she will develop it:

✓ Women are often thought to be more frequently affected by 
Alzheimer’s than men, but some recent studies contradict 
this assumption. 

✓ Race and ethnic background do not affect the risk of devel-
oping the disease.

✓ Lack of adequate education seems to be associated with an 
increased risk of developing dementia.

Most experienced physicians can accurately diagnose “probable”
Alzheimer’s disease during a patient’s lifetime. Diagnosis proceeds by
exclusion of other diseases, conditions, or drugs that may cause or
mimic dementia. A firm diagnosis can only be made after death by the
detection of specific changes in the brain, however.

Alzheimer’s disease cannot as yet be prevented or cured, but mod-
ern treatment may improve symptoms and slow progression in many
patients. Treatment focuses mostly on replenishing brain levels of cer-
tain chemicals called neurotransmitters and on treating behavioral dis-
turbances. Drugs approved for treatment of Alzheimer ’s disease are:

✓ acetylcholinesterase inhibitors to raise the levels of the neuro-
transmitter acetylcholine
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✓ psychiatric medication to reduce behavioral disturbances 
such as depression, anxiety, insomnia, and agitation

Some treatments—such as vitamin E, estrogen, and NSAIDs—are
considered promising but have not yet been firmly validated by scientif-
ic studies. These and other potentially promising approaches are under
intense study.

Persons may live 5 to 20 years after diagnosis depending on their
general health and the care they receive. Alzheimer’s disease is not a
direct cause of death—patients die of other causes. 

This report will summarize the current status of Alzheimer’s dis-
ease research, diagnosis, and treatment.  Generally accepted informa-
tion in the following areas will be summarized:

✓ Definition
✓ History
✓ Incidence 
✓ Observed changes
✓ Diagnosis
✓ Possible causes 
✓ Known and suspected risk factors
✓ Progression
✓ Treatment

Definition

Alzheimer’s disease is an irreversible overall (global) decline in
mental abilities in an alert person in concert with specific brain patholo-
gy (lesions). Memory loss is a major feature. In the early stages of the
disease, a patient may also display odd behavior such as the pathologi-
cal jealousy that Alzheimer described in his first patient. Orientation or
language problems may occur. Ultimately all abilities are lost and the
patient enters a chronic vegetative state.

The observed brain lesions are abnormal structural changes in cer-
tain areas of the brain that may interfere with normal function.
Alzheimer patients almost always have significant amounts of these
lesions. However, normal elderly persons also may have these lesions
to some degree without developing dementia—even if they live well
beyond age 85.1,2

Therefore, the role the lesions play in the dementia is not fully
understood. It was recently proposed to distinguish the brain lesions
from the dementia until this issue is resolved, calling the former

Alzheimer's Disease: A Status Report For 2002



Alzheimer disease (the lesions) and the latter Alzheimer dementia (the
mental deterioration).3 This implies that a person could have a normal
lifespan and not become demented even if he or she has some of these
lesions. Keeping this important fact in mind, we will adhere to common
usage and refer to the disease plus dementia as “Alzheimer’s disease.”

History

In 1907 Alois Alzheimer, a German physician, described a middle-
aged woman who was pathologically jealous and soon became dement-
ed. After death at age 51, her brain showed lesions which Alzheimer
had often observed in older people. He attributed her disease to prema-
ture aging. 

Before the 1970s, the common dementia of old age was called
senile dementia and was thought to be caused by vascular disease. Only
a rare premature dementia, which correlated with specific lesions, was
then called Alzheimer’s disease. However these types of lesions also
occur in most senile dementia brains, and the mental deterioration is
very similar. Today, both types of dementia are thought to be variations
of the same disease: early and late onset Alzheimer’s disease. Early
onset Alzheimer’s disease runs in families and is therefore also called
familial Alzheimer’s disease. The common late onset disease is also
called sporadic Alzheimer’s disease.

Incidence and Prevalence

Many types of dementia exist, but Alzheimer ’s disease is by far the
most common. It is estimated that about 5 million persons in the U.S.
and about 15 million people worldwide have Alzheimer’s disease.
Multiple-Infarct Dementia (resulting from many small strokes in the
brain), dementia associated with Parkinson’s disease, and other less
common types of dementia are also well known (Fig. 1).4 The character-
istics of different types of dementia may easily overlap, particularly in
the elderly.

Alzheimer’s disease is a disease of the elderly—except for the
familial form, which represents less than 10% of all Alzheimer cases.
The most dramatic increase in incidence occurs above age 65: The num-
ber of new cases roughly doubles each decade beyond that. Whether the
increase in incidence slows down beyond age 90 is not known and is

9
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difficult to assess independently of other illnesses. As the size of the
aging population increases, the incidence of dementia is expected to
continue to increase as well.

Epidemiologists estimate that up to 50% of persons over 85 may
have Alzheimer’s disease. Estimates should be confirmed by autopsy,
but this is not always possible.  One recent large autopsy-controlled
study showed that about 33% of all tested persons who died over age
85 had significant Alzheimer-type lesions, but only half of them (16%)
had been severely demented during life.1 These numbers confirm that
lesions need not lead to dementia during a “normal” lifespan; they also
shed doubt on other, higher estimates of Alzheimer’s disease in persons
over 85. This study was performed in Finland, a country with high liv-
ing standards and a high level of health care.

Different racial or ethnic groups do not have significantly differing
amounts of the brain lesions typical for Alzheimer’s disease. However,
race and ethnicity are sometimes associated with different socioeco-
nomic factors, which may influence whether a person lives long enough
to develop dementia. A typical socioeconomic factor is education, and

10
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very poor education is more strongly associated with dementia than
good education.4

Pathology: Observed Changes in the Brain

The brains of Alzheimer’s disease patients undergo many changes.
We do not fully understand how these changes contribute to the disease
or how they may work together. The most prominent changes are the
brain lesions discovered by Alzheimer.

Brain lesions
When brain specimens are examined under a microscope, two types

of lesions are prominent in Alzheimer’s disease patients: Neuritic
plaques (also called amyloid plaques) and neurofibrillary tangles. Both
lesions are abnormal protein deposits in areas where they may interfere
with normal functioning.

Neuritic plaques
Neuritic plaques, also called amyloid plaques, are dense

aggregations of protein, called beta-amyloid, surrounded by
degenerated nerve endings. The beta-amyloid is found outside the
nerve cells (neurons). It results from abnormal breakdown of a
normal tissue protein called amyloid precursor protein (APP). In
early stages of the disease, so-called diffuse plaques seem to pre-
cede the amyloid plaques.5 They consist of normal APP and may
develop in response to brain trauma such as head injuries, defi-
cient oxygen (hypoxia), or reduced circulation (ischemia). These
diffuse plaques are still reversible. However, if they are not
cleared away by normal body processes, they may eventually
form beta-amyloid peptides that aggregate into insoluble amyloid
plaques. Genetic predisposition, aging, and other factors may
enhance formation of these plaques. Amyloid plaques eventually
become “burned out” plaques that no longer show degenerated
nerve endings.5

Neurofibrillary tangles
Neurofibrillary tangles are twisted protein fibers usually found

inside the neurons. They appear to be degenerated proteins, of which a
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protein called tau is the major component. Tau, a normal cell protein, is
probably involved in cell structure and function. Something apparently
goes wrong with the processes by which cells normally process this
protein, resulting in the characteristic tangles. 

Neuritic plaques occur only in brains affected by Alzheimer’s dis-
ease, while neurofibrillary tangles may also occur in other brain dis-
eases as well as in normal, older, brains. They are both almost always
found in Alzheimer’s disease brains, usually in amounts larger than in
brains from non-demented persons. However, more lesions do not nec-
essarily result in more dementia. In fact, the correlation between the
number of lesions and the degree of dementia is quite poor. Thus, even
though all Alzheimer patients have significant amounts of lesions, the
more demented patients don’t always have more than the less dement-
ed, and some healthy people can have as many as the demented persons
have. The lesions are most commonly found in the hippocampus, the
frontal lobes, and the temporal lobes, brain areas which are associated
with memory and reasoning abilities (Fig. 2).

Loss of nerve cells and brain shrinkage
Replacement of adult human nerve cells (neurons) is a rare event.

When a neuron dies, it is effectively lost forever. Neuron loss, however,

Figure 2: The major areas of the brain affected by
Alzheimer’s disease 
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is not always a bad thing because our brains contain masses of redun-
dant neurons at birth and some cell death is part of normal development.
Neuron loss during aging also does not necessarily lead to mental
decline. A normal brain can to some extent compensate for dying neu-
rons by increasing the contact points (synapses) between other neurons.
Consequently, serious mental deterioration only occurs when neuron
loss exceeds the compensatory reserve of the brain.

In Alzheimer’s disease, a significant loss of neuron function occurs.
This could be due to neuron death, to neuron shrinkage, or both. The
loss of synapses is quite large and correlates well with the degree of the
disease. Brains do shrink in Alzheimer’s disease, but not much more
than during normal aging. Thus, premature shrinkage is usually only a
clinically significant event in the relatively younger group of
Alzheimer’s disease patients. 

Damage to the hippocampus
The hippocampus is an area of the brain involved in memory pro-

cessing (Fig. 2). Alzheimer’s disease affects memory in particular.
Plaques and tangles tend to aggregate in the hippocampus, and imaging
studies have shown that the degree of Alzheimer’s disease correlates
well with damage to the hippocampus.6 Damage to the hippocampus
from other causes—even without amyloid plaques or tangles—mimics
Alzheimer’s disease so well that even an experienced physician cannot
tell the difference.7

Blood vessel disorders 
Vascular disease due to atherosclerosis often co-exists with

Alzheimer’s disease, particularly in older people, and may well con-
tribute to it.8-14 Many older people have some degree of atherosclerosis,
so it is difficult to decide on its role in Alzheimer’s disease. One type of
dementia, pure vascular dementia such as Multiple-Infarct Dementia
(MID) results from many strokes (infarctions) in brain tissue and fol-
lows a different clinical course from Alzheimer’s disease.8 Another type
of vascular disease, vascular amyloidosis, also has clinical and patho-
logical characteristics different from those of Alzheimer’s disease.15

Vascular dementia and Alzheimer’s disease may occur together in older
persons and lead to so-called “mixed dementia.”

Neurotransmitter deficiencies
Neurotransmitters are substances that transmit information between

neurons. Neurons that secrete or receive the neurotransmitter acetyl -
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choline are involved in memory processing. The brains of Alzheimer’s
disease patients have abnormally low levels of several neurotransmit-
ters, especially acetylcholine. This may be due to the fact that those
cells that produce or process the acetylcholine are no longer function-
ing. Death of these “cholinergic” cells is gradual. Medication that
increases levels of acetylcholine may be helpful—at least in the earlier
stages of the disease.

Diagnosis

During life, diagnosis is clinical and proceeds by excluding other
causes of dementia. After death, significant plaques and tangles confirm
the diagnosis.16

Neuropsychological testing
Physicians have many tools with which they can differentiate

Alzheimer’s disease from other types of dementia. The Mini-Mental
State Examination (MMSE) exists in many translations and is a widely-
used screening test.17,18 The MMSE uses a score from 0-30 to test cog-
nitive function—the higher the score, the better the function (Table 1).50

The Global deterioration scale ranks or stages the ability to perform
daily activities in, such as getting dressed; the higher the stage, the
worse the ability (Table 1).  Other standard tests, such as the
Alzheimer’s Disease Assessment Scale (ADAS18), the Clinical Dementia
Rating (CDR19), and the Clinicians Interview-Based Impression of
Change (CIBIC20) are used for specific diagnosis and also for the eval-
uation of drugs in clinical trials. Most clinics dealing with dementia use
their own combination of standard tests. A single comprehensive and
universally accepted testing procedure does not yet exist.

Experienced clinicians can detect even subtle or atypical forms of
Alzheimer’s disease. Clinical diagnosis, which is ultimately confirmed
postmortem, is 85%-100% accurate today. There are attempts to identi-
fy the disease earlier so that patients can be treated earlier. Several tests
are also being developed to detect mild cognitive impairment (MCI),
which may precede Alzheimer’s disease. 

Conditions that mimic Alzheimer’s disease
In addition to excluding other major dementing disorders, such as

multiple infarct (stroke) dementia and Parkinson’s disease dementia,
physicians must make sure that the dementia is not caused by reversible

Alzheimer's Disease: A Status Report For 2002
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factors such as
medications.
Older persons
may use several
drugs simultane-
ously, and they
tend to eliminate
these drugs
more slowly
than do younger
adults.

Depression
may mimic
dementia, but
depression is
also very com-
mon in
Alzheimer
patients.21

Physicians usu-
ally treat the
depression first
and then see
whether the
patient is still
demented.

Delirium
often results in
transient
demented
behavior.
Several
reversible brain
disorders such
as encephalitis
can lead to
delirium. Non-
prescription
drugs, such as
antihistamines,
can cause deliri-



16

um that mimics dementia.20

Parkinson’s disease patients also sometimes develop dementia, and
at postmortem their brains usually show a different type of brain lesion,
lesions which demonstrate abnormal components called Lewy bodies.22

There may be a link between the two diseases, since about half of these
patients also have enough plaques and tangles to justify the diagnosis of
Alzheimer’s disease.

Imaging and laboratory tests
Imaging methods and laboratory tests may eventually help better

distinguish Alzheimer’s disease from other dementia and detect it at
earlier stages.6,23-25 Reduced metabolic activity and circulation in sensi-
tive areas of the brain, such as the hippocampus, have been demonstrat-
ed with PET scans and other imaging methods. At present, however,
neither imaging nor laboratory tests are sensitive enough to provide an
advantage over clinical diagnostic accuracy, which is about 90-99%.

Possible Causes 

The causes of the observed changes in Alzheimer brains is not yet
known. However, research is intense and many theories exist. The amy -
loid cascade hypothesis is currently the most popular.

The Amyloid Cascade Hypothesis
Because amyloid (neuritic) plaques are so predominant in

Alzheimer’s disease, many researchers speculate that amyloid or the
amyloid plaques have a major role in causing the disease.26 Several
arguments support this hypothesis:

✓ Brains of old Alzheimer’s disease patients usually have more
plaques than brains of old non-demented persons.

✓ Genetic mutations associated with early onset Alzheimer’s
disease (familial) in one way or another affect the major pro-
tein (beta-amyloid) found in the plaques.  

✓ Beta-amyloid protein was found to be toxic to cells in 
some—but not all—laboratory studies.

The theory supposes that beta-amyloid or the plaques are toxic to
neurons. In order to test the amyloid cascade hypothesis, scientists engi-
neered mouse strains that carry the mutant human gene for the protein
(amyloid precursor protein) that gives rise to beta-amyloid. These mice
produce enormous amounts of amyloid, and some of them develop

Alzheimer's Disease: A Status Report For 2002



learning disabilities. These mice are used to develop and test possible
treatments, such as a vaccine against amyloid deposition.

Several researchers, however, are not convinced that beta-amyloid
or amyloid plaques play a major role in the disease. They also provide
strong arguments for their skepticism, the most important being the poor
correlation between amount of amyloid and the degree of dementia.27,28

These researchers suggest that amyloid could just as easily be a result or
a marker of the disease, or even be protective in the early stages.29-32

Neurofibrillary tangles as neurotoxins
Neurofibrillary tangles have also been proposed to cause neuron

damage in Alzheimer disease, particularly because the tangles correlate
better to the dementia than the plaques. Also, genetic mutations for a
protein (tau), found in these tangles, are associated with another type of
dementia called frontotemporal dementia. This rarer dementia, however,
is pathologically and clinically different from Alzheimer ’s disease.33 As
with amyloid plaques, the role of these tangles in neuron damage in
Alzheimer’s disease is not clear at present. 

Inflammation
Inflammatory processes are a common feature in the Alzheimer

brain. Inflammation is the body’s cellular and biochemical response to
damage, protective initially but potentially damaging to all tissues,
including the brain. Small retrospective* studies have indicated that peo-
ple taking non-steroid anti-inflammatory drugs (NSAIDs) are at less
risk for developing Alzheimer’s disease than persons not taking these
drugs. However, another anti-inflammatory steroid drug, Prednisone,
had no effect on the progression of Alzheimer’s disease in a careful,
large prospective* trial.34 Thus, whether inflammation contributes to the
disease is not yet clear at present. 

Free radicals
Free radicals (or highly reactive oxygen molecules) are potentially

destructive molecules that occur in normal metabolism. Although they
do serve useful functions—for example, in fighting infection—exces-
sive or prolonged exposure to free radicals is thought to contribute to
many degenerative disorders. Such exposure could occur through
inflammation, aging, or environmental agents. Reduced levels of free
radical scavengers, natural chemicals that inactivate free radicals, are
often observed in the serum of patients with Alzheimer’s disease and are

17
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thought to result from oxidative stress (excess free radical exposure).
However, the exact role of free radicals in Alzheimer’s disease is not
clear and subject to intense research and debate.35

Faulty brain metabolism
The brain accounts for about 25% of the body’s oxygen and energy

utilization. Any failure to meet these needs could endanger neurons.
Faulty energy metabolism is often observed in Alzheimer brains and
may be a direct cause of the disease.29,35-37 It is well known that any-
thing that impairs brain metabolism, such as low oxygen or reduced
cerebral circulation, (atherosclerosis, head injury, strokes, etc.) may
cause symptoms of dementia. Therefore, treatment aimed at improving
energy metabolism in the brain may help against mental decline in
Alzheimer’s disease. 

Multiple causes
It is likely that many factors interact to contribute to the disease and

ultimately lead to dementia. How this happens is not known, but
researchers are accumulating much new data that may help solve the
riddle. A proposed sequence of events ultimately leading to dementia is
suggested below:

✓ Damage to the brain, due to combinations of genetic factors,
environmental factors, and aging, including the deposit of 
amyloid plaques and neurofibrillary tangles.

✓ Damage to brain energy metabolism. 
✓ Certain neurons become less efficient and production of neu-

rotransmitters, particularly acetylcholine, declines.  
✓ The affected neurons do not communicate efficiently with 

each other and deteriorate as synapses are lost. 
✓ When enough functioning neurons are lost in crucial areas of

the brain, dementia occurs. The greater the brain reserve of 
neurons and of synapses, the later the deterioration.

This model may help explain several observations: why neurotrans-
mitter therapy helps in earlier stages of the disease, why loss of synaps-
es is a consistent finding in Alzheimer ’s disease, and why many old
people with significant lesions do not develop dementia. 35,38,39

It is likely that many factors interact to contribute to the dis-
ease and ultimately lead to dementia

Alzheimer's Disease: A Status Report For 2002



Known and Suspected Risk Factors

Risk factors are characteristics that are often observed in association
with a given disease in large populations. When present, they indicate
an increased chance that a disease will occur, and may provide clues
about potential causes. Risk factors do not necessarily cause a disease
and can be purely coincidental. Depending on the strength of associa-
tion with the disease and upon further scientific proof, a risk factor may
turn out to be a cause of the disease, a factor that worsens the disease,
or merely the result of the disease. 

Age

Age is not considered to cause the disease, since the majority of
persons over the age of 85 do not (yet?) have the disease

The dramatic increase in Alzheimer’s disease seen with aging
(Fig.1) demonstrates that age is the most important risk factor. Up to
50% of people over the age of 85 have been estimated to have the dis-
ease, although that high estimate has not been confirmed in autopsy-
controlled studies. However, aging by itself is not considered to cause
the disease since a considerable number of persons over the age of 85
do not (yet?) exhibit symptoms of Alzheimer’s disease. Of course, the
disease may still manifest if these people grow even older, but this pos-
sibility has been difficult to test. 39 Many diseases become more preva-
lent with age, such as heart disease, diabetes, and cancer. This does not
mean that aging causes these diseases but perhaps that the aging body is
less able to cope with the “causes.”   Many researchers suspect that free
radical damage plays a significant role in the effects of aging on
Alzheimer’s disease. Increased free radicals are associated with aging.
They result from many types of brain injuries, including head injury and
vascular problems, and may well contribute to neuron damage.   

Genes

Four genes are established risk factors forAlzheimer’s disease 

Four genes are established risk factors for Alzheimer’s disease
(Table 2).40 Three of them are mutations and are associated with famil-
ial, early onset disease. The fourth is a normal gene variation that is
strongly associated with late onset disease. Possible roles for may other
genes are being investigated.
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All three mutations seen in early onset disease appear to increase
deposition of amyloid plaques.41-44 One gene apparently codes for an
abnormal version of a precursor protein, which may increase deposition
of plaques. The other two mutations—presenilin 1 and presenilin 2—
appear to code for enzymes that may cause faulty removal of precursor
protein. These enzymes, however, have other important functions as
well as their action on amyloid.

The only gene associated so far with late-onset Alzheimer’s disease
is the gene for APOE4. The APOE gene codes for apolipoprotein E, a
normal cholesterol-transporting protein found in many tissues. APOE
comes in three normal variations: APOE2, considered to be protective;
APOE3, considered to be neutral; and APOE4, considered to increase
the potential for developing Alzheimer’s disease.43,44 However, having
genes for APOE4 does not guarantee that a person will develop the dis-

Alzheimer's Disease: A Status Report For 2002

Table 2: Genes in Alzheimer’s disease 

Familial, Early Onset Type
Gene Chromosome Frequency

PS1 14 Common in early onset familial
disease, not in the more usual later-
onset patients

APP 21 Rare even in early onset familial
disease, normal other patients

PS2 1 Very rare even in early onset familial 
disease

Later Onset Type
APOE 19

APOE4 increases the risk of Alzheimer’s Dementia.
APOE2 appears to protect.

APOE3 to be neutral.

Many other genes have been proposed to be involved but have not been
confirmed, e.g. abnormalities in mitochondrial DNA (mtDNA).  See ref -
erence 30 for a continually updated internet listing of genes proposed
to be biological risk factors for Alzheimer’s Dementia.



ease; the genes just increase a person’s chances compared, for example,
to genes for APOE2.

APOE genes and Alzheimer’s disease
APOE comes in three normal variations: APOE2, considered pro-

tective; APOE3, considered neutral; and APOE4, considered to be
harmful. Each person carries a set of two APOE genes and can have one
of six possible combinations: APOE2 + APOE2, APOE2 + APOE3,
APOE2 + APOE4, APOE3 + APOE3, APOE3 + APOE4, and APOE4 +
APOE4. Persons with two APOE4 genes appear to be the most suscepti-
ble. Although even two APOE4 genes do not guarantee the disease, they
do seem to make persons more susceptible to late onset Alzheimer’s
disease. Many diseases, including cardiovascular disease, have been
linked to genes for APOE4. APOE may be thought of as an “aging”
gene, since with age fewer people having the APOE4 gene survive than
those with APOE2.

Women are thought to have a higher risk of developing Alzheimer’s
disease, but whether this is because more women live into the age of
risk than men or because they have two X chromosomes (men have one
X and one Y chromosome) is controversial.45 Also, the higher incidence
in women has been questioned in some recent studies.1, 45 The role of
hormones is uncertain at present. 

Environmental influences
Head injury is clearly linked to Alzheimer’s disease.46 Patients with

an APOE4 gene in addition to head injury may be at particular risk.
Head injury by itself can cause brain damage, an accumulation of amy-
loid type proteins, and dementia.

Very poor or no education is strongly associated with Alzheimer’s
disease.4,47 However, a university degree has no advantage over junior
high school education. We do not know how lack of education affects
the development of dementia. Perhaps poorly educated people simply
do worse on the psychological tests and are not really more demented.
On the other hand, the process of education and learning may stimulate
the creation of new connections (synapses) between neurons, thus creat-
ing a greater brain reserve, which may, as discussed earlier, compensate
for age-associated neuron loss.

Toxic agents such as aluminum have been considered to cause or
contribute to Alzheimer’s disease. None have yet been proven to do so. 
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Progression

A l z h e i m e r’s disease may progress steadily, but some patients remain
stable for a year or more even without treatment.4 8 , 4 9 Some may even
improve. However, usually Alzheimer patients become increasingly
unable to care for themselves so that their survival depends on other sec-
ondary illnesses and on the quality of care they receive. The severity of
A l z h e i m e r’s disease is described as mild, moderate, or severe (Ta b l e
25 0) .

Alzheimer’s disease is not a direct cause of death

Some memory loss and slowing in reaction time is normal in the
aging process without leading to dementia. However mild cognitive
impairment (MCI) is a recently defined condition with more than usual
memory loss. It appears to precede Alzheimer’s disease in some cases:
each year, about 12-15% of persons with diagnosed MCI progress to
Alzheimer’s disease.51

Survival after diagnosis of Alzheimer’s disease can range from one
to twenty years. Under good socioeconomic conditions, mean survival
without drugs is about 8 years.52 Alzheimer patients usually die of other
illnesses such as pneumonia.

Some memory loss and slowing in reaction time is normal in the
aging process and does not always lead to dementia.

Treatment

Today there are three main modes of treatment:
✓ Behavioral treatments
✓ Replenishment of deficient neurotransmitters, particularly 

acetylcholine
✓ Slowing the progression of the disease by preventing neuron

damage

About 90% of patients diagnosed with Alzheimer dementia
develop abnormal behavior
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Behavioral treatment
Odd or antisocial behavior is often more upsetting to the patient or

to the caregivers than the dementia itself. About 90% of patients diag-
nosed with Alzheimer dementia develop abnormal behavior.53,54 Both
behavioral modification techniques and drugs are used. Frequent adjust-
ment in treatment must be made to the remaining but usually declining
abilities of the patient. Drugs used to treat psychiatric symptoms include
the following:53

✓ Depression: Selective Serotonin Reuptake Inhibitors 
(SSRIs); other, newer antidepressants such as buproprion; or
older tricyclic antidepressants.

✓ Psychosis, agitation, or aggression: risperidone (risperdol) 
and olanzopine (zyprexa).  

✓ Anxiety/insomnia*: short-acting benzodiazepines (risk of 
dependency with prolonged use); occasionally, the 
antiepileptic medication depakote.

The physician uses these drugs carefully and slowly increases the
dose to make sure the patient receives enough—but not too much. Since
each patient is different, doses must be individualized. Surprisingly low
doses of risperdol, for instance, can reduce behavioral tensions in a
family when given to an Alzheimer’s patient. 

Neurotransmitter therapy
In healthy brains, neurotransmitters are usually broken down by

enzymes after use. For example, acetylcholine esterase breaks down
acetylcholine.  Drugs that inhibit this natural breakdown of neurotrans-
mitters are used in raising deficient neurotransmitter levels in
Alzheimer’s disease. 

Cholinesterase inhibitors are the mainstay of therapy

The mainstay of neurotransmitter therapy of Alzheimer ’s disease is
cholinesterase inhibition, using drugs that prevent enzymatic break-
down of acetylcholine. Approved drugs for treatment of mild and mod-
erate Alzheimer’s disease in the United States are:

✓ donepezil (aricept)
✓ rivastigmine (exelon) 
✓ reminyl (galantamine).  

Recently published, rigorous, year-long, multicenter studies in both
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Europe and the USA have shown a clear benefit with donepezil and a
possible effect on slowing the progression of the illness.48,49 Although
less studied than donepezil, the other two drugs appear to have similar
clinical benefits.55 Since they are eliminated faster than donepezil, they
must be given twice a day. They also need to be dosed carefully to
avoid gastrointestinal side effects. Tetrahydroaminoacridine (THA;
cognex) is now less used because of the risk of liver complications.

Antidepressant drugs that raise the neurotransmitter serotonin
(SSRI) may improve the depressive symptoms of Alzheimer patients
and those cognitive disorders that are due to depression. Other drugs
that raise neurotransmitter levels have not yet been proven useful,
although many have been studied. 

Prevention of excess neurotransmitter action
Just as deficiencies of some neurotransmitters cause problems,

excess levels of other neurotransmitters may be damaging. These types
of neurotransmitters, such as glutamate, have the important function of
exciting the neurons. However, excess levels may lead to over-stimula-
tion and cell death. A drug that may prevent this type of action and
delay loss of cognition, Memantine (an N-methyl-D-aspartate receptor
antagonist), was recently approved in Europe, and an application for
approval was recently filed with the FDA.56

Prevention of cellular damage  
A major aim of research in treating Alzheimer’s disease is to

slow—hopefully even stop or reverse—the damage to and loss of neu-
rons. Several studies are underway to test drugs that may benefit
patients at different stages of the disease or help prevent it altogether.
Some of these substances are well known, such as estrogen, whose
effects on neurons are still not clear. Others are completely new sub-
stances that may prove to be useful. Some of the studies that are sup-
ported by the U.S. government are listed in Table 3.57

Anti-inflammatory drugs: Treatment with certain non-steroidal anti-
inflammatory drugs (NSAIDs) appears to reduce the incidence and
prevalence of Alzheimer’s disease in retrospective epidemiological
studies.58 This led to the wide-spread use of low doses of ibuprofen or
other relatively non-toxic non-steroidal anti-inflammatory agents to
treat patients with established Alzheimer’s disease.  Clear evidence for
a beneficial effect in patients with established disease does not yet
exist. Ibuprofen and other NSAIDS may act on the inflammatory com-
ponent of Alzheimer’s disease.  However, recent animal studies of
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ibuprofen indicate that this anti-inflammatory agent may have other
important effects as well.59

Prednisone, an effective steroid medication against inflammation in
the central nervous system, has been tested rigorously in patients with
established Alzheimer’s disease and proved not to be useful.34 It is pos-
sible that anti-inflammatories such as NSAIDs only act in early stages
before much damage has been done. Routine use of NSAIDs must be
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Table 3. Substances in current clinical trials
sponsored by the U.S. Government
(source: clinicaltrials.gov)

Substances under study Effects being tested

Rofecoxib, Naproxen (NSAIDs— Prevention of neurodegeneration
non-steroid anti-inflammatory due to inflammation + immune
drugs). response
Cyclophosphamide

Vitamin E (antioxidant) and Reduced conversion from MCI to
Donepezil (acetylcholine esterase Alzheimer’s disease
inhibitor) examined in one study

Ginkgo biloba Decreased incidence of dementia, 
slow cognitive decline, and func-
tional disability

Estrogen Preservation of cognitive function 

CX516, a modulator for glutamate Preservation of cognitive function
(neurotransmitter)  receptors

Statins (cholesterol-lowering Preservation of cognitive function
agents), i.e. atorvastatin calcium 

Nefiracetam, drug that increases Preservation of cognitive function
acetylcholine 

Rosiglitazone, an insulin- Effect on cognitive impairment in
sensitizing compound patients

Vaccines against against amyloid Prevention of dementia by interfer-
deposition: [one, AN-1792, ing with plaque formation
discontinued because of side
effects]
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done carefully, because side effects such as bleeding and kidney toxici-
ty may occur, particularly with high doses and prolonged use.

Anti-oxidants may be beneficial; there is evidence of oxidative
damage in Alzheimer’s disease. Positive effects were reported in people
regularly consuming vitamin C and vitamin E in a prospective study of
a large population.60 Vitamin E has also been reported to delay progres-
sion in Alzheimer’s disease, but the statistics of that study have been
questioned.61 Stronger support for the use of vitamin E and C as pre-
ventive agents was recently published.62 Both the acetylcholine esterase
inhibitor donezepil and vitamin E are currently being tested in combina-
tion to see if they prevent MCI from progressing into AD (Table 3).
Other anti-oxidants are being studied, including such unusual antioxi-
dants as the curry spice curcumin.63

Hormone Replacement Therapy, notably with estrogens, has been
associated with a reduced incidence of Alzheimer’s disease in epidemi-
ological studies.  These results are hard to interpret, since those few
American women who take post-menopausal hormone replacement
comprise a highly self-selected group. They are usually well educated
and health conscious, and these lifestyle factors, rather than the hor-
mones, may actually reduce dementia. A prospective study of the effect
of estrogen replacement in women with established Alzheimer’s disease
clearly did not find a benefit for  the patients.64 A subsequent small
study using high doses of estrogen, however, claimed a benefit.65

Estrogen is currently not recommended as a treatment of  the disease
because of conflicting evidence regarding its usefulness. A rigorous
large prosepective trial to determine whether or not estrogen replace-
ment reduces the incidence of Alzheimer ’s disease is underway.

Vaccination against the amyloid protein of the amyloid plaque has
been in the news lately.66 It has been reported to reduce learning disor-
ders in mice genetically engineered (transgenic) to have high levels of a
mutant human amyloid precursor protein in their brains. However, trials
in humans have been stopped because of the development of acute
inflammatory disease of the brain in some of the patients.67 Scientists
are looking at other drugs and methods to stop amyloid deposition.

Statins, which inhibit cholesterol synthesis, have been reported to
have some positive effect on Alzheimer’s disease. Whether this is due
to reducing the risk of vascular disease or to some other effect is not
known.68 There is no indication that cholesterol-rich or cholesterol-low
diets have any effect on Alzheimer’s disease.

Folic acid: An elevated blood level of homocysteine, a risk factor
for vascular disease, also appears to be a risk factor for Alzheimer’s dis-
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ease.69 Preventive treatment with folic acid to reduce blood homocys-
teine levels has therefore been recommended. However, very high levels
of folic acid may mask vitamin B12 deficiency, and severe B12 deficien-
cy itself can lead to irreversible neurological damage.

Hope for the Future

Research has made tremendous strides in the last twenty-five years and
holds the promise of slowing or even preventing Alzheimer’s disease.
Twenty-five years ago, researchers still wondered whether this devastat-
ing disorder was an “inevitable consequence of aging.”  Therapies are
now available that not only reduce the symptoms of Alzheimer’s disease
but may also slow its progression. Progress will, without a doubt, con-
tinue in this direction.

Glossary

Acetylcholine: a neurotransmitter that is involved in memory process-
ing and found to be particularly low in Alzheimer’s disease brains.

Amyloid cascade hypothesis: a popular theory assuming that beta-
amyloid or amyloid plaques start the disease process.

APOE: apolipoprotein E, a cholesterol-transporting protein that also
plays a role in brain metabolism. The gene coding for APOE4, a
type of APOE, is associated with greater risk for Alzheimer’s dis-
ease.

Beta-amyloid: a protein that is associated with some disorders includ-
ing Alzheimer’s disease where it is a component of abnormal
plaques.

Delirium: severe but often reversible state of confusion and disorienta-
tion, often involving hallucinations; can be caused by drugs or by
disease, including encephalitis.

Dementia: general mental deterioration with loss of learned abilities, of
reasoning abilities, of memory, often with language problems and
behavioral changes; usually the result of brain damage. 

Epidemiology: the study of diseases in large populations. 
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Frontotemporal dementia: rare dementia associated with a faulty gene
for the protein “tau”; affects the frontal lobe of the brain. 

Hippocampus: part of the temporal lobe of the brain involved in mem-
ory processing.

Lesion: injured or disturbed tissue which may result in change or loss
of normal functioning. 

Multiple-Infarct Dementia (MID): follows a different course from
Alzheimer’s disease and results from many small strokes in brain
tissue. 

Neuritic plaques: abnormal protein deposits associated with neurons in
Alzheimer’s disease brains. 

Neuron: nerve cell, an elongated cell with many branches and exten-
sions called dendrites and axons.

Neurotransmitters: cell-produced chemicals that transmit information
between neurons. If neurons do not secrete or receive neurotrans-
mitters, information is not passed on. Neurons that secrete or
receive acetylcholine, a major neurotransmitter, are involved in
memory processing. 

Oxygen free radicals: highly reactive and potentially destructive mole-
cules; occur in normal metabolism and serve useful functions, as in
the immune response. Excessive amounts can damage tissues. 

Presenilin 1 and presenilin 2: mutant genes associated with early
onset familial Alzheimer’s disease; thought to play a role in deposi-
tion of amyloid plaques and to have other functions.

Prospective studies: usually well-planned studies that attempt to con-
trol for anything that might obscure the interpretation of the results.

Retrospective studies: unplanned studies done “after the fact,” relying
on records or recall. 

Risk factor: a factor frequently correlated with certain diseases but not
necessarily a cause. A risk factor can be a cause but also just a
marker of a disease. People can have all the risks factors but not
have the disease. People can have the disease but none of the risk
factors.

Synapse: communication points between neurons. The area where den-
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drites (branches of neurons) of one neuron connect with the axon (a
very long branch of a neuron) of the other neuron. The neurotrans-
mitters flow across the synapse from one neuron to the other.

Transgenic mice: mice genetically engineered to contain non-species
i.e. human genes; used to test the effect of certain usually mutant
genes on human disease for which the mice serve as a model.

Vascular amyloidosis: a brain blood vessel disease that is also associat-
ed with amyloid; this condition does not, apparently, relate to the
amyloid plaques seen in Alzheimer’s disease patients.

Vascular dementia: dementia due to cardiovascular disease, usually
due to multiple strokes as in mutiple-infarct dementia.
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Tables and Figures

Table 1. Mild, moderate, and severe Alzheimer’s disease as measured
with the MMSE and Global deterioration scale; Serge Gauthier (Table
2). CAMJ, 2002’ URL: http://www.cmaj.ca/cgi/content/full/
166/5/616/T220. See References.
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Figure 2. The major areas of the brain affected by Alzheimer’s disease
(Brain diagram of A. Heinz booklet, Fig. 3.) 

Alzheimer's Disease: A Status Report For 2002



Elizabeth M. Whelan, Sc.D., M.P.H.
President

A C S H  B O A R D  O F  D I R E C T O R S

Fredric M. Steinberg, M.D. 
Chairman of the Board, ACSH
Hertfordshire, England

Terry L. Anderson, Ph.D., M.S. 
Political Economy Research Center

Elissa P. Benedek, M.D. 
University of Michigan

Norman E. Borlaug, Ph.D. 
Texas A&M University

Michael B. Bracken, Ph.D., M.P.H. 
Yale University School of Medicine

Christine M. Bruhn, Ph.D.                      
University of California

Taiwo K. Danmola, C.P.A.
Ernst & Young

Thomas R. DeGregori, Ph.D.
University of Houston

Henry I. Miller, M.D.
Hoover Institution

A. Alan Moghissi, Ph.D. 
Institute for Regulatory Science

John H. Moore, Ph.D., M.B.A. 
Grove City College

Albert G. Nickel 
Lyons lavey Nickel swift, inc.

Kenneth M. Prager, M.D.
Columbia College of Physicians and
Surgeons

Stephen S. Sternberg, M.D. 
Memorial Sloan-Kettering Cancer Center

Mark C. Taylor, M.D.
Physicians for a Smoke-Free Canada

Lorraine Thelian 
Ketchum Public Relations

Kimberly M. Thompson, Sc.D. 
Harvard School of Public Health

Elizabeth M. Whelan, Sc.D., M.P.H. 
American Council on Science and Health

Robert J. White, M.D., Ph.D. 
Case Western Reserve University

A C S H  B O A R D  O F  S C I E N T I F I C  A N D  P O L I C Y A D V I S O R S

Ernest L. Abel, Ph.D.
C.S. Mott Center

Alwynelle S. Ahl, Ph.D., D.V.M.
Tuskegee University, AL

Julie A. Albrecht, Ph.D.
University of Nebraska, Lincoln

James E. Alcock, Ph.D.
Glendon College, York University

Thomas S. Allems, M.D.,
M.P.H.
San Francisco, CA

Richard G. Allison, Ph.D.
American Society for Nutritional  
Sciences (FASEB)

John B. Allred, Ph.D.
Ohio State University

Philip R. Alper, M.D.
University of California, San 
Francisco

Karl E. Anderson, M.D.
University of Texas, Medical 
Branch

Dennis T. Avery
Hudson Institute

Robert S. Baratz, D.D.S., 
Ph.D., M.D.
International Medical 
Consultation Services

Nigel M. Bark, M.D.
Albert Einstein College of Medicine

Stephen Barrett, M.D.
Allentown, PA

Thomas G. Baumgartner, 
Pharm.D., M.Ed.
University of Florida

Barry L. Beyerstein, Ph.D.
Simon Fraser University

Blaine L. Blad, Ph.D.
University of Nebraska, Lincoln

Hinrich L. Bohn, Ph.D.
University of Arizona

Ben Bolch, Ph.D.
Rhodes College

Joseph F. Borzelleca, Ph.D.
Medical College of Virginia

Michael K. Botts, Esq.
Ames, IA

George A. Bray, M.D.
Pennington Biomedical Research 
Center

Ronald W. Brecher, Ph.D., 
C.Chem., DABT
GlobalTox International 
Consultants, Inc.

Robert L. Brent, M.D., Ph.D.
Alfred I. duPont Hospital for Children

Allan Brett, M.D.
University of South Carolina

Gale A. Buchanan, Ph.D.
University of Georgia

George M. Burditt, J.D.
Bell, Boyd & Lloyd LLC

Edward E. Burns, Ph.D.
Texas A&M University

Francis F. Busta, Ph.D.
University of Minnesota

Elwood F. Caldwell, Ph.D., 
M.B.A.
University of Minnesota

Zerle L. Carpenter, Ph.D.
Texas A&M University System

C. Jelleff Carr, Ph.D.
Columbia, MD

Robert G. Cassens, Ph.D.
University of Wisconsin, Madison

Ercole L. Cavalieri, D.Sc.
University of Nebraska Medical 
Center

Russell N. A. Cecil, M.D., Ph.D.
Albany Medical College

James J. Cerda, M.D.
University of Florida

Morris E. Chafetz, M.D.
Health Education Foundation

Bruce M. Chassy, Ph.D.
University of Illinois, Urbana-
Champaign

Dale J. Chodos, M.D.
Kalamazoo, MI

Martha A. Churchill, Esq.
Milan, MI

Emil William Chynn, M.D.
Manhattan Eye, Ear & Throat 
Hospital

Dean O. Cliver, Ph.D.
University of California, Davis

F. M. Clydesdale, Ph.D.
University of Massachusetts

Donald G. Cochran, Ph.D.
Virginia Polytechnic Institute and 
State University

W. Ronnie Coffman, Ph.D.
Cornell University

Bernard L. Cohen, D.Sc.
University of Pittsburgh

John J. Cohrssen, Esq.
Public Health Policy Advisory 
Board

Neville Colman, M.D., Ph.D.
St. Luke’s Roosevelt Hospital 
Center

Gerald F. Combs, Jr., Ph.D.
Cornell University

Michael D. Corbett, Ph.D.
Omaha, NE

Morton Corn, Ph.D.
John Hopkins University

Nancy Cotugna, Dr.Ph., 
R.D., C.D.N.
University of Delaware

Roger A. Coulombe, Jr., Ph.D.
Utah State University

H. Russell Cross, Ph.D.
Future Beef Operations, L.L.C.

Charles R. Curtis, Ph.D.
Ohio State University

Ilene R. Danse, M.D.
Novato, CA

Ernst M. Davis, Ph.D.
University of Texas, Houston

Harry G. Day, Sc.D.
Indiana University

Robert M. Devlin, Ph.D.
University of Massachusetts

Seymour Diamond, M.D.
Diamond Headache Clinic

Donald C. Dickson, M.S.E.E.
Gilbert, AZ

John Diebold
The Diebold Institute for Public 
Policy Studies

Ralph Dittman, M.D., M.P.H.
Houston, TX

John E. Dodes, D.D.S.
National Council Against Health 
Fraud

Sir Richard Doll, M.D., 
D.Sc., D.M.
University of Oxford

John Doull, M.D., Ph.D.
University of Kansas

Theron W. Downes, Ph.D.
Michigan State University

Adam Drewnowski, Ph.D.
University of Washington

Michael A. Dubick, Ph.D.
U.S. Army Institute of Surgical 
Research

Greg Dubord, M.D., M.P.H.
RAM Institute

Edward R. Duffie, Jr., M.D.
Savannah, GA

David F. Duncan, Dr.Ph.
Fort Valley State University

James R. Dunn, Ph.D.
Averill Park, NY

Robert L. DuPont, M.D.
Institute for Behavior and 
Health, Inc.

Henry A. Dymsza, Ph.D.
University of Rhode Island

Michael W. Easley, D.D.S., 
M.P.H.
State University of New York, 
Buffalo

J. Gordon Edwards, Ph.D.
San José State University

George E. Ehrlich, M.D., 
F.A.C.P., M.A.C.R., FRCP (Edin)
Philadelphia, PA

Michael P. Elston, M.D., M.S.
Rapid City Regional Hospital

William N. Elwood, Ph.D.
University of Miami School of 
Medicine

James E. Enstrom, Ph.D.,
M.P.H.
University of California, Los 
Angeles

Stephen K. Epstein, M.D.,
M.P.P., FACEP
Beth Israel Deaconess Medical 
Center

Myron E. Essex, D.V.M., Ph.D.
Harvard School of Public Health

Terry D. Etherton, Ph.D.
Pennsylvania State University

William Evans, Ph.D.
Georgia State University

Daniel F. Farkas, Ph.D., 
M.S., P.E.
Oregon State University

Richard S. Fawcett, Ph.D.
Huxley, IA

John B. Fenger, M.D.
Phoenix, AZ

Owen R. Fennema, Ph.D.
University of Wisconsin, Madison

Frederick L. Ferris, III, M.D.
National Eye Institute

David N. Ferro, Ph.D.
University of Massachusetts

Madelon L. Finkel, Ph.D.
Cornell University Medical 
College

Jack C. Fisher, M.D.
University of California, San 
Diego

Kenneth D. Fisher, Ph.D.
Washington, DC

Leonard T. Flynn, Ph.D., M.B.A.
Morganville, NJ

William H. Foege, M.D., 
M.P.H.
Emory University

Ralph W. Fogleman, D.V.M.
Upper Black Eddy, PA

Christopher H. Foreman, 
Jr., Ph.D.
University of Maryland

E. M. Foster, Ph.D.
University of Wisconsin, Madison

F. J. Francis, Ph.D.
University of Massachusetts

Glenn W. Froning, Ph.D.
University of Nebraska, Lincoln

Vincent A. Fulginiti, M.D.
University of Colorado 

Arthur Furst, Ph.D., Sc.D.
University of San Francisco

Robert S. Gable, Ed.D., 
Ph.D., J.D.
Claremont Graduate University

Shayne C. Gad, Ph.D., 
D.A.B.T., A.T.S.
Gad Consulting Services

William G. Gaines, Jr., 
M.D., M.P.H.
Scott & White Clinic

Charles O. Gallina, Ph.D.
Professional Nuclear Associates

Raymond Gambino, M.D. 
Quest Diagnostics Incorporated

Randy R. Gaugler, Ph.D.
Rutgers University

LaNelle E. Geddes, Ph.D., R.N.
Purdue University

J. Bernard L. Gee, M.D.
Yale University School of Medicine

K. H. Ginzel, M.D.
University of Arkansas for 
Medical Sciences

William Paul Glezen, M.D.
Baylor College of Medicine

Jay A. Gold, M.D., J.D., 
M.P.H.
Medical College of Wisconsin

Roger E. Gold, Ph.D.
Texas A&M University

Reneé M. Goodrich, Ph.D.
University of Florida

Frederick K. Goodwin, M.D.
The George Washington 
University Medical Center

Timothy N. Gorski, M.D., 
F.A.C.O.G.
Arlington, TX

Ronald E. Gots, M.D., Ph.D.
International Center for 
Toxicology and Medicine

Michael Gough, Ph.D.
Bethedsa, MD

Henry G. Grabowski, Ph.D.
Duke University

James Ian Gray, Ph.D.
Michigan State University

William W. Greaves, M.D., 
M.S.P.H.
Medical College of Wisconsin

Kenneth Green, D.Env.
Reason Public Policy Institute

Laura C. Green, Ph.D., 
D.A.B.T.
Cambridge Environmental, Inc.

Saul Green, Ph.D.
Zol Consultants

Richard A. Greenberg, Ph.D.
Hinsdale, IL

Sander Greenland, Dr.P.H., 
M.A.
UCLA School of Public Health

Gordon W. Gribble, Ph.D.
Dartmouth College

William Grierson, Ph.D.
University of Florida

Lester Grinspoon, M.D.
Harvard Medical School

A C S H  E X E C U T I V E  S T A F F



F. Peter Guengerich, Ph.D.
Vanderbilt University School of 
Medicine

Caryl J. Guth, M.D.
Hillsborough, CA

Philip S. Guzelian, M.D.
University of Colorado

Alfred E. Harper, Ph.D.
University of Wisconsin, Madison

Clare M. Hasler, Ph.D.
University of Illinois at Urbana-
Champaign

Robert D. Havener, M.P.A.
Sacramento, CA

Virgil W. Hays, Ph.D.
University of Kentucky

Cheryl G. Healton, Dr.PH.
Columbia University, School of 
Public Health

Clark W. Heath, Jr., M.D.
American Cancer Society

Dwight B. Heath, Ph.D.
Brown University

Robert Heimer, Ph.D.
Yale School of Public Health

Zane R. Helsel, Ph.D.
Rutgers University, Cook College

Donald A. Henderson, 
M.D., M.P.H.
Johns Hopkins University

James D. Herbert, Ph.D.
MCP Hahnemann University

Victor Herbert, M.D., J.D., 
M.A.C.P.
Bronx Veterans Affairs Medical 
Center

Gene M. Heyman, Ph.D.
McLean Hospital/Harvard 
Medical School

Richard M. Hoar, Ph.D.
Williamstown, MA

Robert M. Hollingworth, 
Ph.D.
Michigan State University

Edward S. Horton, M.D.
Joslin Diabetes Center

Joseph H. Hotchkiss, Ph.D.
Cornell University

Steve E. Hrudey, Ph.D.
University of Alberta

Susanne L. Huttner, Ph.D.
University of California, Berkeley

Robert H. Imrie, D.V.M.
Seattle, WA

Lucien R. Jacobs, M.D.
University of California, Los 
Angeles

Alejandro R. Jadad, M.D., 
D.Phil., F.R.C.P.C.
University of Toronto, Canada

Rudolph J. Jaeger, Ph.D.
Environmental Medicine, Inc.

William T. Jarvis, Ph.D.
Loma Linda University

Daland R. Juberg, Ph.D.
International Center for 
Toxicology and Medicine

Michael Kamrin, Ph.D.
Michigan State University

John B. Kaneene,Ph.D., 
M.P.H., D.V.M.
Michigan State University

Philip G. Keeney, Ph.D.
Pennsylvania State University

John G. Keller, Ph.D. 
Olney, MD

Kathryn E. Kelly, Dr.P.H.
Delta Toxicology

George R. Kerr, M.D.
University of Texas, Houston 

George A. Keyworth II, Ph.D.
Progress and Freedom Foundation

Michael Kirsch, M.D.
Highland Heights, OH

John C. Kirschman, Ph.D.
Emmaus, PA

Ronald E. Kleinman, M.D.
Massachusetts General Hospital

David M. Klurfeld, Ph.D.
Wayne State University

Kathryn M. Kolasa, Ph.D., 
R.D.
East Carolina University

Alan R. Kristal, Dr.P.H.
Fred Hutchinson Cancer 
Research Center

David Kritchevsky, Ph.D.
The Wistar Institute 

Mitzi R. Krockover, M.D.
Humana, Inc.

Manfred Kroger, Ph.D.
Pennsylvania State University

Laurence J. Kulp, Ph.D.
University of Washington

Leonard T. Kurland, M.D., 
Dr.P.H.
Mayo Clinic

Sandford F. Kuvin, M.D.
University of Miami

Carolyn J. Lackey, Ph.D., 
R.D.
North Carolina State University

J. Clayburn LaForce, Ph.D.
University of California, Los 
Angeles

James C. Lamb, IV, Ph.D., 
J.D.
Blasland, Bouck & Lee

Lawrence E. Lamb, M.D.
San Antonio, TX

Lillian Langseth, Dr.P.H.
Lyda Associates, Inc.

Brian A. Larkins, Ph.D.
University of Arizona

Larry Laudan, Ph.D.
National Autonomous University 
of Mexico

Tom B. Leamon, Ph.D.
Liberty Mutual Insurance Company

Jay H. Lehr, Ph.D.
Environmental Education 
Enterprises, Inc.

Brian C. Lentle, M.D., 
FRCPC, DMRD
University of British Columbia

Floy Lilley, J.D.
University of Texas, Austin

Paul J. Lioy, Ph.D.
UMDNJ-Robert Wood Johnson 
Medical School

William M. London, Ed.D., 
M.P.H.
Fort Lee, NJ

Frank C. Lu, M.D., BCFE
Miami, FL

William M. Lunch, Ph.D.
Oregon State University

Daryl Lund, Ph.D.
University of Wisconsin

George D. Lundberg, M.D.
Medscape

Howard D. Maccabee, 
Ph.D., M.D.
Radiation Oncology Center

Janet E. Macheledt, M.D., 
M.S., M.P.H.
Houston, TX

Roger P. Maickel, Ph.D. 
Purdue University

Henry G. Manne, J.S.D.
George Mason University Law 
School

Karl Maramorosch, Ph.D.
Rutgers University, Cook College

Judith A. Marlett, Ph.D., R.D.
University of Wisconsin, Madison

James R. Marshall, Ph.D.
Arizona Cancer Center

Margaret N. Maxey, Ph.D.
University of Texas at Austin

Mary H. McGrath, M.D., 
M.P.H.
Loyola University Medical Center

Alan G. McHughen, D.Phil.
University of Saskatchewan

James D. McKean, D.V.M., 
J.D.
Iowa State University

John J. McKetta, Ph.D.
University of Texas at Austin

Donald J. McNamara, Ph.D.
Egg Nutrition Center

Patrick J. Michaels, Ph.D.
University of Virginia

Thomas H. Milby, M.D., 
M.P.H.
Walnut Creek, CA

Joseph M. Miller, M.D., 
M.P.H.
University of New Hampshire

William J. Miller, Ph.D.
University of Georgia

Dade W. Moeller, Ph.D.
Harvard University

Grace P. Monaco, J.D.
Medical Care Management Corp.

Brian E. Mondell, M.D.
Baltimore Headache Institute

Eric W. Mood, LL.D., M.P.H.
Yale University School of Medicine

John W. Morgan, Dr.P.H.
California Cancer Registry

W. K. C. Morgan, M.D.
University of Western Ontario

Stephen J. Moss, D.D.S., M.S.
Health Education Enterprises, Inc.

Ian C. Munro, F.A.T.S., 
Ph.D., FRCPath
Cantox Health Sciences International

Kevin B. Murphy
Merrill Lynch, Pierce, Fenner & 
Smith

Harris M. Nagler, M.D.
Beth Israel Medical Center

Daniel J. Ncayiyana, M.D.
University of Cape Town

Philip E. Nelson, Ph.D.
Purdue University

Malden C. Nesheim, Ph.D.
Cornell University

Joyce A. Nettleton, D.Sc., 
R.D.
Elmhurst, IL

John S. Neuberger, Dr.P.H.
University of Kansas School of 
Medicine

Gordon W. Newell, Ph.D.,
M . S . , F . - A . T . S .
Palo Alto, CA

Steven P. Novella, M.D.
Yale University School of 
Medicine

James L. Oblinger, Ph.D.
North Carolina State University

John Patrick O’Grady, M.D.
Tufts University School of Medicine

James E. Oldfield, Ph.D.
Oregon State University

Stanley T. Omaye, Ph.D., 
F.-A.T.S., F.ACN, C.N.S.
University of Nevada, Reno

Osterholm, Michael T., 
Ph.D., M.P.H.
University of Minnesota

M. Alice Ottoboni, Ph.D.
Sparks, NV

Michael W. Pariza, Ph.D.
University of Wisconsin, Madison

Stuart Patton, Ph.D.
University of California, San 
Diego

Timothy Dukes Phillips, Ph.D.
Texas A&M University

Mary Frances Picciano, Ph.D.
Pennsylvania State University

David R. Pike, Ph.D.
University of Illinois, Urbana-
Champaign

Thomas T. Poleman, Ph.D.
Cornell University

Charles Polk, Ph.D.
University of Rhode Island

Charles Poole, M.P.H., Sc.D
University of North Carolina 
School of Public Health

Gary P. Posner, M.D.
Tampa, FL

John J. Powers, Ph.D.
University of Georgia

William D. Powrie, Ph.D.
University of British Columbia

Kary D. Presten
U.S. Trust Co.

Marvin P. Pritts, Ph.D.
Cornell University

Daniel J. Raiten, Ph.D.
National Institute of Health

David W. Ramey, D.V.M.
Ramey Equine Group

R.T. Ravenholt, M.D., M.P.H.
Population Health Imperatives

Russel J. Reiter, Ph.D.
University of Texas, San Antonio 

William O. Robertson, M.D.
University of Washington School 
of Medicine

J. D. Robinson, M.D.
Georgetown University School of 
Medicine

Bill D. Roebuck, Ph.D., D.A.B.T.
Dartmouth Medical School

David B. Roll, Ph.D.
University of Utah

Dale R. Romsos, Ph.D.
Michigan State University

Steven T. Rosen, M.D.
Northwestern University Medical 
School

Kenneth J. Rothman, Dr.P.H.
Editor, Epidemiology

Stanley Rothman, Ph.D.
Smith College

Edward C. A. Runge, Ph.D.
Texas A&M University

Stephen H. Safe, D.Phil.
Texas A&M University

Wallace I. Sampson, M.D.
Stanford University School of

Medicine

Harold H. Sandstead, M.D.
University of Texas Medical 
Branch

Herbert P. Sarett, Ph.D.
Sarasota, FL

Lowell D. Satterlee, Ph.D.
Oklahoma State University

Marvin J. Schissel, D.D.S.
Woodhaven, NY

Lawrence J. Schneiderman, 
M.D.
University of California, San 
Diego

Edgar J. Schoen, M.D.
Kaiser Permanente Medical 
Center

David Schottenfeld, M.D., 
M.Sc.
University of Michigan

Joel M. Schwartz, M.S.
Reason Public Policy Institute

Patrick J. Shea, Ph.D.
University of Nebraska, Lincoln

Michael B. Shermer, Ph.D.
Skeptic Magazine

Sidney Shindell, M.D., LL.B.
Medical College of Wisconsin

Sarah Short, Ph.D., Ed.D., 
R.D.
Syracuse University

A. J. Siedler, Ph.D.
University of Illinois, Urbana-
Champaign

Earl G. Siegel, Pharm.D.
University of Cincinnati Medical 
Center

Lee M. Silver, Ph.D.
Princeton University

Michael S. Simon, M.D., 
M.P.H.
Wayne State University

S. Fred Singer, Ph.D.
Science & Environmental Policy 
Project

Robert B. Sklaroff, M.D.
Elkins Park, PA

Gary C. Smith, Ph.D.
Colorado State University

Myron Solberg, Ph.D.
Rutgers State University of New 
Jersey

Roy F. Spalding, Ph.D.
University of Nebraska, Lincoln

Leonard T. Sperry, M.D., Ph.D.
Barry University

Robert A. Squire, D.V.M., 
Ph.D.
Baltimore, MD

Ronald T. Stanko, M.D.
University of Pittsburgh Medical 
Center

James H. Steele, D.V.M., 
M.P.H.
University of Texas, Houston

Robert D. Steele, Ph.D.
Pennsylvania State University

Judith S. Stern, Sc.D., R.D.
University of California, Davis

C. Joseph Stetler, Esq.
Potomac, MD

Martha Barnes Stone, Ph.D.
Colorado State University

Michael M. Sveda, Ph.D.
Gaithersburg, MD

Glenn Swogger, Jr., M.D.
Topeka, KS

Sita R. Tatini, Ph.D.  
University of Minnesota

Steve L. Taylor, Ph.D.
University of Nebraska, Lincoln

Dimitrios Trichopoulos, M.D.
Harvard School of Public Health

Murray M. Tuckerman, Ph.D.
Winchendon, MA

Robert P. Upchurch, Ph.D.
University of Arizona

Mark J. Utell, M.D.
University of Rochester Medical 
Center

Shashi B. Verma, Ph.D.
University of Nebraska, Lincoln

Willard J. Visek, M.D., Ph.D.
University of Illinois College of

Medicine

Donald M. Watkin, M.D., 
M.P.H., F.A.C.P.
George Washington University

Miles Weinberger, M.D.
University of Iowa Hospitals and 
Clinics

Janet S. Weiss, M.D.
University of California at San-

Francisco

Steven D. Wexner, M.D.
Cleveland Clinic Florida

Joel Elliot White, M.D., 
F.A.C.R.
John Muir Comprehensive 
Cancer Center

Carol Whitlock, Ph.D., R.D.
Rochester Institute of Technology

Christopher F. Wilkinson, 
Ph.D.
Burke, VA

Mark L. Willenbring, M.D.
Veterans Affairs Medical Center

Carl K. Winter, Ph.D.
University of California, Davis

Lloyd D. Witter, Ph.D.
University of Illinois, Urbana-
Champaign

James J. Worman, Ph.D.
Rochester Institute of Technology

Russell S. Worrall, O.D.
University of California, Berkeley

Panayiotis M. Zavos, Ph.D., 
Ed.S.
University of Kentucky 

Steven H. Zeisel, M.D., Ph.D.
The University of North Carolina

Ekhard E. Ziegler, M.D.
University of Iowa

A C S H  B O A R D  O F  S C I E N T I F I C  A N D  P O L I C Y A D V I S O R S

The opinions expressed in ACSH publications do not necessarily represent the views of all ACSH Directors and Advisors.
ACSH Directors and Advisors serve without compensation.






