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ABSTRACT
In this review we document that the prevalence of Alzheimer’s disease is high in developed
countries but low in undeveloped countries. The history of the disease indicates that it was at a
low prevalence in developed countries a century ago, so that the current epidemic has happened in
that time period. We show that age of the population and known risk factors are not explanations
for the current demographics and history. Clearly, something or some things have changed in the
environment to cause the current epidemic. We show that Alzheimer’s disease is, at least in large
part, a copper toxicity disease. Then it is asserted here that copper-2 (divalent copper) ingestion,
from drinking water and copper supplement pills is a major new environmental agent triggering
the disease. It is also asserted that increased meat eating, which increases copper absorption as
well as increasing fat intake, is a second major causative environmental agent.
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INTRODUCTION
It is clear we have an epidemic of Alzheimers Disease (AD) in developed countries. In the US,
for example, 10% of those aged 60, 20% of those aged 70, and 30% of those aged 80 are afflicted
with AD. Interestingly, undeveloped countries are not sharing in the AD epidemic. For example,
in rural India, the prevalence is only 1% in those age 65 and over [1] and in Nigeria, Africa, the
prevalence is 0.52% in age 65-74, and 1.69% in those aged 75-84 [2]. Strikingly, in the Nigeria
study, African-Americans in Indianapolis, USA, had a prevalence of 8.02%. This great increase
in prevalence in people of the same ethnic background shows the effect of “Westernization”
on the prevalence of the disease. This picture of the current demographics of AD raises very
important questions about the causes of the great increase in prevalence resulting from living
in the developed world. It appears likely that this great increase in prevalence is resulting from
something we are doing to ourselves.
Just as the current demographics of AD raise important questions about the cause of the high
prevalence in developed countries, so does the history of AD in developed countries. There is clear
evidence that the disease was quite rare in the 1800s and early 1900s. This fascinating history
was nicely worked out in their book, dying for a Hamburger, written by Waldman and Lamb [3].
AD was discovered in 1906 by Alois Alzheimer [3]. A few cases were seen early in the century,
and it was a little more common by 1950. And then it really took off, increasing to the figures cited
earlier, and creating a major epidemic. The assertion that the disease was relatively rare at the
turn of the century is somewhat controversial, but is well supported by Waldman and Lamb [3].
They found that Osler, an internist who edited a whole series of volumes on medical knowledge,
including a volume on diseases of the brain [4], Gowers, a neurologist who wrote a textbook of
neurology [5], and Freud, a psychiatrist who published widely [6], all three publishing during the
period in question, and none mentioned an AD-like disease. In addition to these clinicians, Boyd
[7], wrote a textbook of pathology in the late 1800s and revised up until 1938, and didn’t describe
amyloid plaques and neurofibrillary tangles, invariate pathological hallmarks in the brains of AD
patients.
Many AD scientists have apparently assumed that the current epidemic of AD is due to the
increasing age of people in developed countries. But, in 1911, half the population lived to age 60
[3]. The US census shows that in 1900 3.6 million people were 60 and older, producing 360,000
AD patients at today’s rate, more than enough to be common in the clinics of the clinicians, and
to show up frequently at the autopsy table. Others have argued that the disease was attributed
to normal aging, and not taken notice of as a special disease. While this could possibly explain
the clinicians not noticing the disease, although it seems unlikely, given their thoroughness and
comprehensiveness, it wouldn’t explain the lack of plaques and tangles in the autopsy material.
Figure 1 portrays pictorially the above discussions of current demographics and the history
of the AD epidemic in developed countries. Figure 1 shows two big “WHYs”. WHY-1, refers to
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why the huge difference currently in prevalence between developed and undeveloped countries,
and WHY-2, why the astounding increase in AD prevalence in developed countries over the last
century? So far, little or no attention has been paid by the scientific community to these amazing
facts. It would appear that something, or some things, has changed dramatically in the last century
in developed countries to cause this picture. It would also appear that it is critically important to
identify these changes, to see if the changes can be reversed, to mitigate this huge epidemic. Here,
new changes which appear very likely to be causative of the epidemic will be laid out. But before
that, known AD-risk factors, and the possibility that changes in one or more of them could be
responsible, will first be discussed and ruled out in the next section.

Figure 1: This figure portrays first the current demographics of Alzheimer’s disease,
contrasting the current high prevalence in developed countries versus the low prevalence in
undeveloped countries, and second, the history of the disease in developed countries, showing
the dramatic increase over the last century.

KNOWN ALZHEIMER’S DISEASE RISK FACTORS AND THE
EPIDEMIC
Age is the strongest known factor, and certainly, the increased age of the population in
developed countries contributes directly to the total patient load. But it isn’t a factor in the great
increase in prevalence in today’s aged versus the aged of a century ago, or in today’s aged in
developed countries versus today’s aged in undeveloped countries, the two big points in Figure 1.
So age is not the explanation for the epidemic, only for a larger case load.
The alleles of certain genes, such as apolipoprotein E4 [8], hemochromatosis [9], transferrin
[10], and ATP7B [11-14], are increased in frequency in AD patients, and therefore are probable
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risk factors for AD. But allele frequencies generally change slowly, so there is no possibility that
changes in frequency of these alleles are causative of the epidemic.
Blood levels of homocystine are a risk factor for AD [15], as they are for atherosclerosis. While
levels could change a little as a result of dietary changes, they would not be expected to change
very much.

If known risk factors can’t account for the epidemic that leaves new changes in the environment
as the likely explanation. To set the stage for discussing the environmental factors causative of the
AD epidemic proposed here, the evidence showing that AD is, at least in part, a disease of copper
toxicity, will first be discussed.

ALZHEIMER ’S DISEASE IS, AT LEAST IN PART, A COPPER TOXICITY
DISEASE

Dr Rosanna Squitti’s group in Italy has done an elegant and comprehensive job showing that
copper toxicity plays a major role in AD. They have shown this by four major papers involving the
free copper pool in AD. By way of explanation, the copper in the blood is divided into two pools.
The first pool comprises 80-90% of blood copper and this copper is covalently, and therefore
safely, bound to the protein, Ceruloplasmin (Cp). The smaller 10-20% pool is copper loosely
bound to albumin and small molecules, and is freely available to provide copper to the organs of
the body, and is therefore called “free copper”. It is not really free, but just more loosely bound.
If this pool increases in size, the copper becomes toxic. The prime example of this is Wilson’s
disease, an inherited disease of copper accumulation and copper toxicity, where the free copper
pool is greatly expanded [16]. Successful treatment lowers the free copper pool and stops copper
toxicity accordingly.
The four papers the Squitti groups have published showing copper toxicity in AD are, first, that
the free copper pool is significantly increased in AD [17]. Second they have shown that the size of
the free copper pool correlates negatively with measures of cognition, that is, the higher the free
copper, the poorer is cognition [18]. Third, they have shown that the free copper pool correlates
positively with the loss of cognition over time, that is, the higher the free copper, the faster the
loss of cognition [19]. Fourth, they showed that the free copper predicts the conversion of Mild
Cognitively Impaired (MCI) patients, the precursor to AD, to full AD, that is, the higher the free
copper, the higher the risk of conversion [20].

These data show clearly that the level of free copper in AD is intimately related to the key
pathogenic element in AD, that is, loss of cognition, thus showing that AD is, at least in part, a
copper toxicity disease. In addition, it has been shown that “labile” fee copper is associated with
oxidative pathology in the AD brain [21]. (Labile copper is another name for free copper).
Next, it is important to note that the Squitti groups has contributed another series of
investigations to help show that copper toxicity is central to AD pathogenesis. The Squitti group
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has found an increased frequency of ATP7B mutants in AD patients [11-14]. ATP7B is the Wilson’s
disease gene, and homozygotes for ATP7B crippling mutations have Wilson’s disease, with great
copper accumulation and copper toxicity [16]. Heterozygotes for a Wilson’s disease causing
mutation have an increased accumulation and body load of copper not requiring treatment.
While not necessarily Wilson’s disease causing, it is probable that the ATP7B mutants found by
the Squitti group to be at increased frequency in AD have some effect on increasing body copper
load, because the ATP7B protein is a critical factor in regulating the blood free copper levels. That
these ATP7B mutants are at increased incidence in AD, indicates that they increase the risk of AD,
which further indicates that a lifetime of increased body copper level increases the risk of AD.
The evidence that copper toxicity is a major component of AD pathogenesis is very relevant to the
environmental causation agents put forth in a later section.
An important aspect relevant to this area is why the two diseases of copper toxicity, AD and
Wilson’s disease, have such different effects on brain pathology and cause such different neurologic
symptoms. Wilson’s disease causes damage to those parts of the brain coordinating movement,
producing a movement disorder, and has no effect on cognition loss of the AD type. Those who
think it causes cognition loss are confusing cognition loss with the psychiatric symptoms, which
are quite common and cause loss of focus and sometimes bizarre behavior. But with treatment, the
psychiatric symptoms disappear and cognition returns to the patient’s normal level. In contrast to
Wilson’s disease, AD produces amyloid plaques and neurofibrillary tangles, neuronal death, brain
shrinkage and cognition loss, but no movement disorder.

The likely explanation for the differences in the diseases are that homozygotes for Wilson’s
die young or are treated young and free copper levels normalize, and the major risk factor for AD,
aging, is not involved and so cognition loss does not occur, while parts of the brain controlling
movement are vulnerable to the very high copper levels. In AD, elevated copper levels never
reach to the levels of movement disorder vulnerability, but with the concordance of aging, mild to
moderately elevated copper levels increase the risk of AD.

PROPOSED NEW ENVIRONMENTAL
ALZHEIMER ’S DISEASE.

RISK

FACTORS

FOR

Copper-2
It is asserted here that exposure to inorganic copper, which is copper-2, or divalent copper,
is a major new risk factor for AD. Actually, Brewer has been asserting that for some time [22-26]
Following is the series of studies supporting that assertion.

In 2003, Sparks and Schreurs [27] showed that adding tiny amounts of copper-2 to the drinking
water (0.12 ppm final concentration) of rabbits in an animal model of AD greatly increased the AD
type pathology in the brains of the rabbits, and strongly further impaired the animals’ memory.
Sparks et al [28] later confirmed this effect of copper-2 on AD-type disease in several other animal
models, including the mouse model. This effect of 0.12 ppm in the drinking water on the mouse
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model of AD was later confirmed in another laboratory [29]. For reference, the US Environmental
Protection Agency allows 1.3 ppm copper in the drinking water of humans, 10 times the amount
found toxic in the AD animal models. Another point to be made about this work is that it shows
the exquisite toxicity of inorganic copper versus the relative lack of toxicity of organic copper in
food (which is copper-1, see reference [30]).One could increase the copper in animal chow from
3 ppm to 6 ppm, a 25 fold greater increase than the 0.12 ppm of copper-2 in the drinking water,
and it would cause no toxicity.

These AD animal model studies are important. They mean that if there is copper at these levels
in human drinking water, it could be AD causative. Below, it will be shown that there are indeed
potentially toxic levels of copper-2 in human drinking water, leached from copper plumbing.

The toxicity of copper in drinking water in AD causation in AD animal models raises the
question of potential copper toxicity in human drinking water. First, it is interesting how closely
the growth in the use of copper plumbing in developed countries parallels the growth in AD
prevalence in developed countries during the same time period. Copper plumbing started to be
used in the early 1900s, was curtailed by two world wars, and then took off after 1950, so that
now, about 90% of homes in the US, as an example, have copper plumbing [31]. AD prevalence
is quite similar during this period; rare in the early 1900s, slowly increasing, and then taking off
after 1950, to today’s epidemic figures.

The next question is, does copper leach from copper plumbing in toxic amounts? This has been
studied. In a study of 280 N American household drinking water copper, it was found about one
third had levels over 0.1 ppm, the level found toxic in animal models, about one third was 0.01
ppm or lower, a level deemed safe, and about one third was between these levels, and of unknown
safety [25]. Thus, one third to two thirds of N American drinking water has copper levels of known
toxicity or possible toxicity, if the animal models are any guide.
The case for inorganic copper leaching into drinking water as causal of AD is made stronger
by observations in Japan. Japan is a developed country that has a low prevalence of AD [32], and
interestingly, they have shunned copper plumbing. But when Japanese migrate to Hawaii where
copper plumbing is used, this prevalence of AD increases to that of other developed countries
[33].

A second important study, the first being the AD animal model studies, was that of Morris et
al [34]. A large Chicago population was studied for nutrient intake and cognition loss over time.
They found that in the highest quintile of copper intake, who were there because they ingested
a copper supplement pill (which is copper-2), if they also ate a high fat diet, lost cognition at six
times the rate of other groups. This is another important study because probably a third to a half
of the population take a multimineral supplement pill, and these all contain copper. Further, a
large part of the population eats a high fat diet. This means that a significant part of the population
is suffering serious cognition loss due to the simple act of taking a copper supplement pill.
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The question comes up, why is copper-2 ingestion, as exemplified by the drinking water copper
in the AD animal model studies, and the Morris et al supplement copper-2 study, more toxic than
food copper? Clues to the answer come from copper-64 studies in Wilson’s disease. Copper-64,
administered orally as a copper-2 salt, appears in the blood in significant amounts in 1-2 hours
[35]. If food copper were radio-labeled no radioactive copper would appear in the blood for about
two days, because this copper ends up in the liver, where it is put into safe channels. In contrast,
as shown by the copper-64 studies, a portion of copper-2 appears in blood immediately, too soon
to have been processed by the liver, and is absorbed immediately into the fee copper pool of the
blood, where it is toxic to cognition.

The situation with respect to the differences in absorption of copper-2 versus food organic
copper has been clarified by a recent study by Ceko et al [30]. They carried out speciation
studies of copper in foods and drinking water. As expected, drinking water was copper-2. But
unexpectedly, most food copper was copper-1. This was somewhat unexpected, because in living
tissue, copper-1 and copper-2 form a redox doublet, important for life. Apparently at death or
harvest, in the absence of oxygen transport, copper-2 becomes reduced to copper-1. Thus, during
evolution, our ancestors ingested primarily copper-1, and thus evolved safe systems for handling
copper-1, not copper-2. This explains the presence of the Ctr 1 receptor in the intestine [36],
which will absorb copper-1, sending that copper to the liver, where it is metabolized and put into
safe channels. Ctr 1 can’t transport copper-2 unless it is reduced to copper-1. Copper-2 can be
absorbed by other routes, including diffusion, and some of the absorbed copper-2 is absorbed
directly into the blood bypassing the liver, and added directly to the blood free copper pool, where
it is toxic to cognition.

A third study was carried out by Shen et al [37] in China. They studied the soil concentration of
copper in all of the provinces of China and related it to the AD prevalence in these provinces. They
found a significant positive correlation. For example, if the soil copper concentration was 40-60
ppm, the prevalence of AD was 2.6 times as high as when the soil concentration of copper was
20-40 ppm. It is likely that the copper concentration in the drinking water over these provinces is
highly correlated with the soil concentration of copper.

Overall Increase in Copper Absorption Due to Increased Meat Intake

The studies described in the previous section indicate that an increased level of copper in the
body for a lifetime increases the risk of AD. So it becomes relevant to determine whether copper
intake or copper absorption are different between developed and undeveloped countries, and
whether there have been changes concerning copper intake an/or absorption in the last century in
developed countries. A clear answer to both questions is yes, and it is due to increased meat eating
in developed countries. To clarify why meat eating is important, it has been shown that copper is
much better absorbed from meat than from vegetable foods [38]. This is not a small difference,
it is a large one. A vegetarian diet contains an equal amount of copper to a diet with average
amounts of meat, but an estimated 40% less copper is absorbed from the vegetarian diet. This
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means that as the diet has changed in developed countries, to include much more meat eating due
to economic factors and the increased availability of meat from the increase in domestic animals
raised strictly for meat production, copper absorption has increased by an estimated 40%. This
increase in copper absorption may well increase the risk of AD.

Increase in Fat Intake from Increased Meat Eating

Grant (39) has shown that there is a positive correlation between AD prevalence and fat
ingestion over many countries of the world. This suggests that increased fat intake is a risk factor
for AD, and fat intake increases in relation to meat intake. So as discussed in the previous section,
meat eating is much greater in developed than in undeveloped countries, and has increased
steadily in developed countries over time, and that means fat intake has increased right along
with increased meat eating. There are multiple reasons to believe that increased fat eating would
be a risk factor for AD. First, copper and fat are synergistic in developing oxidant molecules
that are damaging to neurons. Second, this fits with the animal model Sparks and Schreurs [27]
first used to show the copper-2 AD-inducing toxicity of copper-2 added to drinking water. This
model was a cholesterol-fed rabbit model, the copper-2 and cholesterol acting together to greatly
enhance the AD-like disease. Third, in the Morris et al (34) studies in which it was shown that
copper-2 supplement pill ingestion was associated with greatly accelerated cognition loss, the
people showing the cognition loss also ate a high fat diet. Thus, in summary, it seems likely that
ingesting a high fat diet is a risk factor for AD, and since increased fat intake, due to increased
meat intake, has increased greatly during the last century in developed countries, and is much
higher in developed than undeveloped countries, it could also be a factor in causing the current
AD epidemic in developed countries, i.e., it is proposed here as a new environmental risk factor
for AD.
Bringing all this together, the list of proposed new environmental risk factors for AD is as
follows:
1. Copper-2 ingestion.

2. Increase in body copper load over a lifetime due to meat eating.
3. Increase in fat intake from increased meat eating.

In the interest of mitigating the AD epidemic, it is appropriate to ask, which of these proposed
new risk factors for causing the epidemic are most important, and also, which are most easily
eliminated?
Basically this is #1 versus #2 and #3, both of the latter due to increased meat eating. Of this
comparison, #1 seems most important, based on the Japanese data when migrating to Hawaii
[32-33]. Here, the copper plumbing changes (#1), but it seems unlikely meat eating (#2 and #3)
change very much, but the AD prevalence changes dramatically. Changing copper-2 ingestion is
also relatively easy to accomplish, as discussed below.
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MITIGATING THE ALZHEIMER’S DISEASE EPIDEMIC
Reducing Copper-2 Ingestion
This would appear to be the most important new environmental causative agent, and it is also
relatively easy to greatly reduce, almost eliminate, ingestion of copper-2. There are two steps to
take related to the source of ingestion.

The easiest of the two is simply not to take copper supplement pills. There are a few relatively
rare patient groups that need copper supplementation, but these patients are generally well
identified. They include those with extensive surgery of the gastro-intestinal tract, including
gastric bypass surgery. They also include those with malabsorption syndromes, and people
taking large zinc supplements (more than 50 mg daily). But the general population is not copper
deficient, and doesn’t require copper supplementation. So copper containing supplement pills
should not be taken.

The second step is to test drinking water copper levels. There are various companies that
offer this service. If the copper levels are 0.01 ppm or below, they are safe. If they are above this
level, copper plumbing need not be thrown out. A device, such as a reverse osmosis device, can be
placed on the tap used for drinking water, and it will remove copper to safe levels. Even if copper
plumbing is not used in the home, it is a good idea to test copper levels, because sometimes source
water contains high levels of copper.

Reducing Meat Intake to Accomplish Both Reduction in Copper Absorption
and Fat Ingestion

Reducing meat eating is harder to accomplish because it is a lifestyle change and lifestyle is
usually difficult to change. It is also not easy to specify how much meat it is allowable to eat in
order to reduce overall copper absorption. Some guidance might be taken from the study of Sinha
et al [40]. This study looked at meat eating in relation to overall mortality and mortality due
to cancer, cardiovascular disease and a few other causes, so it didn’t look at copper absorption.
They found a substantially higher all cause mortality in those in the highest quintile of red meat
and processed meat intake compared to the lowest quintiles. The highest quintile was taking in
about 140 grams of red meat and 40 grams of processed meat daily compared to 20 grams of red
meat and 10 grams of processed meat for the lowest quintile. Perhaps aiming for intakes closer
to the lowest quintile would reduce copper absorption significantly as well as reduce all-cause
mortality. In this study, it appeared white meat was somewhat protective against mortality, but
of course, copper is quite well absorbed from white meat.

Alzheimer’s Disease | www.smgebooks.com

9

Copyright  Brewer GJ.This book chapter is open access distributed under the Creative Commons Attribution 4.0
International License, which allows users to download, copy and build upon published articles even for commercial
purposes, as long as the author and publisher are properly credited.

References
1. Chandra V, Ganguli M, Pandav R, Johnston J, Belle S. Prevalence of Alzheimer’s disease and other dementias in rural India: the
Indo-US study. Neurology. 1998; 51: 1000-1008.
2. Hendrie HC, Osuntokun BO, Hall KS, Ogunniyi AO, Hui SL. Prevalence of Alzheimer’s disease and dementia in two communities:
Nigerian Africans and African Americans. Am J Psychiatry. 1995; 152: 1485-1492.
3. Waldman M, Lamb M. Dying for a Hamburger: Modern Meat Processing and the Epidemic of Alzheimer’s Disease, 1st edition. New
York: Thomas Dune Books. 2005; 304.
4. Osler W. Modern Medicine in Theory and Practice. Philadelphia: Lea and Febiger. 1910.
5. Gowers WR. A Manual of Diseases of the Nervous System. Philadelphia: P Blakiston, Son and Co. 1888.
6. Strachey J, Freud A, Strachey A, Tyson A. 24 Volumes Entitled, The Standard Edition of the Complete Psychological Works of
Sigmund Freud, Written between 1895 and 1939. London: The Hogarth Press. 1966.
7. Boyd W. A Textbook of Pathology: An Introduction to Medicine. Philadelphia: Lea and Febiger. 1938.
8. Miyata M, Smith JD. Apolipoprotein E allele-specific antioxidant activity and effects on cytotoxicity by oxidative insults and betaamyloid peptides. Nat Genet. 1996; 14: 55-61.
9. Moalem S, Percy ME, Andrews DF, Kruck TP, Wong S, et al. Are hereditary hemochromatosis mutations involved in Alzheimer
disease? Am. J. Med. Genet. 2000; 93: 58–66.
10. Zambenedetti P, De Bellis G, Biunno I, Musicco M, Zatta P. Transferrin C2 variant does confer a risk for Alzheimer’s disease in
caucasians. J Alzheimers Dis. 2003; 5: 423-427.
11. Bucossi S, Polimanti R, Mariani S, Ventriglia M, Bonvicini C, et al. Association of K832R and R952K SNPs of Wilson’s disease gene
with Alzheimer’s disease. J. Alzheimers Dis. 2012; 29: 913–919.
12. Squitti R, Polimanti R, Bucossi S, Ventriglia M, Mariani S. Linkage disequilibrium and haplotype analysis of the ATP7B gene in
Alzheimer’s disease. Rejuvenation Res. 2013; 16: 3-10.
13. Squitti R, Polimanti R, Siotto M, Bucossi S, Ventriglia M. ATP7B variants as modulators of copper dyshomeostasis in Alzheimer’s
disease. Neuromolecular Med. 2013; 15: 515-522.
14. Bucossi S, Polimanti R, Ventriglia M, Mariani S, Siotto M, et al. Intronic rs2147363 variant in ATP7B transcription factor-binding site
associated with Alzheimer’s disease. J. Alzheimers Dis. 2013; 37: 453-459.
15. Seshadri S, Beiser A, Selhub J, Jacques PF, Rosenberg IH, et al. Plasma homocysteine as a risk factor for dementia and
Alzheimer’s disease. NEJM. 2002; 346: 476–483.
16. Brewer GJ. Wilson’s Disease. In: Dennis L Kasper, Anthony S Fauci, Dan L Longo, Stephen L Hauser, J Larry Jameson, et al.,
editors. Harrison’s Principles of Internal Medicine, 19th edition. New York: McGraw-Hill Companies. 2015.
17. Squitti R, Pasqualetti P, Dal Forno G, Moffa F, Cassetta E. Excess of serum copper not related to ceruloplasmin in Alzheimer
disease. Neurology. 2005; 64: 1040-1046.
18. Squitti R, Barbati G, Rossi L, Ventriglia M, Dal Forno G, et al. Excess of nonceruloplasmin serum copper in AD correlates with
MMSE, CSF ß-amyloid, and h-tau. Neurology. 2006; 67: 76–82.
19. Squitti R, Bressi F, Pasqualetti P, Bonomini C, Ghidoni R. Longitudinal prognostic value of serum “free” copper in patients with
Alzheimer disease. Neurology. 2009; 72: 50-55.
20. Squitti R, Ghidoni R, Siotto M, Ventriglia M, Benussi L. Value of serum nonceruloplasmin copper for prediction of mild cognitive
impairment conversion to Alzheimer disease. Ann Neurol. 2014; 75: 574-580.
21. James SA, Volitakis I, Adlard PA, Duce JA, Masters CL, et al. Elevated labile Cu is associated with oxidative pathology in Alzheimer
disease. Free Radic. Biol. Med. 2012; 52: 298–302.
22. Brewer GJ. The risks of free copper in the body and the development of useful anticopper drugs. Curr Opin Clin Nutr Metab Care.
2008; 11: 727-732.
23. Brewer GJ. The risks of copper toxicity contributing to cognitive decline in the aging population and to Alzheimer’s disease. J Am
Coll Nutr. 2009; 28: 238-242.
24. Brewer GJ. Issues raised involving the copper hypotheses in the causation of Alzheimer’s disease. Int J Alzheimers Dis. 2011;
2011: 537528.
25. Brewer GJ. Copper excess, zinc deficiency, and cognition loss in Alzheimer’s disease. Biofactors. 2012; 38: 107-113.
26. Brewer GJ. Copper toxicity in Alzheimer’s disease: cognitive loss from ingestion of inorganic copper. J Trace Elem Med Biol. 2012;
26: 89-92.

Alzheimer’s Disease | www.smgebooks.com

10

Copyright  Brewer GJ.This book chapter is open access distributed under the Creative Commons Attribution 4.0
International License, which allows users to download, copy and build upon published articles even for commercial
purposes, as long as the author and publisher are properly credited.

27. Sparks DL, Schreurs BG. Trace amounts of copper in water induce beta-amyloid plaques and learning deficits in a rabbit model of
Alzheimer’s disease. Proc Natl Acad Sci U S A. 2003; 100: 11065-11069.
28. Sparks DL, Friedland R, Petanceska S, Schreurs BG, Shi J. Trace copper levels in the drinking water, but not zinc or aluminum
influence CNS Alzheimer-like pathology. J Nutr Health Aging. 2006; 10: 247-254.
29. Singh I, Sagare AP, Coma M, Perlmutter D, Gelein R. Low levels of copper disrupt brain amyloid-Î² homeostasis by altering its
production and clearance. Proc Natl Acad Sci U S A. 2013; 110: 14771-14776.
30. Ceko MJ, Aitken JB2, Harris HH3. Speciation of copper in a range of food types by X-ray absorption spectroscopy. Food Chem.
2014; 164: 50-54.
31. Foley P. International Copper Demand Patterns-The Case Of Plumbing Tube. In: Economics of Internationally Traded Minerals.
1985; 183–186.
32. Ueda K, Kawano H, Hasuo Y, Fujishima M. Prevalence and etiology of dementia in a Japanese community. Stroke. 1992; 23:
798-803.
33. White L, Petrovitch H, Ross GW, Masaki KH, Abbott RD. Prevalence of dementia in older Japanese-American men in Hawaii: The
Honolulu-Asia Aging Study. JAMA. 1996; 276: 955-960.
34. Morris MC, Evans DA, Tangney CC, Bienias JL, Schneider JA. Dietary copper and high saturated and trans fat intakes associated
with cognitive decline. Arch Neurol. 2006; 63: 1085-1088.
35. Hill GM, Brewer GJ, Juni JE, Prasad AS, Dick RD. Treatment of Wilson’s disease with zinc. II. Validation of oral 64copper with
copper balance. Am J Med Sci. 1986; 292: 344-349.
36. Ohrvik H, Thiele DJ. How copper traverses cellular membranes through the mammalian copper transporter , Ctr1. Ann N Y Acad
Sci. 2014; 1314: 32-41.
37. Shen XL, Yu JH, Zhang DF, Xie JX, Jiang H. Positive relationship between mortality from Alzheimer’s disease and soil metal
concentration in mainland China. J Alzheimers Dis. 2014; 42: 893-900.
38. Brewer GJ, Yuzbasiyan-Gurkan V, Dick R, Wang Y, Johnson V. Does a vegetarian diet control Wilson’s disease? J Am Coll Nutr.
1993; 12: 527-530.
39. Grant WB. Dietary links to Alzheimer’s disease. Alzheimers Dis. Rev. 1997; 2: 42–55.
40. Sinha R, Cross AJ, Graubard BI, Leitzmann MF, Schatzkin A. Meat intake and mortality: a prospective study of over half a million
people. Arch Intern Med. 2009; 169: 562-571.

Alzheimer’s Disease | www.smgebooks.com

11

Copyright  Brewer GJ.This book chapter is open access distributed under the Creative Commons Attribution 4.0
International License, which allows users to download, copy and build upon published articles even for commercial
purposes, as long as the author and publisher are properly credited.

