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FOREWORD 
 
Most Australians want to know how they can 
keep their brain sharp as they get older – what 
things should they do and not do to keep their 
brain healthy. People affected by dementia and 
their families and friends are anxious to know 
how to slow down the cognitive decline that 
defines the illness. 
 
In general, Australians have a low level of 
awareness of the research evidence that shows 
that health and lifestyle strategies can reduce the 
risk of cognitive decline and dementia. Statistics 
reveal that only 51% of Australians believe it is 
possible to reduce their risk and there is a 
widespread lack of knowledge that what’s good 
for the heart is also good for the brain. 
 
The objective of this paper is to provide an 
updated review of the evidence for dementia risk 
reduction strategies. Modifiable risk and 
protective factors are detailed and the current 
evidence presented for each one. Major reviews 
of the scientific literature are discussed and 
controversial findings are addressed. Current and 
future research projects that will address 
remaining questions and pave the way for 
improved advice about what people can do to 
reduce their dementia risk, are also reviewed. 
 
 An increasing body of evidence suggests that a 
range of lifestyle and health factors has the 
potential to reduce the risk of cognitive decline 
and dementia. Higher levels of mental, social and 
physical activity are associated with lower risk of 
developing dementia while cardiovascular risk 
factors such as diabetes, high blood pressure 
and high cholesterol are associated with 
increased risk. 
 
It seems midlife is a critical time to address these 
modifiable risk factors, but it is never too late to 
develop good brain health habits. Evidence is 
emerging that these same beneficial factors can 
influence the rate of cognitive decline in someone 
with dementia and that by keeping the person 
engaged, and effectively managing other medical 
conditions, their quality of life can be improved. 
 
Dementia is not a normal part of ageing. The 
changes it causes in brain function are the result 
of brain disease for which there is unfortunately 
as yet no cure. However, evidence gathered in 
recent years suggests that modifiable risk factors 
do influence disease progression. While the 
search for disease-modifying drug treatments 
continues, we must capitalise on the available 
evidence for health and lifestyle interventions that 
may reduce risk, as this provides us with the best 
hope of delaying or slowing down dementia. 

Studies reviewed in this paper estimate that 
significantly fewer – many thousands in fact – will 
develop dementia if we address modifiable risk 
factors now. Conversely, if we do nothing, 
numbers will increase rapidly from 280,000 in 
2012 to almost one million in 2050. Of course, 
there are no guarantees for any person. Some 
risk factors for dementia, including older age and 
genetics, cannot be modified. 
 
Increased funding for research is essential. In the 
past 10 years, scientific research has resulted in 
new hope for dementia prevention but much 
more is needed. Additional investment in 
research to consider the prevention, early 
intervention and treatment of dementia, is pivotal 
in addressing the looming epidemic. Dementia 
research in Australia is significantly underfunded 
compared with other chronic diseases such as 
cancer, cardiovascular disease and diabetes. 
 
The publication of this paper coincides with the 
launch of Alzheimer’s Australia’s new brain 
health program, Your Brain Matters: A guide to 
healthy hearts and minds, which we hope will 
encourage all Australians to look after their brain, 
body and heart, in order to maintain brain health 
and reduce their risk of dementia. We believe it is 
everyone’s responsibility to do this. Alzheimer’s 
Australia is committed to conveying this message 
throughout Australia and will continue to develop 
resources to help people understand and apply 
the current evidence. 
 
I commend this paper to all people who are 
interested in what can be done now to address 
dementia prevention for the Australian 
community. My thanks to the authors for their 
efforts to provide this overview of the state of the 
evidence and promising future directions. 
 

 
  
Ita Buttrose AO, OBE 
President, Alzheimer’s Australia 
 
September 2012 
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EXECUTIVE SUMMARY 
 
CAN DEMENTIA BE PREVENTED? 
 
Prevention of dementia is the ultimate aim of a 
large, albeit under resourced, international 
research effort. The success of this effort would 
have enormous benefits for millions of people 
and save billions of dollars in health care costs. 
Conversely, the status quo will see the number of 
Australians living with dementia soar in coming 
years. Many more people will experience and 
seek help for mild cognitive impairment. 
 
There are many different forms of dementia, a 
syndrome caused by brain disease and 
characterised by declining cognitive function that 
impairs daily activities. Dementia can affect 
memory, language, attention, judgement, 
planning, behaviour, mood and personality. Mild 
cognitive impairment does not significantly impair 
daily activities, but often represents an earlier 
stage of cognitive decline. 
 
There is no cure for the common forms of 
cognitive decline and dementia, including the 
most common, Alzheimer’s disease. A cure may 
only be achieved by prevention, because the 
diseases that cause dementia begin many years 
before symptoms become apparent and 
gradually damage the brain until it can no longer 
function normally. Intervening early to stop or 
slow disease progression, before cognitive 
impairment emerges, offers the best hope of 
preventing dementia. 
 
Is this achievable?  It requires breakthroughs in 
early detection and intervention. 
 
New diagnostic technologies have been 
developed that can detect the presence of 
abnormal protein accumulations in the brain that 
characterise Alzheimer’s disease. The disease 
can now be detected by brain scans or 
cerebrospinal fluid tests in the preclinical stage, 
before any cognitive changes occur. 
 
Several clinical trials of potential drug therapies 
against Alzheimer’s disease have been 
conducted in recent years. None have been 
successful. Despite promising evidence that 
these drugs can impede the protein 
accumulations that characterise Alzheimer’s 
disease, when tested with people with 
Alzheimer’s, they have failed to provide clinical 
benefits. 
 
Researchers are now asking whether this is in 
part due to intervening too late in the disease 
process. Trials will soon begin to involve people 

who are in the preclinical phase of Alzheimer’s 
disease. This research offers new hope, 
however, a breakthrough is likely many years 
away. Therapies also need to be found for other 
forms of dementia, which often coexist with 
Alzheimer’s contributing to cognitive impairment. 
 
In the meantime, there is much interest in what 
other strategies might help to prevent or slow 
down cognitive decline and dementia. The 
available evidence indeed supports potential 
benefits of healthy, active lifestyles. These 
cannot definitely prevent dementia, but until 
curative therapies are found, preventative health 
approaches offer hope of reducing risk and 
delaying onset of dementia. 
 
HEALTH AND LIFESTYLE STRATEGIES FOR 
PREVENTION 
 
Higher levels of mental activity throughout life are 
consistently associated with better cognitive 
function and reduced risk of cognitive decline and 
dementia. Almost one in five cases of cognitive 
impairment or dementia may be attributable to 
low levels of mental activity, more than any other 
risk factor, including the major genetic risk factor 
for Alzheimer’s disease. Complex mental activity 
across the lifespan may contribute to brain 
reserve, allowing normal cognitive function to 
continue for longer in the face of underlying 
disease. It may also reduce the protein 
accumulations seen in Alzheimer’s disease. 
 
Higher engagement in social activity is 
associated with reduced risk of cognitive decline 
and dementia. Social engagement has been 
found to have benefits for other health factors 
related to cognitive functioning, such as vascular 
conditions and depression. Social activity is 
cognitively stimulating and may contribute to 
building brain reserve that protects against 
cognitive decline and dementia. 
 
Moderate alcohol consumption is associated with 
better cognitive function and reduced risk of 
dementia. However, excessive amounts over 
time may increase the risk. The benefits of 
moderate alcohol consumption include reducing 
inflammation, increasing HDL (“good”) 
cholesterol, increasing brain blood flow, and 
antioxidant properties, all of which have positive 
effects on brain health. In contrast to the potential 
benefits of moderate alcohol consumption, heavy 
use can lead to brain damage. 
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What we eat is also likely to be important for 
cognitive health, but the evidence is not yet 
conclusive. Dietary choices affect risk for 
cardiovascular disease, high blood pressure, 
diabetes, high cholesterol and obesity, all of 
which in turn are associated with increased risk 
of cognitive impairment and dementia. Dietary 
patterns characterised by higher intake of fruits, 
vegetables, fish, nuts and legumes, and lower 
intake of meats, high fat dairy and sweets seem 
to be associated with lower risk of cognitive 
impairment and dementia. 
 
Regular physical exercise is associated with 
better brain function and reduced risk of cognitive 
decline and dementia. Even simple exercise like 
walking has been shown to be beneficial. 
Physical activity increases brain blood flow, 
stimulates the growth of new neurons and 
synapses, is associated with larger brain volume, 
and reduces the risk of cardiovascular conditions 
associated with increased risk and severity of 
cognitive decline and dementia. 
 
There is a U-shaped relationship between midlife 
body weight and the risk of developing dementia 
later in life, with increased risk found for those 
who are underweight as well as those who are 
obese. Obesity is also associated with increased 
risk for high blood pressure, diabetes, 
cardiovascular disease and cerebrovascular 
disease, which affect brain health and increase 
the risk of dementia. 
 
Smoking has been demonstrated to be a risk 
factor for dementia and cognitive decline. Former 
smokers do not appear to be at increased risk 
compared to never-smokers, suggesting quitting 
smoking may be beneficial for reducing dementia 
risk. Smoking may affect dementia risk via its 
negative effects on the cardiovascular system, 
increased oxidative stress, atherosclerosis and 
inflammation. 
 
Untreated hypertension (high blood pressure) 
increases risk for vascular disease, stroke, and 
related cognitive impairment. Hypertension in 
midlife may also be associated with an increased 
risk of Alzheimer’s disease, however, 
hypertension in old age is not. Hypertension may 
contribute to both vascular damage in the brain 
and Alzheimer’s disease pathology, both of which 
in turn contribute to cognitive impairment. 
Treatment of midlife hypertension has been 
found to reduce dementia risk. 
 
Untreated high total cholesterol at midlife is 
associated with an increased risk of developing 
dementia, especially Alzheimer’s disease. 
Cholesterol levels may decline in the preclinical 
stages of Alzheimer’s disease, so late-life high 
cholesterol is not associated with increased risk. 
Treatment of high cholesterol with statins has 

been associated with reduced risk of dementia in 
several studies. High midlife cholesterol levels 
may accelerate the protein accumulations of 
Alzheimer’s disease and contribute to vascular 
disease, especially atherosclerosis, both of which 
can contribute to cognitive impairment. 
 
Type 2 diabetes and pre-diabetes syndromes 
such as insulin resistance appear to be risk 
factors for cognitive impairment and dementia. 
Few studies have examined the effect of 
treatment of diabetes on dementia risk and the 
results are mixed. Prevention of diabetes, 
through early screening for glucose tolerance and 
insulin resistance and lifestyle modifications for 
those at risk, could reduce the incidence of mild 
cognitive impairment and dementia. Insulin 
resistance and diabetes may accelerate the 
protein accumulations of Alzheimer’s disease and 
contribute to cerebrovascular disease. 
 
YOUR BRAIN MATTERS: A GUIDE TO 
HEALTHY HEARTS AND MINDS 
 
Of the factors that evidence indicates are 
associated with brain health and dementia risk, 
the ten health and lifestyle factors highlighted 
here are the most amenable to modification. 
They form the basis of Your Brain Matters, a new 
program from Alzheimer’s Australia designed to 
raise awareness that cognitive decline is not an 
inevitable part of ageing, that everyone can do 
something to reduce their risk, and that 
preventative strategies are critical at midlife. 
 
The evidence base for this program indicates that 
a life-course approach to dementia prevention 
will reap the most benefit. Many of the 
associations with late life dementia risk are 
strongest when the risk factor is measured at 
midlife. Brain pathology that causes dementia 
likely develops gradually from midlife and 
evidence is emerging that modifiable factors 
influence this pathology. Taken together, there is 
compelling evidence to suggest lifestyle and 
medical interventions in midlife can slow down 
the progression of brain disease and resultant 
cognitive decline. 
 
Some experts cautiously suggest there is not yet 
enough evidence to make firm recommendations, 
but there is consensus that long standing 
preventative approaches that are good for the 
heart will also be good for the brain, and that 
raising awareness of this is important. 
 
Alzheimer’s Australia’s vision is for a society 
committed to the prevention of dementia, while 
valuing and supporting people living with 
dementia. An active, healthy lifestyle and 
effective treatment of cardiovascular risk factors 
may also benefit people diagnosed with 
dementia, helping to slow cognitive decline. 
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Your Brain Matters: A guide to healthy hearts and 
minds provides Australians with three key 
messages that encourage a holistic approach to 
looking after your brain, body and heart at all 
ages: 
 

 
 Keeping your brain active matters 
 Being fit and healthy matters 
 Looking after your heart matters 

 

 
 
The table below summarises Your Brain Matters. For more information, visit yourbrainmatters.org.au. 
 

Health or lifestyle 
factor 

Risk for cognitive decline and dementia 

BRAIN  

Mental activity Higher mental stimulation through education, occupation or leisure is associated 
with lower risk. 

Social activity Higher social interaction in late life is associated with lower risk. 

BODY  

Diet * Findings for individual nutrients are inconsistent. Higher intakes of fruits and 
vegetables and fish seem to be associated with lower risk. 

Physical activity Regular physical exercise at all ages is associated with lower risk. 

HEART  

Blood pressure Untreated midlife high blood pressure is associated with increased risk. 

Cholesterol Untreated midlife high cholesterol is associated with increased risk. 

Diabetes Type 2 diabetes is associated with increased risk. 

Smoking Current smoking is associated with increased risk, former smoking is not. 

Weight Midlife obesity and underweight are associated with increased risk. 

 
* Moderate alcohol consumption is associated with lower risk, but comes with a warning – alcohol 
consumption can cause other health problems. 
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1. INTRODUCTION 
 
In September 2012, Alzheimer's Australia 
launches its new brain health and dementia risk 
reduction program, Your Brain Matters: A guide 
to healthy hearts and minds. This community 
program aims to educate Australians about the 
lifestyle and health factors that could help them 
maintain brain health into old age and reduce 
their risk of dementia. There is compelling 
evidence that a healthy, mentally stimulating and 
physically active lifestyle and prevention or 
control of cardiovascular risk factors are 
associated with better cognitive function and 
lower dementia risk. Nonetheless, it is important 
that there is increased investment in dementia 
research to further build the evidence base. This 
paper outlines current evidence and research 
directions. 
 
 
1.1 COGNITIVE IMPAIRMENT AND DEMENTIA 
 
Dementia is an umbrella term, used to describe a 
syndrome that can have many different causes. 
The syndrome is characterised by gradual 
decline in cognitive abilities and neuropsychiatric 
symptoms. The causes are most commonly brain 
disease including Alzheimer’s disease, Lewy 
body disease, cerebrovascular disease and 
frontotemporal lobar degeneration. These 
diseases begin to damage the brain many years 
before symptoms become apparent and cause a 
progressive decline in functioning as more of the 
brain is damaged. In new diagnostic criteria to be 
published in 2013, the term dementia will be 
replaced by ‘major neurocognitive disorder’ to 
reflect the severity of cognitive impairment at this 
stage of disease [1]. 
 
Because conditions such as Alzheimer’s disease 
have a gradual onset, many affected people 
begin to experience cognitive problems that are 
not severe enough to significantly interfere with 
daily functioning, and so do not meet criteria for 
dementia. This is currently termed mild cognitive 
impairment (MCI) or cognitive impairment – no 
dementia (CIND). In the new diagnostic criteria to 
be published in 2013, these terms will be 
replaced by ‘minor neurocognitive disorder’ [1]. 
Criteria specifically for Alzheimer’s disease label 
this stage as prodromal Alzheimer’s disease [2]. 
 
There is also an initial stage of disease in which 
cognitive function remains normal. In this earliest 
stage, pathology begins to build up in the brain, 
but is not yet sufficient to cause any changes in 
brain function. New neuroimaging techniques and 
measures of proteins in cerebrospinal fluid allow 
this preclinical phase to be detected for 
Alzheimer’s disease. It is this preclinical stage 

that future therapies may target, to stop the 
disease before it affects cognitive function. Even 
therapies that could slow down the progression of 
the pathology and its effects on function would be 
enormously beneficial. 
 
Such therapies do not yet exist and drug 
discovery research and clinical trials are 
continuing. In the meantime, there is much 
community interest in what other strategies might 
help people to avoid or at least slow down 
cognitive decline and dementia, and much 
research is happening in this area. The available 
evidence supports the potential of healthy active 
lifestyles to reduce the risk of cognitive decline 
and dementia. 
 
 
1.2 WHY IS RISK REDUCTION IMPORTANT? 
 
It is estimated that almost 280,000 Australians 
currently live with dementia. Without a significant 
medical breakthrough, that is expected to soar to 
almost 1 million by 2050 [3]. There are many 
more older people with some degree of cognitive 
impairment impacting on their lives [4]. Cognitive 
impairment and dementia already place 
significant burden on the health system and 
economy and this impact is set to rapidly 
increase as the population ages. 
 
While dementia remains incurable, preventative 
health approaches offer some hope of reducing 
this impact. Reducing dementia risk factors has 
the potential to reduce risk and delay onset of 
dementia for individuals, and reduce the 
incidence of dementia in the population. Barnes 
and Yaffe recently estimated that up to half of 
Alzheimer’s disease cases are potentially 
attributable to seven risk factors (diabetes, midlife 
hypertension, midlife obesity, depression, 
physical inactivity, smoking and cognitive 
inactivity) [5]. They further estimated that 3 
million cases of Alzheimer’s disease could be 
prevented worldwide by reducing by 25% the 
incidence of these risk factors. Another study 
estimated that a one year delay in the average 
age of onset of Alzheimer’s disease through 
preventive strategies would result in nearly 12 
million fewer cases worldwide by 2050 [6]. 
 
It is also estimated significant impacts can be 
achieved by modifying the risk factor profile in the 
Australian population. For example, a decline in 
the physical inactivity rate by 5% every 5 years 
would reduce dementia prevalence by 11% in 
2051 [7]. That equates to around 100,000 fewer 
Australians living with dementia, as a 
consequence of addressing just one risk factor. 
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Addressing health and lifestyle risk factors in 
those already living with cognitive decline or 
dementia may also be beneficial. Treatment of 
hypertension, high cholesterol, diabetes and 
depression, and maintaining cognitive, physical 
and social activities may help slow cognitive 
decline, or at least ensure cognitive impairment is 
not exacerbated [8]. 
 
While research into therapies that can stop the 
diseases that cause dementia continues, we can 
do something now to inform Australians about the 
potential benefits of risk reduction strategies. 
 
 
1.3 DEMENTIA RISK REDUCTION 
AWARENESS 
 
Despite a growing body of research evidence for 
lifestyle and health strategies that may reduce 
dementia risk, Australians have a low level of 
awareness of these strategies. A review of 
community surveys found that only 51% of 
Australians believed risk reduction is possible, 
while 20% believed nothing can be done to 
reduce dementia risk and the remainder were 
unsure [1]. When asked how risk could be 
reduced, or when presented with factors and 
asked which would reduce risk, mental activity 
was nominated by more people than any other 
strategy, followed by a healthy diet and physical 
exercise. However, the majority of people did not 
agree that reducing cardiovascular risk factors 
(smoking, high blood pressure and high 
cholesterol) could reduce dementia risk. 
 
Survey findings also revealed that few people are 
currently taking steps to reduce their dementia 
risk and many lack motivation to do so [9]. 
 
Evaluation of Alzheimer’s Australia’s Mind your 
Mind program (the predecessor to Your Brain 
Matters) revealed that providing information 
about dementia risk factors and risk reduction 
strategies, via community presentations or a 
website, was able to significantly increase 

people’s knowledge and their motivation to 
improve their brain health related behaviours 
[10,11]. 
 
 
1.4 YOUR BRAIN MATTERS 
 
Your Brain Matters: A guide to healthy hearts and 
minds is an Alzheimer’s Australia program that 
provides Australians with three key messages 
about the modifiable risk and protective factors 
for cognitive decline and dementia. 
 
 Keeping your brain active matters 
 Being fit and healthy matters 
 Looking after your heart matters 
 
The program aims to educate people that there is 
more to maintaining cognitive function than doing 
crossword puzzles, that in fact a holistic 
approach looking after their brain, body and heart 
will give them the best chance of cognitive health 
into old age. It also aims to raise awareness that 
what is good for the heart is good for the brain. 
The ‘Brain’ component of the program includes 
advice that those who are more mentally and 
socially active have better cognitive function and 
lower dementia risk. The ‘Body’ component 
provides advice that healthy choices related to 
alcohol consumption, diet and exercise are 
associated with better cognitive function and 
lower dementia risk. And the ‘Heart’ component 
encourages abstinence from smoking, 
maintaining a healthy weight, regular health 
checks and good control of diabetes, high blood 
pressure and high cholesterol to reduce the risk 
of vascular contributions to dementia. For more 
information about the program, visit 
yourbrainmatters.org.au.  
 
The evidence for the association of each of these 
modifiable lifestyle and health factors with brain 
health and dementia risk is summarised in this 
paper. 
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2. NON-MODIFIABLE RISK FACTORS FOR 
DEMENTIA 
 
2.1 AGE 
 
Older age is the most important risk factor for 
cognitive decline and dementia. The prevalence 
of dementia increases exponentially with age. 1 
in 30 Australians aged 70 to 74 are estimated to 
have dementia, increasing to 1 in 8 of those aged 
80 to 84 and 1 in 3 of those aged 90 to 94 [3]. 
 
Age is a risk factor that cannot be modified and 
has been referred to as ‘the elephant in the room’ 
[12]. Because the modifiable risk factors for 
dementia overlap with those of heart disease and 
other chronic illnesses, perhaps the assumed 
prevention of dementia through addressing 
lifestyle risk factors would be attenuated by 
increased survival of the population to older ages 
[12]. However, if addressing modifiable risk 
factors reduced the number of people developing 
dementia at all ages, there would be less people 
living with the illness even though they lived 
longer. 
 
Despite the important impact of age on the risk of 
developing dementia, research clearly indicates 
there are factors that protect older people from 
developing the illness. Older people with better 
vascular health, who have been more physically, 
mentally and socially active, who don’t smoke 
and who drink alcohol in moderation are 
significantly less likely on average to develop 
dementia. 
 
The modifiable lifestyle and medical risk factors 
for dementia are often conceptualised as 
delaying factors that postpone the onset of 
dementia [13,14]. A brain healthy lifestyle can 
build brain reserve, so that cognitive function 
remains intact for longer in the face of age-
related changes or brain disease. 
 
 
 
 
 

2.2 GENETICS 
 
The genetics of dementia is not fully understood, 
but genes are another non-modifiable risk factor. 
Only a small proportion of dementia cases are 
thought to be directly inherited and caused by 
identified individual gene mutations. The majority 
of dementia cases are sporadic and likely to 
result from a combination of genetic and 
environmental influences. 
 
In the rare familial form of Alzheimer’s disease, 
mutations in the amyloid precursor protein, the 
presenilin 1 and the presenilin 2 genes cause 
autosomal dominant transmission of the disease 
[15]. These genes account for perhaps 1% of 
Alzheimer’s cases. The onset of symptoms in 
familial Alzheimer’s is typically before age 60. 
 
In non-familial or sporadic Alzheimer’s, the 
apolipoprotein E (APOE) gene has been 
identified as a major risk factor [14]. The APOE 
ε4 allele increases risk while the ε2 allele 
appears to be protective. APOE ε4 may also 
increase the risk of cognitive impairment, 
vascular dementia and Lewy body disease. 
 
Familial frontotemporal dementia accounts for 
around 10-15% of all cases [16]. The majority of 
cases are sporadic. Of the familial forms, the 
MAPT (microtubule associated protein tau) and 
progranulin genes account for around 50% of 
cases. Mutations of the C9ORF72 gene have 
recently been implicated as a fairly common 
cause of frontotemporal dementia [17]. There 
also rare genetic forms of Lewy body disease, 
cerebrovascular disease and other causes of 
dementia. 
 
Genes obviously play an important role in the 
development of cognitive decline and dementia. 
However, only in a few cases can the cause be 
attributed solely to a genetic mutation. More 
research is needed to clarify the interactions 
between age, genes and environmental risk 
factors for dementia. 
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3. MODIFIABLE FACTORS – BRAIN  
 
3.1 MENTAL ACTIVITY 
 
Higher participation in mentally stimulating 
activities is associated with better cognitive 
function and reduced risk of cognitive 
decline and dementia. Those with a history of 
higher education, mentally demanding 
occupations or participation in mentally 
challenging leisure activities are consistently 
found to have a lower risk of developing 
dementia. 
 
3.1.1 Mental activity and dementia risk 
 
Reduced risk of cognitive decline and dementia 
appear to be associated with: 
 Higher levels of education 
 Mentally demanding occupations 
 More cognitively stimulating leisure activities 
 Higher intelligence 
 
Meta-analyses suggest reduced risk of dementia 
for those with high educational attainment 
compared to low, those with high occupational 
status compared to low, and those participating 
in more cognitively stimulating leisure activities 
compared to those participating in few such 
activities [18,19]. A dose-response relationship 
is also evident, such that dementia risk 
increases with decreasing levels of education for 
instance [19]. 
 
Importantly for older or retired people, increased 
complex mental activity in late life is associated 
with lower dementia risk independent of other 
predictors such as education [18].  
 
A recent French study found 18% of cases of 
mild cognitive impairment or dementia could be 
attributed to low crystallised intelligence [20], 
and a review found 19% of cases of Alzheimer’s 
disease could be attributed to low education [5]. 

In both cases, these markers of lower levels of 
mental activity during life accounted for more 
cases of cognitive impairment or dementia than 
any other risk factor, including the major genetic 
risk factor for Alzheimer’s disease. 
 
Brain training games and computer programs 
have not as yet been shown to reduce the risk of 
dementia [21]. 
 
3.1.2 Mental activity and the brain 
 
It is hypothesised that complex mental activity 
across the lifespan may reduce the risk or delay 
the onset of dementia by improving brain reserve 
[18,19]. Mental activity, challenge and learning 
stimulate the growth of new neurons and 
synapses [19]. High levels of complex mental 
activity across the lifespan were found to be 
correlated with a reduced rate of hippocampal 
atrophy [22]. Complex cognitive activity 
contributes to neurological brain reserve 
(increased synapses, neural numbers and brain 
volume) and behavioural brain reserve (flexible 
cognitive strategies). This reserve may allow 
normal cognitive function to continue for longer in 
the face of underlying degeneration such as in 
Alzheimer’s disease [19,23]. 
 
Recent findings that greater participation in 
cognitively stimulating activities in early and 
midlife is associated with reduced beta amyloid in 
the brain at late-life, as measured by positron 
emission tomography (PET) scans, suggest that 
higher levels of mental activity may also prevent 
or slow the onset and progression of Alzheimer’s 
disease [24]. Neural activity appears to regulate 
the secretion of beta amyloid, and individuals who 
participate in a variety of cognitively stimulating 
activities during the lifespan may develop more 
efficient neural processing that result in less beta 
amyloid deposition [24]. 
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3.2 SOCIAL ACTIVITY 
 
Being more socially active is associated with 
reduced risk of cognitive decline and 
dementia. This has been shown in several 
studies measuring social engagement in 
different ways. Combining social activity with 
mental and/or physical activity may provide 
even greater benefit in reducing the risk of 
developing dementia. 
 
3.2.1 Social activity and dementia risk 
 
A history of being more socially active is 
associated with reduced cognitive decline and 
risk of developing dementia, for levels of social 
activity measured in a number of different ways 
[14,25]. 
 
The association between social engagement and 
dementia risk has been shown by several 
studies, for example: 
 Participation in high numbers of different 

leisure activities was associated with a 38% 
lower risk of developing dementia in 1,772 
people over age 65 [26]. Activities included 
going to clubs, visiting friends or being 
visited, playing cards and community or 
volunteer work. 

 Larger social networks were associated with 
a 36% lower risk of dementia in 2,249 elderly 
women [27]. 

 Loneliness (perceived isolation) was 
associated with more than double the risk of 
developing dementia in 823 older persons 
[28]. Loneliness was also associated with 
worse cognition at baseline and more rapid 
cognitive decline during follow-up. 

 
 
 

Midlife social activity may also be related to lower 
dementia risk, and increasing social engagement 
in old age appears to be beneficial for cognition 
[25]. 
 
Research suggests that social activities that also 
involve mental stimulation and/or physical activity 
can provide even greater benefit. A study in 
Stockholm investigated mental, physical and 
social components of the leisure activities of 
people aged 75 years and older [29]. All three 
components were associated with a reduced risk 
of dementia after 6 years follow up. Combining 
components offered the greatest benefit, with 
those whose activities included higher levels of 
two or all three components having a 47% 
reduced risk of dementia. 
 
There remains the question of reverse causation 
because most studies in this area commence in 
old age, with participants who may already be 
developing dementia, which may lead to social 
withdrawal [14]. However, overall the evidence 
points in the direction of social engagement being 
protective for cognitive function. 
 
3.2.2 Social activity and the brain 
 
Social activity may benefit brain health and 
cognitive function through a number of 
mechanisms [14]. Social engagement has been 
found to have benefits for other health factors 
that are also related to cognitive functioning, such 
as vascular conditions and depression, and it 
may improve health behaviours such as 
maintaining physical exercise. Social activity may 
also contribute to brain reserve. Interacting with 
other people involves many cognitive functions. 
As with other mentally stimulating activity, this is 
believed to help build up a reserve of healthy 
neurons and synapses that may protect against 
cognitive decline and dementia. 
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4. MODIFIABLE FACTORS – BODY  
 
4.1 ALCOHOL 
 
Consumption of moderate amounts of alcohol 
has been associated with better cognitive 
function and reduced risk of dementia. 
However, excessive amounts over time may 
increase the risk. National guidelines 
recommend consuming no more than 2 
standard drinks a day. 
 
4.1.1 Alcohol and dementia risk 
 
Several studies have found that moderate alcohol 
consumption, compared to abstaining, is 
associated with a lower risk of cognitive decline, 
mild cognitive impairment, any dementia and 
Alzheimer’s disease [30]. There is insufficient 
evidence to promote alcohol consumption to non-
drinkers as a means of reducing dementia risk. 
However, there may be benefits for those 
currently using alcohol moderately. 
 
In a large study of 8,000 people in Rotterdam, 
followed up for an average of 7 years, there was 
a 45% lower risk of dementia in those who 
consumed 1-3 alcoholic drinks per day, 
compared to non-drinkers [31]. 
 
Three meta-analyses found reduced risks of 
around 30 to 40% for those drinking moderate 
levels of alcohol [32-34]. All found significant 
effects for any dementia and Alzheimer’s 
disease. Two also found a significant effect for 
vascular dementia [32,34]. 
 
However, excessive alcohol consumption can 
cause cognitive impairment and may increase the 
risk of dementia [30]. Very heavy drinking over 
time can cause alcohol-related dementia [35]. 
While meta-analyses failed to detect a significant 
association between heavy drinking and 
dementia risk [32,34], several observational 
studies have shown this association. For 
example, in a study of 554 twins in Finland, 
followed for 25 years, binge drinking at least 
monthly in midlife was associated with a more 

than 3-fold increase in the risk of dementia after 
the age of 65 years [36]. 
 
The upper limit of alcohol consumption that is 
safe for maintaining cognitive function has not 
been determined. Alcohol’s potential harmful 
effects for other medical conditions also need to 
be taken into consideration. The National Health 
and Medical Research Council’s Australian 
Guidelines to Reduce Health Risks from Drinking 
Alcohol recommend limiting alcohol intake to no 
more than 2 standard drinks on any day to 
reduce the risk of long term harm [37]. 
 
4.1.2 Alcohol and the brain 
 
The benefits of alcohol may be produced through 
its favourable effects on the cardiovascular 
system, although there may be other 
mechanisms. Moderate alcohol consumption may 
protect against cerebrovascular disease, which 
has been shown to contribute to cognitive 
impairment and clinical dementia. Alcohol 
appears to reduce inflammation, increase HDL 
(‘good’) cholesterol and inhibit blood clotting, all 
of which are thought to protect against vascular 
disease in the body and brain [30,35]. Increasing 
brain blood flow, increasing insulin sensitivity and 
antioxidant properties have also been implicated 
as contributing to alcohol’s protective effect 
[32,33]. 
 
Many alcoholic drinks contain antioxidants, which 
may help reduce oxidative damage in the ageing 
brain. Red wine is particularly rich in the 
antioxidant resveratrol, so many studies of 
alcohol’s effects on dementia risk have focused 
on wine consumption. However, the evidence to 
date does not support any one type of alcoholic 
drink being more protective than any other [30]. 
 
In contrast to the potential benefits of moderate 
alcohol consumption, there is evidence that 
heavy alcohol consumption can have neurotoxic 
effects and lead to brain damage [35]. Many 
chronic alcoholics demonstrate significant brain 
atrophy [35]. 
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4.3 DIET 
 
Diets low in saturated fat and high in fruits 
and vegetables have been associated with 
better brain function and reduced risk of 
dementia. While the benefits of specific 
nutrients are not yet clear, what is good for 
the heart seems to be also good for the brain. 
A healthy diet is likely to contribute to brain 
health and may reduce the risk of developing 
dementia. 
 
4.3.1 Diet, brain health and dementia risk 
 
Many individual nutrients have been studied for 
their potential benefits on cognitive health. More 
recently, dietary patterns most associated with 
reduced risk of dementia have been investigated. 
Dietary choices affect risk for cardiovascular 
disease, high blood pressure, diabetes, high 
cholesterol and obesity, all of which in turn are 
associated with increased risk of cognitive 
impairment and dementia. 
Several prospective studies have found that high 
intakes of saturated and transunsaturated 
(hydrogenated) fats are associated with 
increased risk of dementia, while higher intake of 
polyunsaturated and monounsaturated fats is 
associated with reduced risk of dementia [41]. 
 
The omega 3 fatty acids contained in fish oils are 
thought to reduce inflammation in the brain and 
promote the growth of new neurons. Results are 
conflicting as to whether omega 3 protects 
against dementia [42], but some studies have 
shown an association between higher fish 
consumption and lower dementia risk. 
 
Nutrients with antioxidant properties may help 
protect against oxidative damage, considered 
part of the pathology of Alzheimer’s disease and 
other forms of dementia. Prospective studies 
provide some evidence of lower dementia risk for 
higher intake of specific antioxidants, but results 
are conflicting [43]. A review of studies found no 
effect for vitamin C, and a potential beneficial 
effect for dietary vitamin E but not for vitamin E 
supplements [44]. Clinical trials of antioxidant 
supplements have failed to demonstrate benefits 
in terms of reducing risk of cognitive decline or 
dementia in the elderly, but this doesn’t rule out 
potential benefits of antioxidant strategies begun 
at earlier ages [43,44]. 

Deficiencies of B vitamins (folate, vitamin B6 and 
vitamin B12) and elevated homocysteine levels 
have been associated with increased risk of 
cognitive impairment, Alzheimer’s disease and 
vascular dementia [45]. Homocysteine is an 
amino acid, elevated levels of which are 
associated with increased risk of cardiovascular 
and cerebrovascular disease, and increased 
hippocampal atrophy [46]. 
 
Elevated homocysteine may also increase 
oxidative stress and the production of beta 
amyloid plaques in the brain [46]. Clinical trials in 
older adults have not shown that increasing B 
vitamin intake or using supplements reduces the 
risk of cognitive decline or dementia, however 
some trials demonstrated slowing of brain 
atrophy and improvement in some domains of 
cognitive function [45]. It is possible that if such 
supplements were begun in midlife, when chronic 
elevations in homocysteine could be prevented, 
they would be more beneficial, but further 
research is required to determine this [46]. 
 
Dietary patterns characterised by higher intake of 
fruits, vegetables, fish, nuts and legumes, and 
lower intake of meats, high fat dairy and sweets 
seem to be associated with lower risk of cognitive 
impairment and dementia [47]. Several studies 
have found a lower risk of dementia is associated 
with higher intake of fruit and vegetables and 
higher adherence to the Mediterranean diet [43]. 
One study of 1433 older people determined that 
6.5% of cases of mild cognitive impairment or 
dementia may be attributable to low fruit and 
vegetable consumption [20]. Another recent 
study found an 88% lower risk of any dementia 
and 92% lower risk of Alzheimer’s disease in 
those with an overall healthy diet at midlife, 
compared to those with an unhealthy diet [48].  
 
There is insufficient evidence to promote specific 
foods for reducing dementia risk, although fish 
and fruits and vegetables show promising 
benefits. The Australian Dietary Guidelines 
recommend avoiding saturated fat and eating 
plenty of fruits and vegetables [49]. This general 
healthy diet is likely to help reduce the risk of 
cognitive decline and dementia, in addition to 
cardiovascular disease and other conditions. 
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4.4 PHYSICAL ACTIVITY 
 
Regular physical exercise is associated with 
better brain function and reduced risk of 
cognitive decline and dementia. This has 
been shown in many studies for exercise 
undertaken in midlife and in late-life. Even 
simple exercise like walking has been shown 
to be beneficial. 
 
4.4.1 Physical activity, cognitive decline and 
dementia risk 
 
There is growing evidence that regular physical 
activity throughout life may protect against 
cognitive decline and dementia in old age. 
However, there is wide variability in the way 
studies measure physical activity and cognitive 
function, and recent reviews have concluded that 
the quality of evidence is low and further 
research is needed to determine the optimal type, 
frequency, duration and intensity of exercise to 
preserve cognitive function [50,51]. Nevertheless, 
it was recently estimated that 13% of cases of 
Alzheimer’s disease are potentially attributable to 
physical inactivity [5]. 
 
Several studies have found that older people who 
exercise regularly are less likely to experience 
cognitive decline or develop dementia. A meta-
analysis of prospective studies found that high 
levels of physical activity were associated with 
38% lower risk of cognitive decline in older 
people without dementia [51]. Even low to 
moderate levels of physical activity were 
associated with 35% lower risk of cognitive 
decline, compared to those who were sedentary. 
A meta-analysis investigating dementia as the 
outcome found a 28% reduced risk of any 
dementia and 45% reduced risk of Alzheimer’s 
disease for those in the highest physical activity 
category compared to the lowest [52]. 
 
Trials of exercise interventions are also providing 
promising results. In a randomised controlled trial 
of people aged 50 and over with subjective 
memory impairment, a 6 month program of 
physical activity resulted in improved cognition at 
the end of the trial and after 18 months follow up 
[53]. 
 

Regular exercise during midlife may also protect 
against later developing dementia. In one study, 
exercising at least twice a week at midlife was 
associated with a 52% reduced risk of dementia 
at age 65-79 [54]. 
 
4.4.2 Physical activity and the brain 
 
Several mechanisms have been proposed to 
explain the association between physical 
inactivity and cognitive decline [51,55,56]. 
 Physical activity helps maintain blood flow to 

the brain and the necessary supply of oxygen 
and nutrients. 

 Physical activity reduces the risk of 
cardiovascular disease, obesity, diabetes, 
high blood pressure high cholesterol and 
cerebrovascular disease. These conditions 
are all associated with increased risk and 
severity of cognitive decline and dementia. 

 Inactivity is associated with higher levels of 
inflammatory markers including C-reactive 
protein. Inflammation in the brain is 
associated with the pathological changes that 
cause cognitive decline and dementia. 

 Physical activity appears to stimulate the 
growth of new neurons and synapses. 

 
Neuroimaging studies have revealed that higher 
levels of physical activity and related better 
cognitive function are associated with larger brain 
volume, including hippocampal volume, and 
increased connectivity between brain regions 
[50]. Physical activity is also associated with 
increased levels of brain-derived neurotrophic 
factor (BDNF) [50], which is involved in 
supporting the survival of existing neurons, the 
growth of new neurons and synapses, and 
learning and memory. 
 
Regular physical exercise provides a range of 
health benefits. The evidence supporting the 
beneficial effects of physical activity on brain 
health provides yet more reasons to encourage 
regular physical activity among people of all 
ages. The National Physical Activity Guidelines 
outline the minimum levels of physical activity 
required to gain a health benefit and ways to 
incorporate physical activity into everyday life 
[57]. 
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5. MODIFIABLE FACTORS – HEART  
 
5.1 BLOOD PRESSURE 
 
High blood pressure (hypertension), 
especially at midlife, is associated with an 
increased risk of developing dementia. 
Treatment of hypertension has been found to 
reduce the risk of cognitive decline and 
dementia in several studies, but this may be 
age dependent. 
 
5.1.1 Blood pressure and dementia risk 
 
Hypertension is a risk factor for cerebrovascular 
disease, stroke, cognitive impairment and 
vascular dementia. Hypertension in midlife may 
also be associated with an increased risk of 
Alzheimer’s disease, however, hypertension in 
old age is not [58-60]. A recent review 
determined that 5% of cases of Alzheimer’s 
disease may be attributable to midlife 
hypertension [5]. 
 
Blood pressure may decline in the preclinical 
stage of Alzheimer’s such that low blood 
pressure in late-life may be associated with 
increased incidence [58-60]. Although, low blood 
pressure may also result in inadequate brain 
blood flow and contribute to cognitive impairment. 
While hypertension in old age does not seem to 
be associated with increased risk of Alzheimer’s 
disease, it has been associated with increased 
risk of cognitive impairment [61]. 
 
The results of clinical trials investigating whether 
treatment with antihypertensive medications 
reduces dementia risk in the elderly have been 
mixed [62]. However, treatment of hypertension 
in early old age has been identified in some 
studies to reduce the risk of cognitive decline and 
dementia. In a 4 year study of 2,400 patients, 
treatment reduced the risk of dementia by 55% 
[63]. 
 
Studies assessing long term use of 
antihypertensives from midlife show a cumulative 
reduction in risk of dementia for each year of 
treatment [58,64]. A study that followed 
hypertensive men from midlife found that for each 
additional year of treatment there was a further 
reduction in the risk of dementia [64]. Those 
treated for more than 12 years had a 60% 
reduced risk of any dementia and 65% reduced 
risk of Alzheimer’s disease compared to those 
never treated. The risk after 12 years of 
treatment was similar to those with normal blood 
pressure [64]. 
 
 

5.1.2 High blood pressure and the brain 
 
Hypertension may contribute to both 
cerebrovascular pathology and Alzheimer’s 
disease pathology [65]. Hypertension may lead to 
dysfunction of the blood vessel lining, mini-
strokes and major stroke. Blood vessel changes 
could also affect the vascular clearance of beta 
amyloid and exacerbate Alzheimer’s disease 
pathology [60,65]. 
 
Cerebrovascular pathology is common in older 
adults, is itself associated with cognitive 
impairment, and often coexists with Alzheimer’s 
disease pathology. Also, for a given level of 
Alzheimer’s pathology, the probability of 
manifesting Alzheimer’s dementia is increased by 
the coexistence of cerebrovascular pathology 
[60,65]. 
 
Hypertension is correlated with higher levels of 
neurofibrillary tangles and amyloid plaques in the 
brain (the pathological hallmarks of Alzheimer’s 
disease). This may be related to findings that 
damage due to restricted blood flow may 
increase beta amyloid production or reduce its 
clearance from the brain [60,65]. Hypertension 
and cerebrovascular disease have also been 
associated with greater hippocampal and cortical 
atrophy, which may be related to loss of neurons 
caused by vascular disease [60,65]. 
 
 
5.2 BODY WEIGHT 
 
Obesity at midlife is associated with an 
increased risk of developing dementia, 
including Alzheimer’s disease. Weight 
reduction has not as yet been shown to 
reduce the risk of dementia. In old age, those 
who are underweight or are losing weight are 
found to be at increased risk of dementia. 
 
5.2.1 Body weight and dementia risk 
 
Obesity, particularly central obesity, at midlife is 
associated with increased risk of later developing 
dementia [38,39]. Midlife obesity has been 
estimated to account for 2% of cases of 
Alzheimer’s disease [5]. Whether midlife weight 
loss for those who are obese can reduce the risk 
of late life dementia has not yet been determined. 
Although, there is clinical trial evidence that 
weight loss lowers blood pressure, improves 
blood lipids and insulin resistance, and positively 
affects other factors associated with 
cardiovascular and dementia risk. 
 



 

 10 

Reviews of observational studies found that in 
midlife [39] and early old age (65 to 75 years) 
[38], there is a U-shaped relationship between 
BMI and dementia risk, with increased risk found 
for those who are underweight (BMI < 18.5) as 
well as those who are obese (BMI > 30). A meta-
analysis found that compared to healthy BMI 
(18.5 – 25), obese and underweight BMI in 
midlife are associated with approximately double 
the risk of late life dementia, while overweight 
BMI (25 – 30) increases risk by around one-third 
[39]. 
 
In late life (after 75 years), lower BMI and weight 
loss have been associated with an increased risk 
of dementia [38]. Weight loss may precede 
dementia onset by more than 10 years. A recent 
study of older Australian men found a reduced 
risk of dementia for those in the overweight BMI 
range and no increase in dementia risk for those 
in the obese range [40]. 
 
A recent review summarised the findings of the 
complex relationship between weight and 
dementia across the lifespan as follows [38]: 
 central obesity in middle age predicts 

dementia in old age 
 the relation between obesity and dementia is 

attenuated with older age 
 lower BMI predicts dementia in the elderly 
 weight loss may precede dementia diagnosis 

by decades 
 
5.2.2 Body weight and the brain 
 
There are a number of potential mechanisms by 
which obesity may affect the brain and increase 
dementia risk [38]. Insulin resistance and excess 
insulin can result from obesity and may play a 
role in reducing beta amyloid clearance from the 
brain, increasing the risk of Alzheimer’s disease. 
Adipose tissue produces proteins and hormones 
that are related to excess insulin and 
inflammation that in turn have effects on the 
brain. Obesity is also associated with increased 
risk for high blood pressure, diabetes, 
cardiovascular disease and cerebrovascular 
disease, which affect brain health and increase 
the risk of dementia. 
 
 
 
 
 
 
 
 
 
 
 
 
 

5.3 CHOLESTEROL 
 
High blood total cholesterol, especially at 
midlife, is associated with an increased risk 
of developing dementia, especially 
Alzheimer’s disease. Treatment with statins 
has been found to be associated with reduced 
risk of dementia in several studies, but there 
are some conflicting findings. 
 
5.3.1 Cholesterol and dementia risk 
 
Reviews of studies in this area have concluded 
that high midlife total serum cholesterol is 
associated with an increased risk of any 
dementia and of Alzheimer’s disease [66,67]. 
While there are some studies that have not found 
this association, the majority of studies and meta-
analyses show that high midlife cholesterol 
increases the risk of later developing dementia by 
around 2 times. 
 
A meta-analysis of studies measuring cholesterol 
at late-life and following participants over a few 
years found no association between late life 
cholesterol and dementia risk [67]. Another study 
found that a decrease in cholesterol level from 
midlife to late life was associated with an 
increased risk of Alzheimer’s disease [68]. 
Cholesterol levels may decline in the preclinical 
stages of Alzheimer’s [66,67]. 
 
Several studies have shown reduced risk of 
dementia in those treated with statins [69], but a 
meta-analysis found only a small non-significant 
benefit [70]. It may be that treatment of midlife 
high cholesterol with statins is most beneficial, 
but this has not been examined. 
 
5.3.2 Cholesterol and the brain 
 
Cholesterol plays an essential role in healthy 
brain function [69]. However, some studies 
suggest increased total cholesterol levels are 
involved in the development of Alzheimer’s 
disease [70]. High cholesterol levels may 
accelerate the production of beta amyloid [69,70]. 
Autopsy findings indicate that lower midlife total 
cholesterol is associated with a lower number of 
plaques and tangles [66]. Higher levels of HDL 
(‘good’) cholesterol are associated with larger 
hippocampal volume and reduced risk of 
cognitive impairment and Alzheimer’s disease 
[69]. 
 
Impacts of high total cholesterol levels on 
oxidative stress and on the vascular system may 
also contribute to dementia [69,70]. Untreated 
high total cholesterol can lead to atherosclerosis 
and cerebrovascular disease. 
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5.4 DIABETES 
 
Diabetes is associated with an increased risk 
of developing mild cognitive impairment and 
dementia, including Alzheimer’s disease and 
vascular dementia. The ability of treatment of 
diabetes to reduce dementia risk has not 
been established. 
 
5.4.1 Diabetes and dementia risk 
 
Diabetes, especially type 2, and pre-diabetes 
syndromes appear to be risk factors for cognitive 
impairment and dementia. A recent review 
concluded that type 2 diabetes is associated with 
increased risk of Alzheimer’s disease and 
vascular dementia [71]. Another review reported 
meta-analyses that found diabetes was 
associated with a 47% increased risk of any 
dementia, a 39% increased risk of Alzheimer’s 
disease, and a 138% increased risk of vascular 
dementia [72]. 
 
Diabetes has also been associated with greater 
risk for poorer cognitive function and cognitive 
decline in several studies [14,72]. Global 
cognitive function and executive function have 
been shown to be affected by diabetes. 
 
Few studies have examined the effect of 
treatment of diabetes on dementia risk and the 
results are mixed [72,73]. The effect of the 
duration of diabetes on dementia risk has also 
not been established, however longer duration 
and greater severity have been associated with 
increased risk of cognitive decline [14,72]. 
Prevention of diabetes, through early screening 
for glucose tolerance and insulin resistance and 
lifestyle modifications for those at risk, could 
reduce the incidence of mild cognitive impairment 
and dementia by 5% according to one study [20]. 
Another recent review determined that 2% of 
cases of Alzheimer’s disease could be attributed 
to diabetes [5]. 
 
5.4.2 Diabetes and the brain 
 
Diabetes is a disorder characterised by 
deficiencies in insulin production, response to 
insulin, or both. Insulin resistance, impaired 
insulin secretion, excess insulin and glucose 
intolerance have also been associated with 
increased risk of cognitive impairment and 
dementia [14]. The mechanisms underpinning the 
association between diabetes and dementia risk 
are unclear. Multiple processes may be involved, 
such as the effects of insulin resistance, vascular 
disease, oxidative stress and inflammation [71-
73]. 
 
Insulin-degrading enzyme is involved in the 
clearance of beta amyloid from the brain, which 
may be reduced by excess insulin thus 

increasing the formation of plaques and the risk 
of Alzheimer’s disease [72,73]. Diabetes and pre-
diabetes syndromes can lead to cerebrovascular 
disease and are associated with inflammation 
and oxidative stress, thereby increasing the risk 
of dementia [14,72,73]. 
 
 
5.5 SMOKING 
 
Smoking is associated with an increased risk 
of dementia, including Alzheimer’s disease. 
 
5.5.1 Smoking and dementia risk 
 
Smoking has been demonstrated to be a risk 
factor for dementia. Two recent meta-analyses 
concluded that current smokers have an 
increased risk of any dementia, Alzheimer’s 
disease, vascular dementia and cognitive decline 
compared to non-smokers [74,75]. Another 
review found that 14% of Alzheimer’s disease 
cases may be attributed to smoking [5]. 
 
Former smokers were not found to be at 
increased risk compared to never-smokers, 
suggesting quitting smoking may be beneficial for 
dementia risk [74,75]. 
 
Smoking at midlife has also been associated with 
an increased risk of dementia decades later. A 
prospective study involving over 21,000 people 
found those smoking more than 2 packs a day at 
midlife had more than 2.5 the risk of Alzheimer’s 
disease and vascular dementia compared to non-
smokers [76]. 
 
A recent study examined the association 
between a history of heavy alcohol use and 
smoking and age of disease onset in 685 people 
with Alzheimer's disease. Heavy smoking 
(defined as one pack per day or more) was 
associated with a 2-3 year earlier onset of 
Alzheimer’s disease [77]. 
 
The adverse health effects of exposure to 
secondhand smoke are similar to those of active 
smoking. There is some evidence that passive 
smoking may also be associated with increased 
risk of cognitive impairment and dementia [78]. 
 
5.5.2 Smoking and the brain 
 
Smoking is associated with increased risk for 
cardiovascular and cerebrovascular disease and 
stroke, and with increased oxidative stress, 
atherosclerosis and inflammation. Smoking may 
affect dementia risk via its negative effects on the 
cardiovascular system, increasing risk for both 
Alzheimer’s disease and vascular dementia. 
Smoking may also interact with other 
cardiovascular risk factors in an additive manner 
[74,75].
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6. OTHER POTENTIALLY  
     MODIFIABLE FACTORS 
 
6.1 DEPRESSION 
 
People with a history of depression or high 
depressive symptoms appear to have, on 
average, a higher risk of developing 
dementia. Evidence suggests that treatment 
with antidepressants improves cognition in 
people with depression, but it is not known if 
treatment prevents dementia. 
 
6.1.1 Depression and dementia 
 
A history of depression has been associated with 
an increased risk of Alzheimer’s disease and any 
dementia in several studies [14,79]. Some 
studies, however, have failed to replicate this 
finding. 
 
In a study of 1,953 people with Alzheimer’s 
disease, depressive symptoms before dementia 
onset were twice as common as in controls [80]. 
It may be that early awareness of cognitive 
decline contributes to depression, but it seems 
that this does not fully explain the association. A 
review of epidemiological studies reported a 
history of depression was associated with around 
double the risk of Alzheimer’s disease [81]. 
 
A recent French study of 1433 older people found 
that elimination of depression from the elderly 
population would lead to a 10.3% reduction in 
cases of mild cognitive impairment and dementia 
[20]. Another study likewise concluded that 
around 10% of cases of Alzheimer’s disease may 
be attributable to depression [5]. 
 
It is well known that people with depression, 
especially older adults, have reduced cognitive 
performance and that many people with dementia 
also have depression. It is therefore difficult to 
determine whether depression is a risk factor for 
dementia or whether it is a prodromal symptom 
or both [14,79].  A review of studies found that 
the interval between diagnoses of depression 

and Alzheimer’s disease was positively related to 
increased risk of developing Alzheimer’s, 
suggesting that depression is likely a risk factor 
[81]. 
 
Other mental disorders may also be associated 
with increased dementia risk. In a recent study of 
predominantly male war veterans, those 
diagnosed with post-traumatic stress disorder 
(PTSD) were at nearly twice the risk of 
developing dementia compared with those 
without PTSD [82]. 
 
6.1.2 Depression and the brain 
 
Depression is associated with elevated cortisol 
production, which may directly damage the 
hippocampus and increase the risk of dementia 
[20,79]. Conversely, depression may arise 
secondary to dementia due to frontostriatal 
damage from cerebrovascular or Alzheimer’s 
pathology [14,79]. Recent studies have also 
suggested that people with depression have 
enhanced deposition of beta amyloid plaques 
[79]. Depression has been associated with 
inflammation and vascular changes in the brain, 
which may also contribute to cognitive 
impairment and dementia [5,14]. 
 
The treatment of depression seems to improve 
cognitive function, but it may not return cognition 
to normal levels even when the depression is in 
remission [14,79]. Whether the treatment of 
depression decreases the risk of dementia 
among people with depressive symptoms has not 
yet been studied, but it is clearly important to 
identify and treat depression. Treating depression 
may slow functional loss in those with cognitive 
impairment and preventing new episodes of 
depression may be a useful preventative 
approach to dementia [20,83]. 
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6.2 HEAD INJURY 
 
Serious head injury, with loss of 
consciousness, is associated with an 
increased risk of subsequent cognitive 
decline and dementia. 
 
6.2.1 Head injury and dementia 
 
Several studies have examined the association 
between head injury and risk of dementia in late-
life. Head injury has been shown to increase the 
risk of cognitive decline, dementia and 
Alzheimer’s disease [14]. The association may be 
mediated by the severity of head injury, whether 
loss of consciousness occurs, the time between 
head injury and dementia onset and genetic 
factors [14]. 
 
Long term follow up of US World War II veterans 
who were admitted to hospital during service 
showed that those who had suffered a head 
injury with loss of consciousness had an 
increased risk of subsequently developing 
Alzheimer’s disease compared to those admitted 
for other reasons [84]. Those with moderate head 
injuries had 2.3 times the risk and those with 
severe head injuries had 4.5 times the risk. 
 

A meta-analysis of studies found a 58% 
increased risk of Alzheimer’s disease for those 
with a history of serious head injury [85]. The 
association was found to be significant only in 
males (possibly because they make up the 
majority of study participants). A more recent 
review concluded that moderate and severe head 
injuries increase the risk of dementia by 2 to 4 
times [86]. 
 
Multiple mild head traumas as experienced by 
boxers are associated with a high risk of chronic 
traumatic encephalopathy (CTE), a type of 
dementia with distinct clinical and pathological 
features [86]. Recent research suggests that CTE 
may also be common in football players and 
military personnel. However, it is less clear 
whether repeated mild injuries such as brief 
concussions result in increased risk of the more 
common forms of dementia including Alzheimer’s 
disease [86].  
 
Several mechanisms have been proposed to 
explain the association between head injury and 
increased dementia risk. Damage to the blood 
brain barrier, increased oxidative stress, neuronal 
loss, increased enzyme activity leading to 
increased beta-amyloid deposition and increased 
tau pathology have all been implicated [14]. 
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7. MYTHS, CONTROVERSIES  
     AND POSSIBILITIES 
 
7.1 ALUMINIUM 
 
Excessive aluminium exposure is neurotoxic and 
may cause cognitive impairment. In the 
Camelford water incident, which occurred in 1988 
in the UK, 20 tonnes of aluminium sulphate 
contaminated a town’s drinking supply and 
exposed people were reported to have 
subsequently suffered cognitive deficits, but not 
increased rates of dementia [87]. However, the 
methodology of this study was criticised, and a 
2005 inquiry concluded it is unlikely the incident 
caused any long term health effects [88]. 
 
Aluminium is the third most common element on 
earth and we are exposed to it from many 
environmental sources including in water, 
cooking utensils, polluted air and deodorants. 
Some studies have found higher levels of 
aluminium in drinking water, or measured in 
blood samples, are associated with an increased 
incidence of dementia, but many studies have 
failed to show any association. A recent review 
concluded there is only weak evidence that a 
higher risk of Alzheimer’s disease is associated 
with high aluminium intake through drinking water 
[89]. It is likely only abnormally high levels pose 
any risk and there is no danger from the typical 
levels of aluminium in the environment, cooking 
utensils or deodorants. 
 
No trials have yet looked at whether there are 
potential benefits of reducing aluminium intake, 
and at this stage there is no evidence to support 
avoidance of aluminium to prevent dementia. 
 
 
7.2 CAFFEINE 
 
Some studies of coffee and tea consumption 
suggest a possible protective effect for caffeine. 
A small study in Portugal found those with 
Alzheimer’s disease had a lower average 
caffeine intake over the previous 20 years 
compared to healthy controls (74mg per day 
compared to 200mg per day) [90]. A more recent 
study in 7017 French people over 65 found that 
women who drank 3 or more cups of coffee per 
day showed less cognitive decline over 4 years 
than those consuming 1 cup or less [91]. 
However, no association was found between 
caffeine consumption and cognitive decline in 
men, or between caffeine intake and risk of 
dementia for either gender. 

Another study however did find an association 
between higher caffeine consumption and lower 
dementia risk [92]. 
 
The potential beneficial effects of caffeine may be 
through mechanisms that reduce beta amyloid 
production or increase the level of brain proteins 
important for learning and memory such as brain 
derived neurotrophic factor (BDNF) [14]. 
 
At this stage increasing caffeine intake, which 
may cause other health problems, with the aim of 
reducing dementia risk cannot be recommended. 
 
 
7.3 GENERAL ANAESTHESIA 
 
Long-term cognitive problems have been 
reported in older adults following surgery with 
general anaesthesia, suggesting that exposure to 
anaesthesia may increase the risk of cognitive 
impairment and dementia [14]. Some animal and 
laboratory studies suggest that anaesthetic 
agents can increase the production and 
aggregation of beta amyloid, increasing the risk 
of Alzheimer’s disease [93]. However, findings 
from human studies do not support an 
association [14,93]. A few studies suggest a 
possible increased risk of dementia after surgery 
with general anaesthetic, while others show no 
association, and some suggest a reduced risk of 
dementia with a history of exposure to 
anaesthesia. Studies also show that the type of 
surgery (major or minor) and type of anaesthesia 
(general or regional) make no difference to the 
long-term cognitive outcomes for older patients 
[93]. 
 
A meeting of international experts in 2009 
concluded that there is not enough evidence to 
avoid the use of anaesthesia on the basis that it 
might lead to Alzheimer’s disease [93]. 
 
Postoperative cognitive dysfunction (POCD) is 
the term used to describe cognitive problems 
following surgery. We now know that POCD 
occurs in the elderly not only after major surgery, 
but even after minor procedures with sedation 
[93]. This may represent an unmasking of 
cognitive impairment that was developing 
anyway, due to underlying brain disease such as 
Alzheimer’s, rather than any causal link with the 
anaesthetic or surgery. 
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At present, there is scarce information on 
whether anaesthesia and surgery can exacerbate 
existing Alzheimer’s disease, dementia or mild 
cognitive impairment [93]. This possibility though 
suggests that non-urgent surgery should be 
carefully considered for people with these 
conditions. 
 
More research is needed to determine the long-
term impacts of anaesthetic agents on the brain 
and cognitive function. 
 
 
7.4 GINKGO BILOBA 
 
Ginkgo biloba is a tree, native to China. Extracts 
of ginkgo leaves are believed to have antioxidant 
properties and effects on neurotransmitters, and 
to increase brain blood flow, and are marketed as 
enhancers of memory and concentration. 
However, clinical trials of ginkgo’s efficacy as a 
cognitive enhancer have produced inconsistent 
findings. 
 
Several clinical trials have investigated ginkgo as 
a potential treatment for cognitive impairment, 
dementia or Alzheimer’s disease, but most have 
been small studies of short duration. A recent 
review found nine trials of six months duration 
including 2016 participants [94]. These trials 
showed inconsistent results for cognition, 
activities of daily living, mood, depression and 
carer burden. The reviewers concluded that there 
is no convincing evidence that ginkgo is effective 
as a treatment for cognitive impairment or 
dementia [94]. However, some studies have 
demonstrated beneficial effects, so further 
research is warranted. 
 
Fewer clinical trials have investigated ginkgo’s 
potential to prevent dementia. The largest study 
reported to date was a randomised clinical trial in 
3069 adults aged 75 and older, with normal 
cognitive function or mild cognitive impairment, 
followed up over 6 years. This study found ginkgo 
showed no benefit for reducing incidence of any 
dementia or Alzheimer’s disease [95]. 
 
In June 2011 an expert meeting "The Ageing 
Brain" took place in Amsterdam, The 
Netherlands. The aim was to discuss the 
available evidence on ginkgo and cognitive 
decline and Alzheimer's disease. The participants 
concluded that there is enough promising data, 
both preclinical and clinical, to undertake further 
research with gingko to target cognitive 
impairment in old age [96]. 
 
Adverse effects of ginkgo can include headache, 
gastrointestinal symptoms and allergic skin 
reactions. It can also increase bleeding, 
especially when used in combination with other 

agents that may increase bleeding, such as 
aspirin or warfarin. 
 
Based on the evidence to date, ginkgo biloba 
cannot be recommended for preventing or 
treating cognitive impairment or dementia, but 
research is continuing. 
 
 
7.5 INFLAMMATION AND ANTI-
INFLAMMATORY MEDICATIONS 
 
Inflammation is known to play a role in the 
pathological brain changes and brain cell death 
that cause dementia [14,97]. Therefore, studies 
have investigated whether inflammatory 
biomarkers are associated with increased risk of 
dementia, and the potential for anti-inflammatory 
drugs to reduce the risk. 
 
Levels of indicators of inflammation (including C-
reactive protein) can be measured in the blood. 
Findings from studies of whether elevated blood 
levels of inflammatory markers are associated 
with increased risk of cognitive decline or 
dementia have been inconsistent. A review 
concluded that these studies do not provide 
consistent support for an association between 
elevated inflammatory markers and risk for 
Alzheimer’s disease, but associations between 
higher levels of inflammatory markers and risk for 
any dementia are more suggestive, consistent 
with a reported link between inflammation and 
vascular dementia [97]. Part of the reason for the 
lack of a convincing association may be that 
inflammatory markers measured in blood may not 
accurately reflect inflammation in the brain. 
Future research may provide more clarity by 
measuring brain-specific markers of inflammation 
[97]. 
 
Observational studies have demonstrated 
support for a protective effect of non-steroidal 
anti-inflammatory drugs (NSAIDs), finding a 
history of use is associated with reduced risk of 
dementia [14,98]. In a meta-analysis of 9 studies, 
with over 13,000 people, the risk of Alzheimer’s 
disease amongst users of NSAIDs was 28% less 
than in non-users, and 73% less in those who 
had used such drugs for over 24 months [99]. 
However, randomised controlled trials have not 
found similar protective effects [14]. Possible 
reasons for the discrepancy include differences in 
the timing, type and dose of NSAID treatment 
[100]. One observational study reported a slower 
rate of cognitive decline when NSAID use began 
in midlife compared to late-life [101]. 
 
NSAIDs can have significant side effects and 
there is insufficient evidence to recommend their 
use for reducing dementia risk. 
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7.6 OESTROGEN AND HORMONE 
REPLACEMENT THERAPY 
 
Observational studies of postmenopausal 
hormone replacement therapy (HRT) suggest 
that it may reduce risk of cognitive decline and 
dementia [102,103]. The association appears 
strongest for Alzheimer’s disease [103]. 
However, results from a randomised controlled 
trial as part of the Women’s Health Initiative 
Memory Study reported no benefit to cognitive 
function or risk of mild cognitive impairment, and 
an increased risk of dementia [104]. The 
important difference in this study was that it 
involved women aged 65 years or older, whereas 
the observational studies investigated HRT use 
at middle age. HRT may still benefit cognitive 
health if started in women at and soon after 
menopause. A review concluded that early 
initiation of HRT at menopause may provide 
cognitive benefits, while HRT initiated in late life 
may have detrimental effects [105].  More 
conclusive evidence is needed before HRT can 
be recommended as a strategy to reduce the risk 
of cognitive impairment or dementia [14]. 
 
The brain has oestrogen receptors, and 
oestrogen affects brain blood flow and levels of 
neurotransmitters important for memory. 
Oestrogen has also been shown to have 
neuroprotective effects including stimulating the 
growth of new neurons and supporting neurons 
involved in learning and memory, and reducing 
the production of beta amyloid and protecting 
against its toxic effects [103]. Oestrogen may 
improve memory in women without cognitive 
problems but not all studies have confirmed this 
[106]. 
 
HRT should not be taken specifically to reduce 
the risk of dementia, but if it is needed to alleviate 
postmenopausal symptoms during midlife, it is 
unlikely to have any detrimental effects on 
women’s late life cognitive health. 
 
 
7.7 STRESS 
 
Studies of rats showed that extreme chronic 
stress may damage the hippocampus, a brain 
structure crucial for memory and learning [107]. 
This gave rise to a hypothesis that chronic stress 
and raised cortisol levels in humans may 
increase the risk of Alzheimer’s disease. 
However, this has not been supported by 
subsequent research. Smaller hippocampal 
volumes have been associated with poor 
cognitive function and increased risk of dementia 
[108]. But recent post-mortem studies have failed 
to find a relationship between chronic stress or 
cortisol levels and Alzheimer’s disease pathology 
in the brain or hippocampal atrophy 
[107,109,110]. In addition, recent animal studies 

have failed to find substantial neuronal loss in the 
hippocampus following exposure to chronic 
stress. A recent review concluded that there are 
no convincing arguments to presume a causal 
role for cortisol in the development of Alzheimer’s 
disease pathology [107]. 
 
Several studies have investigated the potential 
relationship between stress and risk for 
dementia, by assessing personality traits that 
make people more prone to psychological 
distress. Higher proneness to stress has been 
associated with increased risk of mild cognitive 
impairment [111], increased risk of dementia and 
Alzheimer’s disease [109,110,112], and more 
rapid cognitive decline [110]. A study in Swedish 
twins found that measures of work-related stress 
at midlife were not associated with later dementia 
risk, but greater reactivity to stress was 
associated with an increased dementia risk [113]. 
It appears that exposure to stress per se may not 
be associated with dementia, and is not 
associated with the pathology of Alzheimer’s 
disease, but personality characteristics that make 
people more vulnerable to stress may be 
associated with increased dementia risk. 
 
 
7.8 TESTOSTERONE 
 
The brain has testosterone receptors, including in 
regions important for memory and learning such 
as the hippocampus. Testosterone has also been 
shown to have beneficial actions supporting 
neurons and synapses [114]. Testosterone levels 
in men and women reduce with ageing, but more 
markedly in men. 
 
Several studies have reported that compared to 
healthy older men, men with Alzheimer's disease 
and other dementias have lower serum 
testosterone levels [115]. Lower testosterone 
levels have also been associated with greater 
risk of Alzheimer’s disease, mild cognitive 
impairment and cognitive decline [116,117], and 
increased levels of beta amyloid in the brain 
[118]. Animal studies have shown that 
testosterone depletion results in increased levels 
of beta amyloid and hyperphosphorylated tau, the 
pathological hallmarks of Alzheimer’s disease 
[117]. Some studies suggest that testosterone 
supplementation may improve cognitive 
performance and reduce beta amyloid levels 
[115,119]. 
 
Taken together, these findings suggest that the 
reduction in testosterone during ageing could 
contribute to the development of Alzheimer's 
disease, and that testosterone supplementation 
could assist in the prevention or treatment of 
cognitive decline and dementia. 
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However, more research is needed to determine 
the factors that influence the optimal level of 
testosterone for maintaining cognitive function 
with ageing, and whether long term testosterone 
therapy is safe and effective. 
 
Alzheimer’s researchers in Perth are 
investigating the role of testosterone in beta 
amyloid production and assessing testosterone 
replacement therapy in animal and human 
studies as a potential treatment for Alzheimer's 
disease [120]. A long term study will assess the 
efficacy of testosterone at lowering beta amyloid 
and improving memory. 
 
 
7.9 VITAMIN D 
 
It is well known that vitamin D deficiency can 
affect bone health, and it may also be linked with 
heart disease, some cancers and diabetes. Blood 
levels of vitamin D reflect synthesis from 
exposure to sunlight as well as intake from the 
diet. Most adults are unlikely to obtain more than 
5-10% of their vitamin D requirement from dietary 
sources, with the main source being exposure to 
sunlight [121]. Vitamin D deficiency affects 31% 

of adult Australians and increases significantly 
with age [122]. The groups at greatest risk of 
vitamin D deficiency include housebound older or 
disabled people, those in residential care, dark-
skinned people, and others who regularly avoid 
sun exposure or work indoors [121]. Of course, 
adequate sun exposure to maintain healthy 
vitamin D levels has to be weighed against the 
risk of skin cancer. 
 
Vitamin D deficiency may also be associated with 
increased risk of cognitive impairment or 
dementia. A recent meta-analysis of 7 studies 
comprising 7,688 participants showed a 2.4 times 
increased risk of cognitive impairment in those 
with low vitamin D compared with normal vitamin 
D [123]. In a study of 318 people aged 65 and 
over, vitamin D deficiency was associated with 
increased risk of dementia, stroke and 
cerebrovascular disease [124]. However, there 
are some conflicting findings and methodological 
issues between studies including different ways 
of measuring vitamin D deficiency and cognitive 
function, so more research is needed. It is also 
not known whether vitamin D supplementation 
can reduce the risk of cognitive decline or 
dementia. 
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8. PREVENTATIVE STRATEGIES FOR    
     THOSE DIAGNOSED WITH DEMENTIA 
 
Many of the preventative strategies 
addressed in Alzheimer’s Australia’s Your 
Brain Matters program are also likely to 
benefit people diagnosed with dementia. 
Remaining active and socially engaged, 
treating depression and managing 
cardiovascular risk factors may help slow the 
progression of cognitive decline in those with 
dementia. 
 
Management of dementia should include 
preventative approaches to maintain health and 
wellbeing as much as possible. The management 
of comorbid conditions may have to be modified 
in the presence of dementia according to the 
person's declining ability to self-manage their 
healthcare. 
 
Drugs with anticholinergic effects can worsen 
cognition in those with Alzheimer’s disease and 
may blunt the effects of cholinesterase inhibitors 
[125]. Their use should be minimised in people 
with Alzheimer’s disease and other dementias. 
 
 
8.1 DEPRESSION 
 
Depression is a common comorbidity in dementia 
and is itself associated with cognitive impairment. 
Continuous antidepressant use has been 
associated with a reduced rate of cognitive 
decline in people with depression and 
Alzheimer’s disease, compared to non-depressed 
and untreated depressed people with Alzheimer’s 
[126]. Depression has also been identified as a 
risk factor for early transition to residential care in 
people with dementia, with antidepressant 
treatment seeming to protect against this 
outcome [127]. 
 
Depression has consequences detrimental to 
people with dementia and should be managed 
with appropriate behavioural and/or 
pharmacological treatments, with careful 
monitoring to determine effectiveness and any 
adverse effects [8]. 
 
 
8.2 VASCULAR RISK FACTORS 
 
Careful treatment of hypertension (while avoiding 
episodes of low blood pressure), high cholesterol 
and diabetes (particularly avoidance of 
hypoglycemia) is recommended for those with 
vascular dementia [8]. It is likely to also be 
important for people with other forms of dementia 
including Alzheimer’s disease. 

Treating hypertension, high cholesterol and 
diabetes has been associated with slower 
progression of dementia. For people with 
Alzheimer’s disease without cardiovascular 
disease, vascular risk factor treatment was 
associated with significantly less cognitive 
decline over an average follow up time of 2.3 
years [128]. In this study, only 7% of the 
Alzheimer’s disease patients had no vascular risk 
factors, suggesting they are common in the 
dementia population. Neuroimaging studies have 
also demonstrated benefits of vascular risk factor 
treatment in people with dementia, such as 
slowed progression of white matter lesions [129]. 
 
 
8.3 MENTAL STIMULATION 
 
There is ongoing research to determine whether 
cognitive training can improve, maintain or slow 
decline of cognitive function in dementia. A meta-
analysis of the literature on cognitive training for 
people with Alzheimer’s disease concluded that it 
may improve cognitive and functional abilities, or 
at least slow the rate of decline [130]. 
 
Cognitive rehabilitation programs that focus on 
real life activities and provide education to 
improve self-management, rather than training 
specific cognitive skills, may be more beneficial 
[25]. 
 
There is also evidence that cognitive and 
functional decline in dementia may be delayed by 
continued participation in mentally stimulating 
activities [8,131]. People with dementia should be 
encouraged, as far as possible, to maintain their 
usual hobbies and activities. While adjustments 
may be needed as dementia progresses, keeping 
socially involved and mentally active may be 
important for the person’s cognitive and 
functional status and mental wellbeing. 
 
 
8.4 PHYSICAL ACTIVITY 
 
There is good evidence to recommend an 
individualised exercise program for people with 
mild to moderate dementia [131]. Benefits include 
increased strength, fitness, and improvements in 
cognitive and functional performance [132]. A 
randomised controlled trial of nursing home 
residents with Alzheimer’s disease reported that 
a simple exercise program (1 hour twice a week), 
compared with routine medical care, was 
associated with slower functional decline [133]. 
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An Australian randomised controlled trial of older 
people with subjective memory complaints found 
that a six month physical activity intervention 
improved cognition over 18 months follow up 
[53]. This trial is currently being repeated in 
patients with Alzheimer’s disease. 
 
Physical exercise should be continued for as long 
as possible for people with dementia as it can 
help prevent muscle weakness, mobility 
problems, falls and other health complications. It 
may also help promote a normal day-night 
routine, improve mood, increase social 
participation and reduce stress and depression. 
 
 
8.5 DIET 
 
Eating a well balanced diet can be beneficial for 
those with dementia, giving the person more 
energy and helping to avoid health problems. 
Eating or drinking too little or missing out on 
essential nutrients can increase confusion. 
Special attention needs to be paid to avoid or 
deal with obesity or loss of weight, to ensure an 

adequate dietary intake of vitamins and minerals, 
and to avoid dehydration [8]. 
 
Higher adherence to the Mediterranean diet has 
been associated with lower mortality in people 
with Alzheimer’s disease [134]. For each 
additional point on an adherence scale of 0 to 9, 
patients had a 24% lower risk of dying over 4.4 
years of follow up, suggesting a dose-response 
effect. A balanced diet low in saturated fat and 
high in vegetables and fruit may increase survival 
in patients with dementia. 
 
Souvenaid is a medical food, taken as a daily 
drink, which contains a patented combination of 
nutrients and aims to improve synapse formation 
and function. Recent clinical trial results suggest 
that it improves memory performance and brain 
functional connectivity in people with mild 
Alzheimer’s disease [135]. It is currently being 
tested in people with prodromal Alzheimer’s 
disease. Souvenaid is not yet approved or 
available for use as a therapy for Alzheimer’s 
disease. 
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9. STATE OF THE SCIENCE 
 
9.1 THE NATIONAL INSTITUTES OF HEALTH 
EVIDENCE REPORT 
 
The American National Institutes of Health (NIH) 
commissioned a panel of experts to review 
published literature on the factors associated with 
the reduction of risk of Alzheimer’s disease and 
determine whether recommendations for 
interventions could be made. The panel 
concluded that “firm conclusions simply cannot 
be drawn about the association of any modifiable 
risk factor with Alzheimer’s disease” [136], noting 
further research efforts need to be increased 
[136-138]. 
 
At first glance, the panel’s report may seem to 
contradict the substantial research that has been 
carried out to date on the risk and protective 
factors of Alzheimer’s disease and other forms of 
dementia. However, this is not necessarily the 
case. The panel based their conclusions partly on 
a lack of randomised controlled trials (RCTs) – 
the most rigorous, highest quality evidence. 
Undertaking RCTs for dementia prevention and 
risk reduction research is problematic, from an 
ethical and pragmatic perspective. For example, 
to prove that treating midlife high cholesterol 
reduces Alzheimer’s disease risk, researchers 
could not ethically apply treatment over an 
extended period of time, to one group and not 
another, because high cholesterol is a known risk 
factor for  other conditions and needs to be 
treated. 
 
Further, Qiu and colleagues [139], in their 
response to the NIH report, argued that the 
evidence was not evaluated from a life-course 
perspective. That is, the effect of certain risk 
factors on the risk for Alzheimer’s disease largely 
depends on age. For example, elevated blood 
pressure in young and middle age is associated 
with a greater risk of Alzheimer’s disease, while 
low blood pressure (rather than elevated blood 
pressure) in later life is associated with an 
increase in the risk of Alzheimer’s disease. Qiu 
and colleagues point out that the evidence 
supporting these age-dependent risk factors is 
usually found in population-based long-term 
follow-up studies, rather than RCTs, which tend 
to be conducted only with elderly participants 
[139]. 
 
The NIH report was also criticised for focusing on 
Alzheimer’s disease, when the growing numbers 
of people of advanced age underlie the looming 
increase in the number of people with dementia, 
and many of these people will have a mixed 
pathology [140]. Flicker and colleagues also 
criticised the report for not including a broader 

range of studies in their review and for being far 
too negative about the available evidence for 
modification of lifestyle factors to have an impact 
on reducing dementia incidence [140].  
 
Additionally, the NIH report acknowledged that 
there are a number of modifiable factors that 
have an association with risk for Alzheimer’s 
disease and/or cognitive decline. These include 
diabetes, high cholesterol in midlife, depression, 
dietary factors, educational attainment, cognitive 
engagement, smoking and participation in 
physical activities [136-139]. 
 
In summary, whilst the evidence for dementia 
prevention is as yet inconclusive, there is a 
growing body of evidence that shows great 
promise. The NIH report noted the need for long 
term population-based studies that follow 
individuals from midlife into old age to determine 
how biological, lifestyle, dietary, clinical and 
socioeconomic factors may influence Alzheimer’s 
disease [136-139]. 
 
In the meantime, the community must be 
informed of existing evidence-based strategies, 
such as those presented in Alzheimer’s 
Australia’s Your Brain Matters program, to 
increase awareness and promote a ‘brain 
healthy’ lifestyle that will also be of benefit in 
addressing a number of other chronic diseases. 
 
 
9.2 OTHER EVIDENCE REVIEWS 
 
There have been a number of comprehensive 
review papers published in the last few years, 
detailing not only the evidence obtained from 
RCTs, but also from observational research. 
There is a positive consensus from these reviews 
that we can and should continue to examine 
these modifiable risk factors and promote their 
potential to reduce the risk of dementia. 
 
Middleton and Yaffe [79,141] proposed that 
population-based studies have identified a 
number of modifiable lifestyle factors that may 
increase the risk of dementia. These include 
vascular risk factors (diabetes, high blood 
pressure, high cholesterol and obesity), lack of 
cognitive stimulation, physical inactivity, social 
isolation, poor diet and depression. However, 
they concede that RCTs have been less 
conclusive and more work is required. 
Particularly, Middleton and Yaffe advocate the 
importance of examining multiple risk factors 
concurrently in future RCTs, in order to determine 
how we might combine interventions to best 
reduce dementia risk [79,141]. 
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Hughes and Ganguli [14] also reviewed the 
evidence for modifiable risk factors for dementia 
and again highlighted that most of the supporting 
evidence comes from cross-sectional or 
observational studies. They proposed that in 
addition to RCTs, observational studies designed 
with the life-course perspective in mind are also 
required, as the majority of studies to date have 
relatively short follow-up periods [14]. 
 
Barnes and Yaffe [5] projected the effect of seven 
modifiable risk factors (diabetes, elevated blood 
pressure in midlife, midlife obesity, smoking, 
depression, cognitive stimulation and physical 
activity) on the prevalence of Alzheimer’s 
disease. They concluded that up to half of 
Alzheimer’s disease cases worldwide may be 
attributable to these risk factors, and that if risk 
factor prevalence were 25% lower, there would 
be three million fewer cases of Alzheimer’s 
disease throughout the world. This presents a 
compelling argument for continuing to strengthen 
the research evidence in this field. 
 

Reviewers in the cardiovascular field are also 
discussing the contribution of modifiable vascular 
risk factors to the development of Alzheimer’s 
disease, cognitive impairment and dementia 
[142-145]. They conclude that cardiovascular 
conditions are associated with increased risk for 
Alzheimer’s disease and offer opportunities for 
preventative intervention [143,145]. They 
recommend that the best time to intervene is in 
midlife and early old age, and that studies 
addressing multiple risk factors are required 
[142,143,145]. They also suggest capitalising on 
people’s concerns about developing dementia to 
improve adherence to long term lifestyle changes 
and medications to treat their cardiovascular risk 
factors [144]. 
 
In sum, the evidence base for a number of 
modifiable dementia risk factors is growing, and 
more research is required. In particular, studies 
examining multiple risk factors, and studies 
considering both midlife and late-life risk factors, 
are most urgently needed. 
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10. CURRENT AND FUTURE RESEARCH 
 
10.1 LIFESTYLE STUDIES 
 
The research projects listed below are just 
some of the studies currently underway, 
which over the next few years will provide 
improved knowledge about lifestyle 
interventions that may influence cognitive 
health and dementia risk. 
 
10.1.1 Australian studies 
 
The Study of Mental Activity and Resistance 
Training (SMART Trial) aims to determine 
whether increased mental and physical activity 
can prevent cognitive impairment or dementia. It 
is being conducted by ageing and exercise 
researchers in Sydney. The SMART Trial 
involves older individuals with borderline 
cognitive abilities who are therefore at risk of 
developing dementia. Participants complete 
supervised cognitive and/or physical training for 
six months and undergo longitudinal outcome 
assessments 12 months later. The study will test 
whether any benefits to mental function are a 
result of changes in brain structure and function, 
body metabolism, biochemistry and immune 
function. For more information, visit the SMART 
Trial website at 
http://www.med.unsw.edu.au/PSYCHWeb.nsf/pa
ge/brainage_SMART. 
 
The Australian Imaging Biomarkers and 
Lifestyle Flagship Study of Ageing (AIBL) 
aims to improve our understanding of the causes 
of Alzheimer's disease, and help develop 
improved diagnostic methods and preventative 
strategies. It is a longitudinal study of ageing 
involving over 1000 volunteers with Alzheimer's 
disease, mild cognitive impairment, and healthy 
older people. The study is being conducted by 
Alzheimer’s researchers in Melbourne and Perth. 
The study involves cognitive testing, blood tests, 
brain imaging and measures of lifestyle such as 
diet and levels of physical activity. It will help 
researchers develop and confirm diagnostic 
markers of Alzheimer’s disease that can be used 
to diagnose dementia early and monitor disease 
progression. The researchers will also develop 
hypotheses about diet and lifestyle factors that 
might delay the onset of dementia. This will 
enable studies that may lead to clinically proven 
preventative strategies for Alzheimer's disease to 
be designed and conducted. This includes a 

current trial to establish whether physical activity 
can delay progression of cerebrovascular 
disease in older adults with memory complaints 
or mild cognitive impairment and at least one 
cardiovascular risk factor. For further information, 
visit the AIBL website at http://www.aibl.csiro.au. 
 
The Personality and Total Health (PATH) 
Through Life project aims to track and define the 
lifespan course of depression, anxiety, substance 
use and cognitive ability, to identify 
environmental risk and protective factors 
influencing these characteristics, and to examine 
the relationships over time between depression, 
anxiety and substance use with cognitive ability 
and dementia. PATH is a 20 year longitudinal 
study involving 7,485 young (aged 20–24 at 
baseline), middle aged (aged 40–44 at baseline) 
and older (aged 60–64 at baseline) adults. It is 
being conducted by ageing researchers at the 
Australian National University in Canberra. The 
fourth wave of data collection is currently 
underway. Findings to date include that 
cerebrovascular disease is present in midlife and 
associated with cognitive deficits, suggesting that 
preventative strategies should, therefore, begin 
early in life [146]. For further information, visit the 
Centre for Research on Ageing, Health and 
Wellbeing website at 
http://crahw.anu.edu.au/research/projects/person
ality-total-health-path-through-life.  
 
The Body, Brain, Life (BBL) project is 
investigating a novel online intervention to assist 
middle aged individuals at risk of dementia 
achieve and sustain changes in several lifestyle 
areas. It is being conducted by ageing 
researchers at the Australian National University 
in Canberra. A risk assessment tool has been 
developed based on the evidence for the impact 
of different risk factors for Alzheimer’s disease. 
The efficacy of the BBL program is being 
evaluated via a randomised controlled trial. If 
shown to be successful, it has the potential to be 
implemented as an accessible online intervention 
in the Australian community, and to contribute to 
the reduction of the prevalence of dementia risk 
factors in the wider community. For further 
information, visit the Centre for Research on 
Ageing, Health and Wellbeing website at 
http://crahw.anu.edu.au/research/projects/body-
brain-life. 
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The Fitness for the Ageing Brain Study II 
(FABS II) aims to establish whether physical 
activity can decrease the rate of cognitive decline 
among people with mild to moderate Alzheimer’s 
disease. The project is being led by researchers 
at the National Ageing Research Institute in 
Melbourne. Previously, the researchers 
successfully developed an exercise program for 
people with mild cognitive impairment (FABS). 
The intervention provided a modest improvement 
in cognition compared to usual care [53]. The 
program has also been tested in a pilot study with 
people with mild to moderate Alzheimer’s, which 
found less cognitive decline in the intervention 
group. Should this be confirmed in the larger 
study, a program of physical activity would have 
the potential benefit of providing an affordable 
and relatively simple intervention. 
Delaying deterioration in people with Alzheimer’s 
disease may postpone disability, prolong 
independent living and potentially reduce the 
costs associated with care. For further 
information, visit the National Ageing Research 
Institute website at 
http://www.mednwh.unimelb.edu.au/research/de
mentia.htm.  
 
10.1.2 International intervention trials 
 
The Prevention of Dementia by Intensive 
Vascular Care (preDIVA) trial aims to determine 
whether treatment of cardiovascular risk factors 
in elderly people reduces the risk of dementia. It 
is a large, multi-centre Dutch trial, with 3,700 
participants aged between 70 and 78 years of 
age. The preDIVA intervention includes the 
treatment of hypertension, high cholesterol and 
diabetes, as well as focusing on reducing 
overweight, smoking cessation and stimulating 
physical exercise. The study duration is six years, 
and it will test whether the intervention leads to a 
decrease in dementia. For more information on 
the preDIVA trial, visit http://www.controlled-
trials.com/ISRCTN29711771/prediva. 
 
 
 
 
 
 
 
 
 
 

The Finnish Geriatric Intervention Study to 
Prevent Cognitive Impairment and Disability 
(FINGER) is a multi-domain intervention that 
aims to prevent cognitive impairment and 
dementia. It is a large, multi-centre trial, located 
at six sites across Finland, and involves 1,200 
participants from 60 to 77 years of age. Over two 
years, participants will be given lifestyle 
interventions including nutritional guidance, 
exercise, cognitive training, increased social 
activity, and monitoring and management of 
metabolic and vascular risk factors such as 
hypertension, high cholesterol, obesity and 
impaired glucose tolerance. The participants will 
be followed up over seven years to determine 
whether the intervention reduces the risk of 
cognitive impairment and dementia. For more 
information on the FINGER trial, visit 
http://www.clinicaltrials.gov/ct2/show/NCT010419
89?id=NCT01041989&rank=1. 
 
The Multidomain Alzheimer Preventive Trial 
(MAPT) aims to evaluate the efficacy of three 
interventions over a three year period. The 
French trial includes 1680 participants aged 70 
years and over. The first intervention involves 
supplementation with omega-3 fatty acids; the 
second involves a multi-domain intervention 
which focuses on nutrition, physical exercise, 
cognitive stimulation and social activities. The 
third intervention is a combination of the first two 
interventions. The participants will be followed up 
over five years, and the study aims to measure 
any changes in cognitive function over this time. 
For more information on the MAPT trial, visit 
http://www.clinicaltrials.gov/ct2/show/NCT006726
85?term=MAPT+toulouse&rank=1. 
 
The Impact of Nutritional Lipids on Neuronal 
and Cognitive Performance in Aging, 
Alzheimer’s Disease and Vascular Dementia 
(LipiDiDiet) trial aims to develop a lipid-based 
diet that can delay or prevent the onset of 
dementia. Lipids are a group of molecules such 
as fats, sterols and fat-soluble vitamins, and are 
often consumed in far less than the 
recommended amounts in the human diet. The 
trial is being conducted by researchers at 
Saarland University in Germany, and involves the 
dietary management of nutrient deficiencies, as 
well as providing diet and lifestyle-based health 
care advice for the elderly. For more information, 
visit the LipiDiDiet website at 
http://www.lipididiet.eu. 
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10.2 DRUG TRIALS 
 
Current pharmacological treatment options for 
Alzheimer’s disease (cholinesterase inhibitors 
donepezil, rivastigmine and galantamine and the 
NMDA receptor antagonist memantine) provide 
primarily short-term symptomatic relief, without 
affecting the progression of the disease. There 
are no drugs currently approved in Australia 
specifically for treatment of other forms of 
dementia. There is an urgent need to develop 
and validate disease modifying drugs. 
 
There are enormous challenges for this research 
and despite considerable investment and effort in 
recent years, no such drugs have as yet been 
shown to be effective in phase 3 clinical trials. As 
the pathology associated with Alzheimer’s 
disease begins many years before symptom 
onset, it may be important to identify Alzheimer’s 
disease much earlier in the disease process, and 
find drugs that can modify the progression of the 
disease. There are currently many disease 
modifying drug trials currently underway 
throughout the world. 
 
The primary strategies for stopping or delaying 
the progression of Alzheimer’s disease are based 
on the pathological processes involved in 
development of the disease. They include the 
development of drugs to [147-149]: 
 reduce beta amyloid production 
 prevent beta amyloid aggregation 
 promote beta amyloid clearance 
 inhibit tau phosphorylation or aggregation 
 
Drugs to reduce beta amyloid production are 
designed to block the amount of beta amyloid 
formed in the brain, by inhibiting β-secretase or 
γ-secretase (the enzymes involved in cleaving 
beta amyloid from the amyloid precursor protein). 
Despite promising early results, the few drugs 
tested to date in this category were not effective 
in clinical trials, but research is ongoing [147-
149]. 
Recently, problems with beta amyloid clearance 
rather than an overproduction have been 
suggested to be more important in the 
development of Alzheimer’s disease. 
 
Immunisation strategies are being developed to 
prevent beta amyloid aggregation and plaque 
formation, or to promote beta amyloid clearance 
from the brain. An early active immunisation trial 
was stopped due to adverse effects, but new 
strategies are in development [147-149]. Passive 
immunotherapies based on antibodies against 
beta amyloid are currently in phase 3 clinical 
trials, although, concerningly, one to date has 
produced negative results for people with mild to 
moderate Alzheimer’s disease [150]. 
 

Zinc and copper are involved in beta amyloid 
aggregation and stabilisation of plaques. PBT2 is 
a drug developed and being tested in Melbourne 
that targets copper and zinc to prevent beta 
amyloid aggregation and dissolve plaques 
[147,148]. Animal and early human studies 
suggest PBT2 may improve cognition, but larger 
clinical trials are required. Other inhibitors of beta 
amyloid aggregation are also under investigation 
[149]. 
 
Drugs targeting tau are designed to prevent tau 
from forming neurofibrillary tangles. Lithium has 
shown some promise as an agent that may 
reduce tau phosphorylation and cognitive decline 
but it can have side effects [147]. Other drugs 
targeting tau are currently in phase 3 clinical 
trials. Anti-tau therapies could have widespread 
benefits as tau pathology also occurs in 
dementias other than Alzheimer’s disease [149]. 
 
Other approaches include drugs to limit 
mitochondrial dysfunction (phase 3 trials however 
have not shown benefit), targeted stem cell 
strategies that are still at the proof-of-concept 
stage, and strategies to boost growth of new 
neurons by introducing nerve growth factor into 
the brain that are still in development [148,149]. 
 
Factors that might explain the failure of drug trials 
to date include suboptimal study design 
(inadequate biomarkers and outcome 
measurements) and importantly, the timing of 
treatment in relation to the development of 
disease. Available data from failed phase 3 
studies suggest that people with mild to moderate 
Alzheimer’s disease may be too late in the 
disease process to substantially benefit from 
disease modifying drug treatment [147,149]. 
Recent trials are beginning to address this, 
enrolling participants with prodromal Alzheimer’s 
disease or mild cognitive impairment. Ethical 
issues will need to be addressed for clinical trials 
that involve those with preclinical Alzheimer’s 
disease (defined earlier in this document), as this 
will mean giving unproven drugs to essentially 
healthy people. Researchers announced at the 
Alzheimer’s Association International Conference 
2012 that planning has commenced for three 
such trials [151]. 
 
Even if current phase 3 trials are successful, 
disease modifying treatments are unlikely to 
come onto the market before 2020 [148]. And 
they will not eradicate dementia. The majority of 
dementia cases arise in people aged 80 and 
over, who frequently have mixed Alzheimer’s, 
Lewy body and cerebrovascular pathologies. This 
may limit the effect that therapies targeting 
individual pathologies have on the majority of 
cases of dementia [148]. 
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These drug trials are a promising area of 
research that we hope may result in new 
treatments and interventions for dementia within 
the next ten years. However, to date, none of 
these drugs have been approved for use. 
 
 
10.3 INCREASED RESEARCH FUNDING IS 
NEEDED 
 
Whilst scientific research, particularly over the 
last decade, has shed new hope into the area of 
dementia prevention, much more is needed. 
Additional investment in research to consider the 
prevention, early intervention and treatment of 
dementia, is pivotal in addressing the looming 
epidemic. Dementia research in Australia is 
significantly underfunded compared with other 
chronic diseases that place equally large (or less) 
demand on the health system. 
 
In 2009, the National Health and Medical 
Research Council (NHMRC) spent about $22 
million on dementia research. In comparison, 
cancer attracted nearly $160 million, 
cardiovascular disease around $110 million and 
diabetes over $60 million [152]. A recent analysis 
of NHMRC funding from 2002 to 2011 showed 
that dementia research funding was significantly 

below that for other chronic diseases each year, 
and has not shown the same rate of increase in 
funding over that time as for the other conditions 
[153]. This has meant that since 2002, the 
shortfall in funding for dementia compared to 
diabetes, cancer, cardiovascular disease and 
mental health, has grown significantly. NHMRC 
Fellowships for dementia researchers also 
received far less funding than for other 
conditions, suggesting a major problem of 
research capacity that requires strategies to 
increase the attractiveness of dementia research 
to young scientists [153]. 
 
With dementia being the fourth projected leading 
specific cause of burden of disease and injury in 
Australia in 2010 [154], there is an overwhelming 
need for greater investment in dementia 
prevention and early intervention research. In 
2008, the formal care costs of dementia were 
estimated to be between $3.9 billion and $5.4 
billion, with the cost of replacing family carers 
with paid carers estimated to be $5.5 billion per 
year [155]. Research investment should aim to 
be 1% of the cost of dementia (not including 
informal care costs), or about $50 million per 
annum [155]. This investment is vital to 
continuing Australia’s dementia research effort. 
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11. CONCLUSIONS AND FUTURE 
DIRECTIONS 
 
Australia faces a rapid increase in the number of 
people living with cognitive impairment and 
dementia and in the social and economic costs of 
caring for those people. While there is hope for a 
medical breakthrough and ultimately a cure for 
dementia, we cannot afford to wait for this. 
Without a cure, identifying and addressing risk 
factors in the population remains the most viable 
strategy for preventing cases of cognitive decline 
and dementia and reducing the associated 
financial, societal and individual costs. 
 
The evidence for associations between risk for 
cognitive decline and dementia and several 
modifiable medical and lifestyle factors is well 
established. Proof that modifying these can 
prevent cognitive decline or dementia for either 
individuals or groups does not yet exist, but can 
we afford to wait for this before acting?  More 
research is most certainly needed and is ongoing 
around the world. Promisingly, many experts 
suggest we can do much to reduce dementia 
incidence by implementing preventative health 
strategies now, based on current evidence. 
 
Preventative health is becoming a focus of 
Australian health policy. Maintaining cognitive 
health to date has received little attention with the 
focus very much on physical health. But people 
are concerned about losing cognitive function as 
they age, and public education about potentially 
modifiable risk factors is seen as important. 
Dementia related organisations around the world, 
including Alzheimer’s Australia, are promoting 
risk reduction strategies. 
 
Alzheimer’s Australia will continue to develop and 
evaluate tools and resources which aim to help 
Australians understand the risk and protective 
factors for cognitive decline and dementia, and 
what they can do to reduce their risk. Information 
is provided via printed and online resources, 
community presentations and media campaigns. 
Interactive web-based tools and mobile 
applications are being evaluated for their 
effectiveness in improving knowledge about brain 
health and dementia risk reduction, increasing 

motivation to change unhealthy behaviours to 
address risk factors, and encouraging 
sustainable adoption of strategies to maintain 
brain and heart health. 
 
So what is recommended?  There is good 
evidence to support a range of lifestyle and 
health strategies as a means of reducing your 
risk of cognitive decline or developing dementia. 
 
 Keeping your brain active matters 

o Keep mentally stimulated 
o Engage in social activities 

 
 Being fit and healthy matters 

o Keep physically active 
o Eat healthily, avoiding too much 

saturated fat and including plenty of 
vegetables and fruit 

o Do not be concerned about 
continuing light to moderate drinking, 
but there is no need to start if 
currently a non-drinker 

 
 Looking after your heart matters 

o Regularly check blood pressure, 
blood glucose and cholesterol 
throughout mid and late life and keep 
high blood pressure, diabetes and 
high cholesterol and other vascular 
risk factors well controlled 

o Maintain a healthy body weight 
o Don’t smoke 

 
As a society we are becoming increasingly aware 
of the need to maintain a sound diet, exercise, 
intellectual stimulation and social connectedness. 
This review of the evidence reinforces that 
message and adds a further important impact of 
doing so – maintaining cognitive health and 
reducing dementia risk. It also highlights that 
what is good for the heart is good for the brain. 
We encourage all Australians to look after your 
brain, body and heart because Your Brain 
Matters. 
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GLOSSARY 
 
 

Term Definition 

Adipose tissue Body fat. 

Amyloid plaques Amyloid plaques between nerve cells in the brain is a hallmark 
of Alzheimer’s disease. They are sticky clumps that are formed 
from deposits of beta amyloid protein. 

Antihypertensives Drugs to lower blood pressure. 

Anti-inflammatory agents Drugs to reduce inflammation and pain. 

Antioxidants Antioxidants are naturally occurring substances found in food 
that help to prevent cell damage due to oxidation by free 
radicals. Free radicals are formed during normal metabolism 
and are by-products of the complex chemical processes that 
take place in the cells of our bodies. 

Apolipoprotein E A protein that binds to fat, and transports it around. 

Beta amyloid A protein fragment formed in the breaking down of the amyloid 
precursor protein. In Alzheimer’s disease, these fragments stick 
together to form amyloid plaques. 

Biomarkers Biological indicators of a disease. 

Brain reserve Brain reserve refers to a reserve of healthy brain cells and 
connections between cells and efficient cognitive skills that are 
built up over your lifetime. This reserve can help the brain keep 
functioning well and delay the onset of dementia. 

Brain training Brain training games or programs are structured programs, 
usually computerised, designed to train particular cognitive 
functions by repeated practice. There is no evidence yet that 
brain training can reduce dementia risk. 

Cerebrospinal fluid A liquid that surrounds the brain and spinal cord, protecting 
them from injury. 

Cerebrovascular disease Disease of the blood vessels that damages the blood vessels in 
the brain. 

Cholinesterase inhibitors Drugs to inhibit a brain enzyme and increase levels of a 
chemical (acetylcholine) that is deficient in some dementias. 

Cognitive decline Cognitive decline is a gradual decrease in cognitive abilities over 
time. This is what happens in dementia. 

Cognitive function The cognitive functions of the brain are the higher level thinking 
functions, including memory, learning, attention, language, 
decision making, reasoning, judgement, comprehension, spatial 
skills and planning. 

Crystallised intelligence The ability to use knowledge, experience and skills. 

Dementia with Lewy bodies Dementia with Lewy bodies is a form of dementia characterised 
by the presence of Lewy bodies in the cortex of the brain. Lewy 
bodies damage nerve cells resulting in cognitive problems. 

Enzyme Enzymes are proteins that increase the rates of chemical 
reactions in cells. They help convert molecules into different 
molecules. 
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Term Definition 

Folate Folate, or folic acid, is vitamin B9 and is essential for brain and 
blood cell formation and health. It is found in leafy vegetables 
such as spinach and lettuces, dried or fresh beans and peas, 
sunflower seeds, fruits such as oranges, cantaloupe, honeydew 
melon, banana, raspberry, grapefruit and strawberry, and 
vegetables such as asparagus, beets, broccoli, corn, brussels 
sprouts and bok choy. 

Frontotemporal dementia Frontotemporal dementia is a form of dementia that involves 
damage to the frontal and/or temporal lobes of the brain. 
Behaviour, language and other cognitive skills are affected. 

Hippocampal atrophy A shrinking of the hippocampus, a brain region involved in 
memory and learning. 

Homocysteine Homocysteine is an amino acid in the blood. Amino acids are 
the basic structural units of proteins. At high levels, 
homocysteine can damage blood vessel walls and the blood 
clotting mechanism.   

Hormone Replacement Therapy Use of female hormones in people deficient in these; usually a 
treatment for symptoms of menopause. 

Intervention study A study where an action is taken to try to change outcomes for a 
group of people, e.g. an exercise intervention to improve 
cognitive function in people with Alzheimer’s disease. 

Late-life or old age Late life, or old age, is a normal developmental life stage and 
usually refers to those aged 65 and older. 

Mediterranean diet A diet which places particular emphasis on fruits, vegetables, 
fish and healthy fats. 

Meta-analysis A meta-analysis takes the data from all similar studies and 
combines them, providing an overall result from all the relevant 
research. This is a higher level of evidence that is more 
convincing than a finding from any single study. 

Midlife  Midlife, or middle age, is a normal developmental life stage and 
usually refers to those aged between 40 and 65. 

Mind your Mind The Mind your Mind program was the predecessor to the Your 
Brain Matters program, developed by Alzheimer's Australia. 

Monounsaturated fats Monounsaturated fats, also known as monounsaturated fatty 
acids, can assist with lowering blood cholesterol. 
Monounsaturated fats can be found in olive oil, canola oil, 
macadamia oil, avocado, nuts, and margarines that are labelled 
“monounsaturated”.  

Nerve growth factor A hormone that stimulates growth of some nerve cells. 

Neurocognitive disorder  The fifth version of the Diagnostic and Statistical Manual of 
Mental Disorders, scheduled for release in 2013, will replace the 
term dementia with major neurocognitive disorder, to reflect the 
severity of cognitive impairment at this stage of disease. 
Similarly, the term mild cognitive impairment will be replaced 
with minor neurocognitive disorder. 

Neuroimaging Includes the use of various techniques to provide images of the 
structure or function of the brain. 

Neurofibrillary tangles Neurofibrillary tangles are twisted fibres inside brain cells made 
up of tau protein. They occur in some forms of dementia and 
cause a breakdown in the brain cell's ability to communicate with 
other brain cells. 
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Term Definition 

Observational study Observational studies collect real-life information about 
exposure to a risk or protective factor and subsequent 
development of disease. For example, an observational study 
might measure how much exercise people do, then follow them 
up a number of years later to see who has developed dementia, 
and how that is related to their earlier exercise habits. 

Omega-3 fatty acids Omega-3 fatty acids are a group of unsaturated fats that have a 
role in regulating blood pressure and blood clotting, in helping to 
maintain a healthy immune system, and assisting brain and 
spinal cord function. Omega-3 fatty acids can be found in cold 
water fish (salmon, tuna and sardines), flax (linseeds and cold 
pressed linseed oil), soya beans, walnuts, and dark green 
leaves (spinach and silverbeet).  

Polyunsaturated fats Polyunsaturated fats are an essential part of the diet. Two 
important types are omega-6 fatty acids and omega-3 fatty 
acids. Omega-6 fats are found in vegetable oils such as canola 
and sunflower and are essential for growth, cell structure and 
maintaining a healthy immune system. 

Prodromal Alzheimer's disease The presence of early symptoms indicating the onset of 
Alzheimer's disease. Also called mild cognitive impairment. 

Prospective study A study which follows a group of people forward in time. 

Randomised controlled trial Randomised controlled trials (RCTs) are considered the gold 
standard in determining whether disease risk can be reduced by 
intervening to alter a risk factor. They involve randomising 
individuals to a treatment (e.g. drug or behavioural intervention) 
or a no-treatment (placebo) condition. 

Saturated fats Saturated fats are those that tend to be solid at room 
temperature and can be found in whole milk, cream, butter, 
cheese, meats, coconut oil, palm oil, chicken skin, biscuits and 
pastries. Many ‘fast food’ products, processed meats and deep 
fried food also contain saturated fats. Saturated fats contribute 
to the risk of heart and brain disease by raising blood cholesterol 
levels.  

Secretase enzymes  Proteins that break down larger proteins 

Statins Statins are a class of drugs that lower blood cholesterol levels 
and may be prescribed to people with high cholesterol or with 
heart disease.  

Stroke A stroke is rapid loss of brain function(s) due to disturbance in 
the blood supply to the brain, caused by a blocked or burst 
blood vessel. 

Vascular Vascular means ‘related to blood vessels’. Vascular risk factors 
are those that can affect the health and function of our blood 
vessels, including high blood pressure and high cholesterol. 

Vascular dementia Vascular dementia is a form of dementia associated with 
problems of circulation of blood to the brain. It can sometimes 
result from a stroke or many mini-strokes. 

Vitamin B12 Vitamin B12, or cobalamin, has a key role in the normal 
functioning of the brain and nervous system, and the formation 
of blood. It is involved in DNA synthesis and regulation. It is 
found in fish, meat, poultry, eggs and dairy products. 

 
 



 

 30 

REFERENCES 
 
1. American Psychiatric Association. DSM-5: The future of psychiatric diagnosis. 2012. Available at 

http://www.dsm5.org/. Accessed 21 May 2012. 

2. Alzheimer’s Association. New diagnostic criteria and guidelines for Alzheimer’s disease. 2012. Available at 
http://www.alz.org/research/diagnostic_criteria/. Accessed 21 May 2012. 

3. Deloitte Access Economics. Dementia Across Australia: 2011 – 2050. 2011. Alzheimer’s Australia; Canberra. 
Available at http://www.fightdementia.org.au. Accessed 26 July 2012. 

4. Plassman BL, et al. Prevalence of cognitive impairment without dementia in the United States. Ann Intern 
Med, 2008, 148:427-434. 

5. Barnes DE, Yaffe K. The projected effect of risk factor reduction on Alzheimer’s disease prevalence. Lancet 
Neurol, 2011, 10(9):819-828. 

6. Brookmeyer R, et al. Forecasting the global burden of Alzheimer’s disease. Alzheimers Dement, 2007, 3:186-
191. 

7. Nepal B, et al. Modelling the impact of modifying lifestyle risk factors on dementia prevalence in Australian 
population aged 45 years and over, 2006-2051. Australas J Ageing, 2010, 29(3):111-116. 

8. Bridges-Webb C, et al. Care of Patients with Dementia in General Practice Guidelines. 2003. NSW 
Department of Health; Sydney. 

9. Farrow M. Dementia Risk Reduction: What do Australians Know? 2008. Alzheimer’s Australia; Canberra. 
Available at http://www.fightdementia.org.au. Accessed 26 July 2012. 

10. Farrow M. A community presentation for dementia risk reduction improves attendees’ knowledge and intention 
to change health behaviour. 2012. Paper submitted for publication. 

11. Farrow M. User perceptions of a dementia risk reduction website and its promotion of behaviour change. 
2012. Paper submitted for publication. 

12. Brayne C. The elephant in the room – healthy brains in later life, epidemiology and public health. Nat Rev 
Neurosci, 2007, 8:233-239. 

13. Gatz M, et al. Lifestyle risk and delaying factors. Alzheimer Dis Assoc Disord, 2006, 20(Suppl 2):S84-S88. 

14. Hughes TF, Ganguli M. Modifiable midlife risk factors for late-life cognitive impairment and dementia. Curr 
Psychiatry Rev, 2009, 5:73-92. 

15. Dominantly Inherited Alzheimer Network (DIAN). Available at http://www.dian-info.org. Accessed 19 June 
2012. 

16. Frontier (frontotemporal dementia research group). Available at http://www.neura.edu.au/frontier Accessed 19 
June 2012. 

17. Dobson-Stone C, et al. C9ORF72 repeat expansion in clinical and neuropathologic frontotemporal dementia 
cohorts. Neurology. Published online 8 August 2012. WNL.0b013e3182684634 

18. Valenzuela MJ, Sachdev P. Brain reserve and dementia: a systematic review. Psychol Med, 2006, 36:441-
454. 

19. Caamaño-Isorna F, et al. Education and dementia: A meta-analytic study. Neuroepidemiology, 2006, 
26(4):226-232. 

20. Ritchie K, et al. Designing prevention programmes to reduce incidence of dementia: prospective cohort study 
of modifiable risk factors. BMJ, 2010, 341:c3885. doi:10.1136/bmj.c3885 

21. Valenzuela MJ, Sachdev P. Can cognitive exercise prevent the onset of dementia? Systematic review of 
randomized clinical trials with longitudinal follow-up. Am J Geriatr Psychiatry, 2009, 17:179-187. 

22. Valenzuela MJ, et al. Lifespan mental activity predicts diminished rate of hippocampal atrophy. PLoS One, 
2008, 3(7):e2598. doi:10.1371/journal.pone.0002598 

23. Welsh-Bohmer KA, White CL. Alzheimer disease: What changes in the brain cause dementia? Neurology, 
2009, 72:e21-e23. 

24. Landau SM, et al. Association of lifetime cognitive engagement and low β-amyloid deposition. Arch Neurol. 
Published online 23 January 2012. doi:10.1001/archneurol.2011.2748 

25. Barber B, et al. Lifestyle and late life cognitive health: sufficient evidence to act now? International 
Psychogeriatrics, 2012, 24(5):683-688. 

26. Scarmeas N, et al. Influence of leisure activity on the incidence of Alzheimer’s disease. Neurology, 2001, 
57:2236-2242. 

27. Crooks VC, et al. Social network, cognitive function, and dementia incidence among elderly women. American 
Journal of Public Health, 2008, 98:1221-1227. 

28. Wilson RS, et al. Loneliness and risk of Alzheimer disease. Archives of General Psychiatry, 2007, 64:234-240. 

29. Karp A, et al. Mental, physical and social components in leisure activities equally contribute to decrease 
dementia risk. Dement Geriatr Cogn Disord, 2006, 21:65-73. 



 

 31

30. James BD, et al. "Alcohol Intake." The AlzRisk Database. Alzheimer Research Forum. Available at 
http://www.alzrisk.org. Accessed 11 July 2012. 

31. Ruitenberg A, et al. Alcohol consumption and risk of dementia: the Rotterdam study. Lancet, 2002, 359:281-
286. 

32. Anstey KJ, et al. Alcohol consumption as a risk factor for dementia and cognitive decline: meta-analysis of 
prospective studies. Am J Geriatr Psychiatry, 2009, 17:542-555. 

33. Peters R, et al. Alcohol, dementia and cognitive decline in the elderly: a systematic review. Age Ageing, 2008, 
37:505-512. 

34. Neafsey EJ, Collins MA. Moderate alcohol consumption and cognitive risk. Neuropsychiatr Dis Treat, 2011, 
7:465–484. 

35. Brust JCM. Ethanol and cognition: indirect effects, neurotoxicity and neuroprotection: a review. Int J Environ 
Res Public Health, 2010, 7:1540-1557. 

36. Jarvenpaa T, et al. Binge drinking in midlife and dementia risk. Epidemiology, 2005, 16:766-771. 

37. National Health and Medical Research Council. Australian guidelines to reduce health risks from drinking 
alcohol. 2009, Commonwealth of Australia; Canberra. Available at http://www.nhmrc.gov.au/guidelines. 
Accessed 11 July 2012. 

38. Luchsinger JA, Gustafson DR. Adiposity and Alzheimer’s disease. Curr Opin Clin Nutr Metab Care, 2009, 
12(1):15-21. 

39. Anstey KJ et al. Body mass index in midlife and late-life as a risk factor for dementia: a meta-analysis of 
prospective studies. Obes Rev, 2011, 12(5):e426-e437. doi: 10.1111/j.1467-789X.2010.00825.x 

40. Power BD, et al. Body adiposity in later life and the incidence of dementia: the health in men study. PLoS One, 
2011, 6(3):e17902. doi:10.1371/journal.pone.0017902 

41. Solfrizzi V, et al. Dietary fatty acids intake: possible role in cognitive decline and dementia. Exp Gerontol, 
2005, 40:257-270. 

42. Issa AM. The efficacy of omega–3 fatty acids on cognitive function in aging and dementia: a systematic 
review. Dement Geriatr Cogn Disord, 2006, 21:88-96. 

43. Solfrizzi V, et al. Mediterranean diet in predementia and dementia syndromes. Curr Alzheimer Res, 2011, 
8:520-542. 

44. Koyama A, et al. “Nutritional antioxidants.” The AlzRisk Database. Alzheimer Research Forum. Available at 
http://www.alzrisk.org. Accessed 23 July 2012. 

45. Herrmann W, Obeid R. Homocysteine: a biomarker in neurodegenerative diseases. Clin Chem Lab Med, 
2011, 49(3):435-441. 

46. Li S, et al. "Homocysteine." The AlzRisk Database. Alzheimer Research Forum. Available at 
http://www.alzrisk.org. Accessed 23 July 2012. 

47. Gu Y, Scarmeas N. Dietary patterns in Alzheimer’s disease and cognitive aging. Curr Alzheimer Res, 2011, 
8:510-519. 

48. Eskelinen MJ, et al. Midlife healthy-diet index and late-life dementia and Alzheimer’s disease. Dement Geriatr 
Cogn Disord Extra, 2011, 1:103-112. 

49. National Health and Medical Research Council. Dietary guidelines for Australian adults. 2003, Commonwealth 
of Australia, Canberra. Available at http://www.nhmrc.gov.au/guidelines. Accessed 23 July 2012. 

50. Lautenschlager N, et al. The influence of exercise on brain aging and dementia. Biochimica et Biophysica 
Acta, 2012, 1822:474–481. 

51. Sofi F, et al. Physical activity and risk of cognitive decline: a meta-analysis of prospective studies. J Intern 
Med, 2011, 269:107-117. 

52. Hamer M, Chida Y. Physical activity and risk of neurodegenerative disease: a systematic review of 
prospective studies. Psychol Med, 2009, 39:3-11. 

53. Lautenschlager NT, et al. Effect of physical activity on cognitive function in older adults at risk for Alzheimer’s 
disease. JAMA, 2008, 300:1027-1037. 

54. Rovio S, et al. Leisure-time physical activity at midlife and the risk of dementia and Alzheimer’s disease. 
Lancet Neurol, 2005, 4:705-711. 

55. Jedrziewski MK, et al. Physical activity and cognitive health. Alzheimers Dement, 2007, 3:98-108. 

56. Hendrie HC, et al. The NIH cognitive and emotional health project. Report of the critical evaluation study 
committee. Alzheimers Dement, 2006, 2:12-32. 

57. Australian Government Department of Health and Ageing. National Physical Activity Guidelines for Adults. 
2005. Available at: http://www.health.gov.au. Accessed 21 July 2012. 

58. Haag MD, et al. Duration of antihypertensive drug use and risk of dementia. A prospective cohort study. 
Neurology, 2009, 72:1727-1734. 

59. Power MC, et al. The association between blood pressure and incident Alzheimer disease. A systematic 
review and meta-analysis. Epidemiology, 2011, 22: 646-659. 

60. Power MC, et al. "Blood Pressure." The AlzRisk Database. Alzheimer Research Forum. Available at 
http://www.alzrisk.org. Accessed 17 July 2012. 



 

 32 

61. Kennelly, et al. Blood pressure and the risk for dementia – A double edged sword. Ageing Res Rev, 2009, 
8:61-70. 

62. Igase M, et al. The association between hypertension and dementia in the elderly. Int J Hypertens, 2012, 
2012:320648. 

63. Forette F, et al. The prevention of dementia with antihypertensive treatment. New Evidence from the Systolic 
Hypertension in Europe (Syst-Eur) study. Arch Intern Med, 2002, 162:2046-2052. 

64. Peila R, et al. Reducing the risk of dementia. Efficacy of long-term treatment of hypertension. Stroke, 2006, 
37:1165-1170. 

65. Knopman DS. Hypertension and late-life dementia. A real link? Neurology, 2009, 72:1716-1717. 

66. Kivipelto M, Solomon A. Cholesterol as a risk factor for Alzheimer’s disease – epidemiological evidence. Acta 
Neurol Scand, 2006, 114(Suppl. 185):50-57. 

67. Anstey KJ, et al. Cholesterol as a risk factor for dementia and cognitive decline: a systematic review of 
prospective studies with meta-analysis. Am J Geriatr Psychiatry, 2008, 16:343-354. 

68. Stewart R, et al. Twenty-six-year change in total cholesterol levels and incident dementia: the Honolulu-Asia 
Aging Study. Arch Neurol, 2007, 64:103-107. 

69. Polidori MC, et al. Modulation of cholesterol in midlife affords cognitive advantage during ageing – a role for 
altered redox balance. Int J Clin Exp Med, 2010, 3(1):103-109. 

70. Zhou B, et al. Prevention and treatment of dementia or Alzheimer’s disease by statins: a meta-analysis. 
Dement Geriatr Cogn Disord, 2007, 23:194-201. 

71. Strachan MWJ, et al. The relationship between type 2 diabetes and dementia. Br Med Bull, 2008, 88:131-146. 

72. Lu F-P, et al. Diabetes and the risk of multi-system aging phenotypes: a systematic review and meta-analysis. 
PLoS One, 2009, 4(1): e4144. doi:10.1371/journal.pone.0004144. 

73. Weuve J, et al. “Diabetes.” The AlzRisk Database. Alzheimer Research Forum. Available at 
http://www.alzrisk.org. Accessed 23 July 2012. 

74. Anstey KJ, et al. Smoking as a risk factor for dementia and cognitive decline: a meta-analysis of prospective 
studies. Am J Epidemiol, 2007, 166:367-378. 

75. Peters R, et al. Smoking, dementia and cognitive decline in the elderly, a systematic review. BMC Geriatr, 
2008, 8:36 doi:10.1186/1471-2318-8-36. 

76. Rusanen M, et al. Heavy smoking in midlife and long-term risk of Alzheimer disease and vascular dementia. 
Arch Intern Med, 2011, 171(4):333-339. 

77. Harwood DG, et al. The effect of alcohol and tobacco consumption, and apolipoprotein E genotype, on the 
age of onset in Alzheimer's disease. Int J Geriatr Psychiatry, 2010, 25(5):511-518. 

78. Llewellyn DJ, et al. Exposure to secondhand smoke and cognitive impairment in non-smokers: national cross 
sectional study with cotinine measurement. BMJ, 2009, 338: b462. doi: 10.1136/bmj.b462. 

79. Middleton LE, Yaffe K. Promising strategies for the prevention of dementia. Arch Neurol, 2009, 66:1210-1215. 

80. Green R, et al. Depression as a risk factor for Alzheimer’s disease. The MIRAGE study. Arch Neurol, 2003, 
60:753-759. 

81. Ownby RL, et al. Depression and risk for Alzheimer disease: systematic review, meta-analysis, and 
metaregression analysis. Arch Gen Psychiatry, 2006, 63(5):530-538. 

82. Yaffe K, et al. Posttraumatic stress disorder and risk of dementia among US veterans. Arch Gen Psychiatry, 
2010, 67(6):608-613. 

83. Scalco MZ, van Reekum R. Prevention of Alzheimer disease. Encouraging evidence. Can Fam Physician, 
2006, 52:200-207. 

84. Plassman BL, et al. Documented head injury in early adulthood and risk of Alzheimer’s disease and other 
dementias. Neurology, 2000, 55:1158-1166. 

85. Fleminger S, et al. Head injury as a risk factor for Alzheimer’s disease: the evidence 10 years on; a partial 
replication. J Neurol Neurosurg Psychiatry, 2003, 74:857-862. 

86. Shively S, et al. Dementia resulting from traumatic brain injury. What Is the pathology? Arch Neurol. Published 
online 9 July 2012. doi:10.1001/archneurol.2011.3747 

87. Altmann P, et al. Disturbance of cerebral function in people exposed to drinking water contaminated with 
aluminium sulphate: retrospective study of the Camelford water incident. BMJ, 1999, 319:807-811. 

88. Khanna K. Inquiry questions long term effects on health of Camelford incident. BMJ, 2005, 330(7486):275. 

89. Campdelacreu J. Parkinson disease and Alzheimer disease: environmental risk factors. Neurologia, 2012. 
Published online 13 June 2012. doi:10.1016/j.nrl.2012.04.001 

90. Maia L, de Mendonca A. Does caffeine intake protect from Alzheimer’s disease? Europ J Neurol, 2002, 9:377-
382. 

91. Ritchie K, et al. The neuroprotective effects of caffeine: a prospective population study (the Three City Study). 
Neurology, 2007, 69:536-545. 

92. Lindsay J, et al. Risk factors for Alzheimer’s disease: A prospective analysis from the Canadian Health and 
Aging Study. Am J Epidemiol, 2002, 156:445–453. 



 

 33

93. Silbert B, et al. Cognitive decline in the elderly: Is anaesthesia implicated? Best Pract Res Clin Anaesthesiol, 
2011, 25:379-393. 

94. Birks J, Evans JG. Ginkgo biloba for cognitive impairment and dementia. Cochrane Database Syst Rev, 2009, 
Issue 1. Art. No.: CD003120. doi:10.1002/14651858.CD003120.pub3. 

95. DeKosky ST, et al. Ginkgo biloba for prevention of dementia. A randomized controlled trial. JAMA, 2008, 
300(19):2253-2262. 

96. Lautenschlaget NT, et al. Ginkgo biloba extract EGb 761® in the context of current developments in the 
diagnosis and treatment of age-related cognitive decline and Alzheimer's disease: a research perspective. Int 
Psychogeriatr, 2012, 24(Suppl 1):S46-S50. 

97. O'Brien J, et al. "Inflammatory biomarkers." The AlzRisk Database. Alzheimer Research Forum. Available at 
http://www.alzrisk.org . Accessed 23 July 2012. 

98. Vlad SC, et al. Protective effects of NSAIDs on the development of Alzheimer’s disease. Neurology, 2008, 
70:1672-1677. 

99. Etminan M, et al. Effect of non-steroidal anti-inflammatory drugs on risk of Alzheimer’s disease: systematic 
review and meta-analysis of observational studies. BMJ, 2003, 327:128-131. 

100. Breitner JCS. NSAIDs and Alzheimer’s disease: How far to generalize from trials? Lancet Neurol, 2003, 2:527. 

101. Hayden KM, et al. Does NSAID use modify cognitive trajectories in the elderly? Neurology, 2007, 69:275-282. 

102. LeBlanc ES, et al. Hormone replacement therapy and cognition: Systematic review and metaanalysis. JAMA, 
2001, 285:1489-1499. 

103. O'Brien J, et al. "Hormone therapy." The AlzRisk Database. Alzheimer Research Forum. Available at 
http://www.alzrisk.org. Accessed 23 July 2012. 

104. Shumaker SA, et al. Estrogen plus progestin and the incidence of dementia and mild cognitive impairment in 
postmenopausal women: The Women’s Health Initiative Memory Study: A randomized controlled trial. JAMA, 
2003, 289:2651-2662. 

105. Maki PM. Hormone therapy and cognitive function: Is there a critical period for benefit? Neuroscience, 2006, 
138:1027-1030. 

106. Hogervorst E, et al. Hormone replacement therapy for cognitive function in postmenopausal women. 
Cochrane Database Syst Rev, 2002, Issue 2.  

107. Swaab DF, et al. The stress system in the human brain in depression and neurodegeneration. Ageing Res 
Rev, 2005, 4(2):141-194. 

108. Grundman M, et al. Brain MRI hippocampal volume and prediction of clinical status in a mild cognitive 
impairment trial. J Mol Neurosci, 2002, 19(1-2):23-27. 

109. Wilson RS, et al. Chronic distress, age-related neuropathology, and late-life dementia. Psychosom Med, 2007, 
69(1):47-53. 

110. Wilson RS, et al. Vulnerability to stress, anxiety, and development of dementia in old age. Am J Geriatr 
Psychiatry, 2011, 19(4):327-334. 

111. Wilson RS, et al. Chronic distress and incidence of mild cognitive impairment. Neurology, 2007, 68(24):2085-
2092. 

112. Duberstein PR, et al. Personality and risk for Alzheimer's disease in adults 72 years of age and older: a 6-year 
follow-up. Psychol Aging, 2011, 26(2):351-362. 

113. Crowe M, et al. Do work-related stress and reactivity to stress predict dementia more than 30 years later? 
Alzheimer Dis Assoc Disord, 2007, 21(3):205-209. 

114. Rosario ER, Pike CJ. Androgen regulation of β-amyloid protein and the risk of Alzheimer’s disease. Brain Res 
Rev, 2008, 57(2):444-453. 

115. Holland J, et al. Testosterone levels and cognition in elderly men: a review. Maturitas, 2011, 69(4):322-337. 

116. Chu LW, et al. Bioavailable testosterone is associated with a reduced risk of amnestic mild cognitive 
impairment in older men. Clin Endocrinol (Oxf), 2008, 68(4):589-598. 

117. Drummond ES, et al. Androgens and Alzheimer’s disease. Curr Opin Endocrinol Diabetes Obes, 2009, 
16(3):254-259. 

118. Rosario ER, et al. Brain levels of sex steroid hormones in men and women during normal aging and in 
Alzheimer’s disease. Neurobiol Aging, 2011, 32(4):604-613. 

119. Hogervorst E, et al. Increasing testosterone levels and effects on cognitive functions in elderly men and 
women: a review. Curr Drug Targets CNS Neurol Disord, 2005, 4(5):531-540. 

120. McCusker Alzheimer’s Research Foundation. Investigating the Role of Testosterone in Alzheimer's Disease. 
2011. Available at http://alzheimers.com.au/research/testosterone.php. Accessed 29 July 2012. 

121. Nowson CA, et al. Vitamin D and health in adults in Australia and New Zealand: a position statement. Med J 
Aust, 2012, 196(11):686-687. 

122. Daly RM, et al. Prevalence of vitamin D deficiency and its determinants in Australian adults aged 25 years and 
older: a national, population-based study. Clin Endocrinol (Oxf), 2012, 77(1):26-35. doi: 10.1111/j.1365-
2265.2011.04320.x. 



 

 34 

123. Etgen T, et al. Vitamin D deficiency, cognitive impairment and dementia: a systematic review and meta-
analysis. Dement Geriatr Cogn Disord, 2012, 33(5):297-305. 

124. Buell JS, et al. 25-Hydroxyvitamin D, dementia, and cerebrovascular pathology in elders receiving home 
services. Neurology, 2010, 74:18-26. 

125. Hogan DB, et al. Diagnosis and treatment of dementia: 4. Approach to management of mild to moderate 
dementia. CMAJ, 2008, 179(8):787-793. 

126. Mossello E, et al. Is antidepressant treatment associated with reduced cognitive decline in Alzheimer’s 
disease? Dement Geriatr Cogn Disord, 2008, 25:372-379. 

127. Dorenlot P, et al. Major depression as a risk factor for early institutionalization of dementia patients living in the 
community. Int J Geriatr Psychiatry, 2005, 20(5):471-478. 

128. Deschaintre Y, et al. Treatment of vascular risk factors is associated with slower decline in Alzheimer disease. 
Neurology, 2009, 73(9):674-680. 

129. Richard E, et al. Vascular care in patients with Alzheimer disease with cerebrovascular lesions slows 
progression of white matter lesions on MRI: the evaluation of vascular care in Alzheimer's disease (EVA) 
study. Stroke, 2010, 41(3):554-556. 

130. Sitzer DI, et al. Cognitive training in Alzheimer’s disease: a meta-analysis of the literature. Acta Psychiatr 
Scand, 2006, 114:75-90. 

131. Hogan DB, et al. Diagnosis and treatment of dementia: 5. Nonpharmacologic and pharmacologic therapy for 
mild to moderate dementia. CMAJ, 2008, 179(10):1019-1026. 

132. Heyn P, et al. The effects of exercise training on elderly persons with cognitive impairment and dementia: a 
meta-analysis. Arch Phys Med Rehabil, 2004, 85:1694-1704. 

133. Rolland Y, et al. Exercise program for nursing home residents with Alzheimer’s disease: a 1-year randomized, 
controlled trial. J Am Geriatr Soc, 2007, 55:158-165. 

134. Scarmeas N, et al. Mediterranean diet and Alzheimer disease mortality. Neurology, 2007, 69:1084-1093. 

135. Scheltens P, et al. Efficacy of souvenaid in mild Alzheimer's disease: results from a randomized, controlled 
trial. J Alzheimers Dis, 2012, 31(1):225-326. 

136. Daviglus ML, et al. Risk factors and preventive interventions for Alzheimer disease: State of the science. Arch 
Neurol, 2011, 68(9):1185-1190. 

137. National Institutes of Health. National Institutes of Health State-of-the-Science Conference Statement: 
Preventing Alzheimer’s Disease and Cognitive Decline. 2010. Available at 
http://consensus.nih.gov/2010/alzstatement.htm. Accessed 20 July 2012. 

138. Williams JW, et al. Preventing Alzheimer's disease and cognitive decline. Evidence report/technology 
assessment no. 193. 2010. Rockville, MD: Agency for Healthcare Research and Quality. Available at 
http://www.ahrq.gov/downloads/pub/evidence/pdf/alzheimers/alzcog.pdf. Accessed 20 July 2012. 

139. Qiu C, et al. Preventing Alzheimer disease and cognitive decline: Comments and responses. Ann Intern Med, 
2011, 154(3):211. 

140. Flicker L, et al. Why so negative about preventing cognitive decline and dementia? The jury has already come 
to the verdict for physical activity and smoking cessation. Br J Sports Med, 2011, 45:465-467. 

141. Middleton LE, Yaffe K. Targets for the prevention of dementia. J Alzheimers Dis, 2010, 20(3):915-924. 

142. Geldmacher DS. Alzheimer disease prevention: Focus on cardiovascular risk, not amyloid? Cleve Clin J Med, 
2010, 77(10):689-704. 

143. Gorelick PB, et al. Vascular contributions to cognitive impairment and dementia. A statement for healthcare 
professionals from the American Heart Association/American Stroke Association. Stroke, 2011, 42(9):2672-
2713. 

144. Mearns BM, Fuster V. Highlight dementia risk to reduce CVD. Nat Rev Cardiol, 2010, 7(5):237. 

145. Monsuez JJ, et al. Cardiovascular prevention of cognitive decline. Cardiol Res Pract, 2011, 2011:250970. 
doi:10.4061/2011/250970 

146. Bunce D, et al. Cognitive deficits are associated with frontal and temporal lobe white matter lesions in middle-
aged adults living in the community. PLoS One, 2010, 5(10):e13567. doi:10.1371/journal.pone.00135 

147. Salomone S, et al. New pharmacological strategies for treatment of Alzheimer's disease: Focus on disease 
modifying drugs. Br J Clin Pharmacol, 2012, 73(4):504-517. 

148. Brodaty H, et al. The world of dementia beyond 2020. J Am Geriatr Soc, 2011, 59(5):923-927. 

149. Woodward MC. Drug treatments in development for Alzheimer’s disease. J Pharm Pract Res, 2012, 42:58-65. 

150. Pfizer Inc. Pfizer Announces Co-Primary Clinical Endpoints Not Met In Second Phase 3 Bapineuzumab Study 
In Mild-To-Moderate Alzheimer’s Disease Patients Who Do Not Carry The Apoe4 Genotype. Press release, 6 
August 2012. Available at 
http://www.pfizer.com/news/press_releases/pfizer_press_release.jsp?guid=20120806006130en&source=RSS
_2011&page=1. Accessed 12 August 2012. 

151. Alzheimer’s Association. Newly Reported Research Advances from the Alzheimer's Association International 
Conference 2012. Press release, 18 July 2012. Available at 
http://www.alz.org/aaic/wed_1030amct_overview.asp. Accessed 12 August 2012. 



 

 35

152. National Health and Medical Research Council. Report on the Operations of the NHMRC Strategic Plan 2007-
2009. 2009. Available at http://www.nhmrc.gov.au/PUBLICATIONS/synopses/nh117syn.htm. Accessed 20 
July 2012. 

153. Anstey KJ, Kiely KM. Evaluation of NHMRC Data on the Funding of Dementia Research in Australia. A report 
for Alzheimer’s Australia. 2012. Alzheimer’s Australia; Canberra. Available at http://www.fightdementia.org.au. 
Accessed 29 July 2012. 

154. Australian Institute of Health and Welfare. Australia’s Health 2010. Australia's health no. 12. Cat. no. AUS 
122. 2010. Australian Institute of Health and Welfare: Canberra. Available at 
http://www.aihw.gov.au/publication-detail/?id=6442468376&tab=2. Accessed 20 July 2012. 

155. Rees G. Dementia: Facing the Epidemic. Alzheimer's Australia; Canberra. Available at 
http://www.fightdementia.org.au. Accessed 20 July 2012. 



 

 36 

ALZHEIMER’S AUSTRALIA PUBLICATIONS 
 
Quality Dementia Care Series 
1. Practice in Residential Aged Care Facilities, for 

all Staff 
2. Practice for Managers in Residential Aged Care 

Facilities 
3. Nurturing the Heart: creativity, art therapy and 

dementia 
4. Understanding Younger Onset Dementia 
5. Younger Onset Dementia, a practical guide 
6. Understanding Dementia Care and Sexuality in 

Residential Facilities 
7. No time like the present: the importance of a 

timely dementia diagnosis 
 
Papers 
1. Dementia: A Major Health Problem for Australia. 

September 2001 
2. Quality Dementia Care. February 2003 
3. Dementia Care and the Built Environment. June 

2004 
4. Dementia Terminology Framework. December 

2004 
5. Legal Planning and Dementia. April 2005 
6. Dementia: Can It Be Prevented? August 2005 

(superceded by paper 29) 
7. Palliative Care and Dementia. February 2006 
8. Decision Making in Advance: Reducing Barriers 

and Improving Access to Advanced Directives for 
People with Dementia. May 2006 

9. 100 Years of Alzheimer’s: Towards a World 
without Dementia. August 2006 

10. Early Diagnosis of Dementia. March 2007 
11. Consumer-Directed Care – A Way to Empower 

Consumers? May 2007 
12. Dementia: A Major Health Problem for 

Indigenous People. August 2007. 
13. Dementia Risk Reduction: The Evidence. 

September 2007 (superceded by Paper 29) 
14. Dementia Risk Reduction: What do Australians 

know? September 2008 
15. Dementia, Lesbians and Gay Men. November 

2009 
16. Australian Dementia Research: current status, 

future directions? June 2008 
17. Respite Care for People Living with Dementia. 

May 2009 
18. Dementia: Facing the Epidemic. Presentation by 

Professor Constantine Lyketsos. September 
2009 

19. Dementia: Evolution or Revolution? Presentation 
by Glenn Rees. June 2010 

20. Ethical Issues and Decision-Making in Dementia 
Care. Presentation by Dr Julian Hughes. June 
2010 

21. Towards a National Dementia Preventative 
Health Strategy. August 2010 

22. Consumer Involvement in Dementia Research. 
September 2010 

23. Planning for the End of Life for People with 
Dementia Part 1. March 2011. Planning for the 
End of Life for People with Dementia Part 2. May 
2011 

24. Timely Diagnosis of Dementia: can we do better? 
September 2011 

25. National Strategies to Address Dementia. 
October 2011 

26. Evaluation of NHMRC data on the funding of 
Dementia Research in Australia. March 2012 

27. Alzheimer’s Organisations as agents of change. 
April 2012 

28. Exploring Dementia and Stigma Beliefs. A Pilot 
Study of Australian Adults Aged 40 to 65 years. 
June 2012 

 
Reports commissioned from Deloitte 
Access Economics 
 The Dementia Epidemic: Economic Impact and 

Positive Solutions for Australia. March 2003 
 Delaying the Onset of Alzheimer’s Disease: 

Projections and Issues. August 2004 
 Dementia Estimates and Projections: Australian 

States and Territories. February 2005 
 Dementia in the Asia Pacific Region: The 

Epidemic is Here. September 2006 
 Dementia Prevalence and Incidence Among 

Australian’s Who Do Not Speak English at Home. 
November 2006 

 Making choices: Future dementia care: 
projections, problems and preferences. April 
2009 

 Keeping dementia front of mind: incidence and 
prevalence 2009-2050. August 2009 

 Caring places: planning for aged care and 
dementia 2010-2050. July 2010 

 Dementia Across Australia 2011-2050. 
September 2011 

 
Other Papers 
 Dementia Research: A Vision for Australia. 

September 2004 
 National Consumer Summit on Dementia 

Communique. October 2005 
 Beginning the Conversation: Addressing 

Dementia in Aboriginal and Torres Strait Islander 
Communities. November 2006 

 National Dementia Manifesto 2007-2010 
 In Our Own Words, Younger Onset Dementia. 

February 2009 
 National Consumer Summit Younger Onset 

Dementia Communique. February 2009 
 Dementia: Facing the Epidemic. A vision for a 

world class dementia care system. September 
2009 

 
These documents and others available at 
fightdementia.org.au



 

 

 



For comprehensive information about
   • Dementia and care
   • Education and training
   • Other services offered by member organisations

visit the Alzheimer’s Australia website
FIGHTDEMENTIA.ORG.AU

For information and advice contact the
NATIONAL DEMENTIA HELPLINE 1800 100 500

This is an initiative of the Australian Government

For information about brain health and dementia risk reduction visit the
Your Brain Matters website

YOURBRAINMATTERS.ORG.AU

For information about Australian dementia research activities visit the
Dementia Collaborative Research Centres website

 DEMENTIARESEARCH.ORG.AU


