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1 | INTRODUCTION

As many as 40% of dementia cases can be attributed to modifi-

able risk factors.! Much of that risk reduction can be accomplished

Introduction: Few resources address steps clinicians can take to help patients reduce
their risk of dementia, despite growing recognition that brain health can be optimized
and that risk reduction for cognitive decline can be accomplished by lifestyle modifica-
tions.

Methods: To address this gap, UsAgainstAlzheimer’s convened a risk reduction work-
group (RRWG) to review existing evidence and develop recommendations for primary
care clinicians discussing cognitive decline and risk reduction with their patients.
Results: The RRWG produced 11 consensus-based recommendations and implemen-
tation strategies across six topics: neurovascular risk management, physical activity,
sleep, nutrition, social isolation, and cognitive stimulation.

Discussion: These recommendations are a first step for clinicians to address brain
health with patients and potentially help them prevent cognitive decline. To ensure
there is routine care for brain health, proper incentives and policies must be insti-
tuted and more education for consumers should be provided.

KEYWORDS
Alzheimer’s disease, cognitive decline, dementia prevention, primary care, risk reduction

by changing behavior in midlife. Considering the emerging evidence
that dementia may be preventable, UsAgainstAlzheimer’s convened a
workgroup of national experts to develop new recommendations that

primary care clinicians and general neurologists can use to initiate
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medium, provided the original work is properly cited and is not used for commercial purposes.
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primary prevention conversations with their patients about cognitive
decline.

This resulting consensus statement is based on expert opinion that
builds upon the available evidence for dementia risk reduction. It is
another step in a process to deliver actionable solutions for clinicians
and is consistent with other efforts to introduce these and related
issues into primary care settings.?

2 | METHODS

The UsAgainstAlzheimer’s risk reduction workgroup (RRWG) com-
prised eight clinicians with collective expertise and experience devel-
oping and evaluating evidence, developing and implementing risk-
reduction strategies, improving brain health for people at increased
risk of cognitive decline, and promoting health equity in clinical prac-
tice. UsAgainstAlzheimer’s and Avalere Health provided facilitation
and consensus-building support. During portions of the workshops,
domain experts with specific expertise in physical activity, nutrition,
diabetes management, cognitive intervention, social isolation and lone-
liness, and hypertension management presented relevant research
related to effective implementation of specific evidence-based recom-
mendations. Although the domain experts were not directly involved in
developing or drafting the RRWG'’s final output, they led presentations
on their areas of expertise during certain workshop sessions to inform
RRWG deliberations for the guidance presented in this document.

Given the nature of the recommendations they set out to develop
and the state of the evidence, the RRWG used expert consensus to
guide the selection and prioritization of key topics as well as the subse-
quent recommendations for the implementation of interventions. The
RRWG committed to key guiding principles for the development of the
recommendations so that they would be solution-oriented, actionable,
and equitable.

As a first step, the RRWG reviewed a targeted body of recent lit-
erature (most published within the past 5 years) to assess the cur-
rent evidence on the risk reduction of cognitive decline, which included
large systematic reviews, meta-analyses, and seminal studies (see
Appendix A).

The RRWG chose to focus their attention on six topics for which
they determined that evidence was strongest (informed by strength of
evidence assessments among the sources reviewed) and for which they
could provide actionable guidance for clinical practice: neurovascular
risk management, physical activity, sleep, nutrition, social activity, and
cognitive stimulation. The RRWG chose not to focus on hyperlipidemia,
depression, head injury, hearing loss, education level, smoking, alcohol
consumption, or air pollution at this time.

The RRWG participated in four virtual workshops between October
26 and December 18, 2020, to discuss strategies for the primary pre-
vention of Alzheimer’s disease (AD) and related dementias (ADRD) in
light of the evidence reviewed and to reach consensus for actionable
guidance. The recommendations and implementation considerations
were also reviewed in January 2021 by an external panel of experts
who did not take a position on the recommendations but provided valu-
able feedback.

RESEARCH IN CONTEXT

1. Systematic Review: The UsAgainstAlzheimer’s risk
reduction workgroup (RRWG) first reviewed a targeted
body of recent literature to determine current evidence
on the risk reduction of cognitive decline. The RRWG
was then informed by domain experts, who presented
their relevant findings regarding effectively instituting
evidence-based recommendations.

2. Interpretation: The RRWG selected six topics that had
the strongest evidence and were suitable to provide
actionable guidance for clinical practice: neurovascular
risk management, physical activity, sleep, nutrition, social
isolation, and cognitive stimulation. The RRWG then cre-
ated 11 consensus-based recommendations and imple-
mentation strategies for the six topics.

3. Future Directions: The RRWG’s recommendations are
only the first step, as more steps should be taken, such
as the implementation of certain policies, to ensure clin-
icians properly address the topics of brain health and
cognitive decline prevention with their patients. Further
efforts to ensure patients are educated about reducing
their risk of dementia are also necessary.

HIGHLIGHTS

* The UsAgainstAlzheimer’s risk reduction workgroup
aligned on 11 recommendations for clinicians and general
neurologists.

* Guidance should apply to individuals aged 45 years and
older.

* The medical community must convert recommendations
into actionable strategies.

* Appropriate incentives for clinicians are needed to
encourage wider adoption.

* Policy changes and relevant quality measures could fur-
ther support adoption.

3 | RECOMMENDATIONS

The RRWG aligned on 11 recommendations for primary care clinicians
and general neurologists. In addition to the recommendations and their
supporting rationale, the RRWG felt it was important to include consid-
erations for implementing the recommendations in clinical practice. In
its work, the RRWG attempted to be mindful of social determinants of
health, account for cultural differences, and design for general accessi-
bility.
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The group achieved consensus that all guidance should apply
to individuals aged 45 years and older since some mid-life risk
factors (e.g., hypertension) are strongly associated with dementia
and because AD pathophysiology begins decades before symptoms
develop.®

Refer to Table 1 for a summary of recommendations to promote the
risk reduction of ADRD and considerations for their implementation.

Most of the recommendations—including those for neurovascular
risk management, physical activity, nutrition, and sleep—are consistent
with standard care, especially for patients with existing cardiovascular
conditions (e.g., type 2 diabetes or hypertension).*¢ In those cases, the
intention of the recommendation is to raise awareness of the impact
these factors can have on cognitive health and to provide another rea-
son clinicians can use for encouraging adherence.

Some recommendations—including those for social activity or cog-
nitive stimulation—may not be part of standard practice for most clin-
icians, but the RRWG believes emerging evidence shows that the ben-
efit of addressing these topics outweighs the cost. Assessment of
social activity and cognitive stimulation could be quickly added to
other lifestyle questions currently posed to patients, and clinicians
could address them only as needed. These two recommendations have
not yet received widespread testing or validation for routine use in
primary-care settings.

For some individuals, lifestyle changes will need to be supple-
mented with other treatments. While evidence shows that multido-
main approaches have the greatest impact on reducing the risk of
ADRD,”~8 RRWG members encourage clinicians to address all compo-
nents for which they can make the time.

4 | RATIONALE FOR RECOMMENDATIONS

4.1 | Neurovascular risk management

The association between cardiovascular risk factors and cognitive
function has been well documented.?-16 Sources support treatment
of hypertension for those over the age of 45 to reduce the risk of
dementia, specifying a target systolic blood pressure of <130 mm Hg
in midlife.1” Similarly, for those with type 2 diabetes, evidence sug-
gests that targeting HbA1c levels <7% is associated with lower risk of
dementia.’® RRWG members discussed whether treatment of existing
cardiovascular conditions should be a focus of their recommendations.
It was through these discussions that they reached consensus on nar-
rowing the scope of their recommendations to focus on the primary
prevention of ADRD, noting that clinicians should rely on existing prac-
tice guidelines for the secondary prevention through medication man-
agement or other interventions.

Importantly, patients who are hypertensive should be closely mon-
itored for cognition changes to safeguard against decline.}? Because
treatment of these co-morbidities, through modification of behav-
joral risk factors, may reduce the risk of cognitive decline,?1216.20 the
RRWG agreed that individuals with these conditions should be made

aware of their dementia risk and clinicians should share strategies with
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them for reducing that risk and optimizing their brain health. They
encourage clinicians to discuss optimal brain health in conjunction with
heart health, as the two go hand in hand.

4.2 | Physical activity

Despite ample evidence demonstrating that greater amounts of physi-
cal activity are associated with a reduced risk of cognitive decline and
ADRD,121421 physical activity is rarely discussed by health-care pro-
fessionals for the prevention or treatment of medical conditions affect-
ing the brain. Physical activity decreases with age, especially among
women, persons with lower income, and persons from certain race
and ethnicity groups.?2 These same populations are disproportionately
affected by ADRD, making it imperative that clinicians initiate conver-
sations about brain health with them and how physical activity can help
maintain and protect brain health.

The RRWG suggests placing greater focus on helping individu-
als reduce sedentary lifestyles through a gradual approach.® Helpful
strategies are included in the implementation considerations for these
recommendations (Table 1). There is evidence to support the promo-
tion of physical activity using a multilevel approach,?® including using
the support of individuals, family members, caregivers, and neighbors;
and clinicians should use a combination of approaches to help their
patients increase their physical activity.!? But assessing a patient’s
level and ability to do physical activity is the first step in that process,

which is why the RRWG recommends beginning there.

4.3 | Sleep

Although the initially reviewed sources of evidence did not address
sleep as frequently as the other topics addressed by the RRWG, the
moderate level of evidence identified in those sources related to sleep
disturbance provided a starting point for their conversations.1* Several
RRWG members are experts on the topic of sleep related to demen-
tia and believe strongly in addressing sleep quality to reduce the risk
of dementia. They noted that recent prospective epidemiologic studies
have shown an increased risk of cognitive impairment associated with
sleep disturbances (e.g., poor sleep quality, sleep apnea, altered circa-
dian rhythms, excessive daytime napping).2* Evidence also suggests a
bidirectional relationship between sleep disturbances and AD, which
could lead to AD pathology in older adults.2> Older women with sleep
apnea, in particular, were almost twice as likely to develop cognitive
impairment 5 years later, and hypoxia is a likely mechanism.2%

RRWG members further highlighted that sleep quality is often over-
looked by clinicians when considering interventions for dementia pre-
vention, but that investigational studies show promising results regard-
ing sleep therapy and its impact of cognitive decline.?” Sleep is being
investigated as a potential method for prevention of a variety of neu-
rodegenerative diseases, including ADRD, based on clearance of patho-
logical proteins through the glymphatic system of the brain during
sleep.?” RRWG members noted that future research is needed to
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explore the use of sleep disturbances in helping with the early detec-
tion of AD and as a new intervention target for dementia prevention.?8

4.4 | Nutrition

A healthy diet like the Mediterranean, DASH (dietary approaches
to stop hypertension), and especially the MIND (Mediterranean and
DASH Intervention for Neurodegenerative Delay) diet has been asso-
ciated with multiple benefits: improved cognition and decreased risk of
dementia in an older population; healthier cardiovascular functioning
including blood glucose, blood pressure control, and decreased stroke
and heart attack risk; and a decrease in depression.’ The foods pro-
moted by those diets contain a majority of the vitamins, minerals, fiber,
and bioactives that are beneficial for brain health.2?-30 Further, there
is a direct association between a “Western diet” and cognitive decline
and depression.3! Some evidence shows that excessive dietary intake
of unhealthy high-fat, processed, or low nutritional value foods may
be detrimental to brain, cardiovascular, and mental health. Adhering to
healthy diet patterns, specifically the MIND diet, is equivalent to being
7.5 years younger in brain age.32 For these reasons, the RRWG agreed
that recommending clinicians assess the quality of their patients’ diet
and promote healthy dietary modifications is an optimal way to build
cognitive resilience and prevent ADRD while improving modifiable risk

factors to enhance brain health.

4.5 | Social activity

Poor social connection and isolation have been shown to have dele-
terious effects on several aspects of mental and physical health.!?
Whereas social isolation is associated with impaired cognitive perfor-
mance and cognitive decline, and a more rapid progression of AD,33
positive social connections or support have been shown to buffer
against the physical and psychological effects of stress and reduce
the risk of dementia.3* Loneliness is another risk factor for one’s gen-
eral health, including brain health, and is equivalent to smoking 15
cigarettes a day.3> The RRWG agreed that quality social connections
act as a protective factor for stress and aid in the recovery process
when challenges in life occur and contribute to optimal brain health.
They quickly reached consensus that assessing and addressing an indi-
vidual’s risk of isolation or loneliness is a first step to help them reduce

or prevent related cognitive decline.

4.6 | Cognitive stimulation

The RRWG reviewed the evidence base for cognitive interventions.
Overall, there is limited evidence linking cognitive interventions to
long-term cognitive benefits.!1-14 Nevertheless, the World Health
Organization (WHO) conditionally recommends that cognitive train-
ing may be offered to older adults with normal cognition and with mild

cognitive impairment to reduce the risk of cognitive decline and/or

dementia.’? Cognitive reserve has been proposed as a protective fac-
tor that may reduce the risk of clinical onset of dementia and cognitive
decline, and there is modest evidence that increased cognitive activ-
ity may stimulate (or increase) cognitive reserve and have a buffering
effect against rapid cognitive decline.’®¢ The RRWG agreed that the
benefits of promoting cognitive stimulation outweigh potential unde-
sirable effects.

To encourage conversations about brain health, physicians should
ask patients about brain stimulation as regularly as physical activity,
nutrition, or other lifestyle activities that may impact overall health.

RRWG members suggest the following activities to assess and

encourage among patients:

Nonfiction reading

Media (documentaries, news,
podcasts, etc.)

Crafts/skills (cooking, hobbies,
gardening, etc.)

Arts (visual/music/dance)

Assessment of rumination

Meaning and purpose in life

Prayer

Social engagement (frequency,
in-person or virtual)

Relationships (romantic, pets,
etc.)

Strategy games

Mindfulness/meditation

Exposure to nature

5 | OTHER IMPORTANT RISK FACTORS

The RRWG acknowledges that there are many other important modifi-
able risk factors related to ADRD prevention or risk reduction beyond
the six topics featured in their proposed set of recommendations, such
as hyperlipidemia, depression, head injury, hearing loss, less educa-
tion, smoking, excessive alcohol consumption, and air pollution. The
RRWG focused on an initial set of topics for which they could provide
the most actionable guidance for clinical practice. Although the evi-
dence base regarding implementation strategies for these other topics
is still emerging, clinicians should nonetheless strive to address them.
The workgroup is optimistic that ongoing research will further demon-
strate the relationship of these factors to dementia and further encour-
age their continued research.

One topic, however, that received substantial consideration was
depression. The RRWG discussed how depression symptoms can often
mimic signs of cognitive decline (e.g., fatigue, poor concentration) and
noted the close association between depression and dementia.l12
But regarding management recommendations to reduce the risk of
dementia, the workgroup concluded that the evidence between treat-
ing depression and reducing the risk of cognitive decline is yet
inconclusive.’2-20 The RRWG encourages clinicians to continue to
screen for and treat depression according to latest standards, and to
monitor individuals with related conditions closely for signs of cogni-

tive decline.1
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6 | CONCLUSION

These recommendations are a first step toward filling a gap in available
guidance for clinicians seeking to address brain health or prevent cog-
nitive decline among their patients. Further steps are needed toward
effective implementation by clinicians, toward educating consumers,
and toward ensuring appropriate incentives and policies are in place.

The RRWG urges the medical community to commit to translating
these recommendations into actionable strategies and tools that clin-
icians and their care teams can use at the point of care to encour-
age their adoption and to help patients adhere to the recommended
lifestyle changes. These must be strategies that do not interrupt their
workflow, such as translation of the recommended assessment tools
into their electronic medical records (EMRs). A study at the McCance
Center is already testing the implementation of a brief multidomain
questionnaire embedded in their EMRs, called the Ideal Brain Care
Score, administered by clinicians in primary care settings.®” Other
studies have explored the potential of EMRs to track aspects of brain
health or related interventions to help prevent cognitive decline.38-37
Initiatives such as these can be built upon to identify broad-reaching
interventions for the prevention of ADRD that minimize disruptions to
clinician workflow and impact patient outcomes.

In addition to educating and training clinicians in approaches
for optimizing brain health, there should be equal efforts to edu-
cate patients and raise awareness about reducing risk of demen-
tia. Much can be learned from the effective implementation of non-
pharmacological interventions for conditions like cardiovascular dis-
ease and diabetes. Similar efforts are now needed in the realm of
dementia care.

Furthermore, appropriate incentives for clinicians may be needed to
encourage wider adoption of these practices. Policy changes to ensure
that appropriate screenings are conducted at opportune times and
development of relevant quality measures could further support adop-
tion. Additionally, the RRWG recognizes that research is needed to
confirm and validate their consensus recommendations for use in pri-
mary care. These approaches, coupled with continued research to gen-
erate evidence on the clinical and economic impact of engaging individ-
uals early in their cognitive health, will help make routine care for brain

health areality.
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APPENDIX A: INITIAL EVIDENCE REVIEW BY RRWG
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Yu et al., 2020. Evidence-based prevention of Alzheimer’s disease
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Dhana et al., 2020. Healthy lifestyle and the risk of Alzheimer
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American Diabetes Association, 2020. Older adults: Standards of

medical care in diabetes https://care.diabetesjournals.org/content/
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