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Dementia Prevention Tar



“Do not complain
about growing
old. Itis a
privilege denied
to many.”

Mark Twain
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Objectives

1. Identify and target 5 modifiable risk factors across lifespan
2. Implement evidence-based approaches to target modifiable risk
3. Implement group visits for dementia prevention



The Problem: Time Lost is Independence Lost

people 65+ are projected to
have Alzheimer’'s dementia

7 2 by 2025
° million

Annual economic costs >$S300M

* QOver 80% of PCPs on the front lines of dementia
care, over half note they lack the dementia
training and tools to adequately address this
unmet and growing need.

* Fewer than half of dementia cases are diagnosed
in primary care, and too often when diagnosed
have progressed to advanced stage where
independence has been lost.

Source: https://www.alz.org/media/documents/alzheimers-facts-and-figures.pdf
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Dementia is a Primary Care

disease
connection with their PCP

Too few neurologists or geriatricians

excellent dementia care

T/ 7777777/
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Know your care preferences and set

W H AT MATTERS goals for your health. Establish Advance

Directives and Trusted Decision Makers.

Manage your medications and

MEDICAT'ON understand how they may impact your

mobility and cognition.

" oend, ° Get the emotional and cognitive support
M ENT AT' 0 N you need. Understand, prevent, and seek
treatment for dementia, delirium, and

depression.

Keep active and mobile, preventing

MOB“_ITY injuries and falls. Learn how to safely

mobilize as you age.

M AEN UTRITI ON ‘ Commit to proper nutrition and assess

malnutrition risk regularly.




Progression of Alzheimer’s Disease

T4

T/ 7777777/
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Risk unknown Source: Livingston et al. A, et al. Dementia prevention, A7

60% intervention, and care: 2020 report of the Lancet Commission www.alzint.org Alzheimer's Disease
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SMR 2021 Annual Meeting Kristine Jaffe

Why Are Modifiable/Behavioral Risk Factors
Important for Brain Health

» |dentification of modifiable risk factors can help: Dementia Risk

Understand the mechanisms associated with
dementia development

Enhance our ability to identify those at highest risk

Improve prevention and treatment options 50%

* Modifiable/behavioral factors with the strongest evidence: Al
Cardiovascular factors
Physical & cognitive activity
Sleep quality & disorders \
Traumatic brain injury (TBI) What can we

« Biomarker data bolsters this evidence do about this?



https://vimeopro.com/user89997258/abmr2021
https://vimeopro.com/user89997258/abmr2021
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@ (!) Relation of cerebral vessel disease to Alzheimer’s disease
dementia and cognitive function in elderly people:
a cross-sectional study

Zoe Arvanitakis, Ana W Capuano, Sue E Leurgans, David A Bennett, Julie A Schneider

—— No infarct or vessel pathology

—— Grass infarcts

~ Grass infarcts and microinfarcts

~—— Grass infarcts, microinfarcts, and atherosderoses

= Gross infarcts, microinfarcts, atherosclerosis, and
arteriolosderosis (all infarcts and vessel pathologies)

é
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Global cognitve function

10 15 20

Summary measure of Alzheimer’s disease pathology

Figure 2: Relation of cerebral vessel pathologies to Alzheimer's disease dementia and global cognitive
function

(A) The probability of Alzheimer’s disease dementia by Alzheimer’s disease pathology, showing separate effects of
infarcts and cerebral vessel pathologies. (B) The relation of Alzheimer's disease pathology to global cognitive
function, showing separate effects of infarcts and cerebral vessel pathologies.



Review > Ageing Res Rev. 2020 Mar;58:101002. doi: 10.1016/j.arr.2019.101002.
Epub 2019 Dec 30.

A Third of Community-Dwelling Elderly With
Intermediate and High Level of Alzheimer's
Neuropathologic Changes Are Not Demented: A
Meta-Analysis

Mahmoud Reza Azarpazhooh 1, Abolfazl Avan 2, Lauren E Cipriano 2, David G Munoz 4, Mahdiyeh
Erfanian ®, Amin Amiri ©, Saverio Stranges 7, Vladimir Hachinski 8

Viewpoint [ ONLINE FIRST |
April 27, 2020

White Matter Degeneration—A Treatable Target?

Austyn Roseborough, MSc'; Vladimir Hachinski, MD, DSc2; Shawn Whitehead, PhD!

» Author Affiliations | Article Information

JAMA Neurol. Published online April 27, 2020. doi:10.1001/jamaneurol.2020.0814



Healthy lifestyle and the risk of Alzheimer
dementia

Findings from 2 longitudinal studies

Klodian Dhana, MD, PhD, Denis A. Evans, MD, Kumar B. Rajan, PhD, David A. Bennett, MD, and Correspondence
Martha C. Morris, ScD Dr. Dhana

® ) klodian_dhana@rush.edu
Neurology™ 2020;95:1-10. doi:10.1212/WNL.0000000000009816

Figure HRs of AD according to the combination of healthy lifestyle factors in the prospective cohort studies

Number of healthy
lifestyle factors Hazard ratio (95% Cl)

0-1 healthy factor

CHAP 0-1 322 . 1.00 (1.00, 1.00)
MAP 0-1 123 [ ] 1.00 (1.00, 1.00)
2-3 healthy factors

CHAP 2-3 1,073 —— 0.58(0.37,0.93)
MAP 2-3 507 —J— 0.66 (0.46, 0.94)
Combined (p for heterogeneity = 0.7) <> 0.63(0.47, 0.84)
4-5 healthy factors 5

CHAP 4-5 450 b —— 0.33(0.18,0.61)
MAP 4-5 290 —— 0.43 (0.28, 0.66)
< :
I

Combined (p for heterogeneity = 0.5) 0.40 (0.28, 0.56)
T i 1
0.25 0.50 1.00 2.00
Hazard ratio

Model adjusted for age, sex, race, education, APOE €4, and prevalence of cardiovascular disease (including heart disease or stroke). A random-effects meta-
analysis was used to combine cohort-specific results. AD = Alzheimer dementia; CHAP = Chicago Health and Aging Project; Cl = confidence interval; HR =
hazard ratio; MAP = Rush Memory and Aging Project; N = number of participants in each group.
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“There's a ~50% chance that 3 years from
Nnow you could remain independent as you
are now.”

“...there is also the chance that this could
be the first sign of Alzheimer’s Disease.”

“Either way, I'll be here with you. It's so
good we are talking about what you can

do, what matters to you and

that you have your family here to help.
We're hoping for the best. I'm here 1o help if
things get worse.”

Angevaare et al, Neurology, 2022,
(accepted)



Ideal-Exposure Over-Exposure
(hormetic stress) (toxic stress)

Dose/Intensity, Over the lifespan Epel, 2020




Exji_.ité
Exercise

Physical Activity Moderates the Association of X,
Amyloid B with Cognitive Decline ’5\
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Late-life physical activity relates to brain tissue synaptic integrity
markers in older adults

Kaitlin Casaletto PhD & Alfredo Ramos-Miguel PhD, Anna VandeBunte BA, Molly Memel PhD, Aron
Buchman MD, David Bennett MD, William Honer MD

First published: 07 January 2022 | https://doi.org/10.1002/alz.12530



MIND diet, common brain pathologies, and cognition in community-
dwelling older adults

Alzheime
&

Dementi: Kiodian Dhana, MD, PhD 2P Bryan D. James, PhD,P€ Puja Agarwal, PhD,3P Neelum T. Aggarwal, MD ¢4

Alzheimer's & Dementia 11 (2015) 1007-1014

E'L“%E‘HE‘R Laurel J Cherian, MD, MS,d Sue E. Leurgans, PhD,c‘d Lisa L. Barnes, PhD,C’d David A. Bennett, MD,c'd and

Featured Articles Julie A. Schneider, MD, MS®9-€

MIND diet associated with reduced incidence of Alzheimer’s disease

Martha Clare Morris™* Chrls.ty C. T:-lrlgrus:j..r . Yamin Wang", Frank M. Sacks",

de . . ld.c:
IS — {

David A CILIE N
LOWER YOUR RISK OF ALZHEIMERS DISEASE

...................................................

CENTRAL ILLUSTRATION: Potential Mechanisms for Olive Oil Intake and
Mortality

The new MIND Diet developed by Followed Strictly Followed Moderately
Rush University Medical Center
researchers is associated with a LOWERED LOWERED
reduced risk of Alzheimer's Disease
based on one Chicago based study.

10 BRAIN HEALTHY FOOD GROUPS =
: Green Leafy Other b g
. Vegetables Vegetables Berries Fish Wine Olive Oil
D&
4 g ® &
Nuts Whole Grains Poultry Beans
DAILY MOST DAYS TWICE 5 UNHEALTHY
PER WEEK FOOD GROUPS
1 saw R TO AVOID
a5 NUTS POULTRY RED MEATS Lipid derivate
VEGETABLE BERRIES BUTTER & molecules (squalene,

STICK MARGARINE tocopherols, ...)
SWEETS
CHEESE

BEANS FISH PASTRIES

I Guasch-Ferré, M. et al. J Am Coll Cardiol. 2022;79(2):101-112.

S EVERY ONCE PER
WHOLE GRAINS OTHER DAY WEEK

1 GLass oF WINE

Alzheimer’s Disease is the 6th leading cause of death in the United States. Over 5.1 million
American’s have Alzheimer’s Disease in 2015 but it is expected to rise to 7.1 million by 2025. This
study only shows an association between a healthy diet and a lowered risk of Alzheimer’s.

DiaMedical USA
‘y PARTS ONLINE



https://www.ncbi.nlm.nih.gov/entrez/eutils/elink.fcgi?dbfrom=pubmed&retmode=ref&cmd=prlinks&id=34334393
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P for nonlinear <0.001
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8
Tea intake (cups/d)

Dementia

P for nonlinear <0.001

4 6 8
Tea intake (cups/d)

Post-stroke dementia

P for nonlinear =0.309

8
Tea intake (cups/d)

>

P for nonlinear <0.001

Hazard ratio (95%Cl)

8 12 16 20
Coffee+tea intake (cups/d)

oy)

P for nonlinear <0.001

Hazard ratio (95%Cl)

4 8 12 16 20
Coffeettea intake (cups/d)

O
ﬁow

P for nonlinear <0.001

N
'

Hazard ratio (95%Cl)

8 12 16 20
Coffeettea intake (cups/d)

24

24




HEALTH

= SWEDISH | For

Figure 2. Probable Dementia by Treatment Group

Trial and
Trial phase cohort phase Cohort phase

Standard treatment
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Intensive treatment
Shaded regions indicate 95%
confidence intervals. Median
follow-up time was 5.14 years
. : (interquartile range, 3.91-6.00) for
4 the intensive treatment group and

Follow-up, y 5.07 years (interquartile range,

No. at risk 3.87-5.98) for the standard treatment
Standard treatment 4285 4282 4168 3886 2829 2107 989 87 group. For group comparison of
Intensive treatment 4278 4277 4171 3917 2893 2189 1027 93 incidence, hazard ratio, 0.83; 95% Cl,

0.671.04; P=10.
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AB Clearance Increased During Sleep

» Cerebrospinal fluid (CSF) flow in asleep (left) and
awake (right) brain

» Sleeping mice cleared twice as much AB from their
brains as conscious mice

¥ Cognitive and

physical activity

4 Cellular
circadian clock
dysfunction

i

4 Injury to
sleep/wake
brain regions

-«




Genetic risk Genetic risk Genetic risk
+ +

unhealthy lifestyle HEALTHY lifestyle

Kuzma et al. Alzheimer & Dementia, 2019
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Labs: B12 + TSH, routine studies

Screen questions: EfOH + depression

Other: Sleep apnea + hearing

d
d
d Meds: Benzos, Ambien, oxybutynin, benadryl
d
loss/cataracts/sensory challenges

EIMCI:nI1)aging: MRI with hippocampal volumes (dx



Executive functioning

22



University of Michigan National Poll on Healthy Aging

Changes in loneliness and .
social contacts, 2018 to 2020 US Population aged > 65

AMONG ADULTS AGE 50-80
March-June

2018 2020 m Severe social isolation

m Social isolation
34% feltalack of companionship  41%

m Social integration

27%  feitisolated from oth 56%
ot Iso omoters The Epidemiology of Social Isolation.

28% had infrequent social contact  46% Cudjoe et al JGSS 2020 ISOLATION AND CHRON'C STRESS
< 1/week with family, friends or neighbors DEPRESSION AND HEART DISEASE

23 n 7~ 1o§



24

HEALTH

G5 SWEDISH | ESh

GOOD

Participants with APOE €4
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Positive Negative
Age Beliefs

All Participants

Positive Negative
Age Beliefs

N>4000 subjects over > 4 years, Va
population apoe4


http://journals.plos.org/plosone/article?id=10.1371/journal.pone.0191004

25

HEALTH

= SWEDISH \ HOR

v
(@]
o
(V]
n
O
=
[ e
Rel
o=
| e
(@)]
(@]
]
©
(@]
=
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Age Beliefs Age Beliefs Age Beliefs Age Beliefs

Non-APOE €2 Carriers APOE &2 Carriers

Figure 1. Positive age beliefs” amplification of APOE €2 benefit on cognition. Note: Age-belief groups were split into those below and
those equal to or above the mean of 15. The total cognition scores were adjusted for all covariates, including baseline cognition, using
the mean for continuous variables and the mode for categorical values.




MBI’s and Gene Expression

* MBIs --Mindfulness,
Yoga, Tai Chi, Qigong,
relaxation response, and
breath regulation

Reduced signalling of NF-
kb — key transcription
factor that leads to stress
related gene expression
for inflammation

Bower & Irwin, 2016, N = 26 trials)
Buric et al, 2017, N = 18 trials

y
/////////////////////////////////////////////////////////////////////////////////////////////////////////////////////////////////////////////////////////////




Limiting O-1 drinks

deprescribe/avoid sedating
and anticholinergic

Sleep apneaq,
hearing loss.

>150 min/week aerobic
& strength fraining.

Fruits & A BLe Plant
Vegetables A 2 > ' Proteins
/i Y. ¢ 7% e ™

O Socialization (generally more useful tha
puzzles) try HealthyMinds

Mediterranean/ MIND/ WFPD

ADD yEpps g SPICE®

21


https://hminnovations.org/meditation-app

Shared Medical Appointment Benefits

Patients

24E Providence

Access, quality
Additional resources
Education

Health management
skills

Patient satisfaction

Providers Enterprise

* Provider/team satisfaction * Cost-effective, high quality
* Improve access * Decrease cost/episode

* Leverage resources * Decrease hospital

* High quality of care readmissions

* Resource integration

Providence Grand Rounds
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NUTRITION EXERCISE

®® &

STRESS SLEEP HEALTHY
MANAGEMENT RELATIONSHIPS

LIFESTYLE MEDICINE ~ "es==sc

Lifestyle medicing is an avidenca-based approach to preventing, treating and @
even reversing diseases by replacing unhealthy behaviors with positive ones —

such as eating healthfully, baing physically active, managing stress, aveiding

risky substance abuse, adequate sleep and having a strong support system.

Avoid rnsky

SUBSTANCES

e e Wik T | e 8] 2231

Lifestyle MédiCiné;m

LM27:21

Develop
strategies to

MANAGE
STRESS

| 5 mam |

PELATIUNQHIPS

)

Patient Centered. Value Based. Outcome Driven.




“[Patients] tell me they are learning both

= HEALTH iy very helpful content & picking up
=) SWEDISH ‘ Physician practical tips ([especially] from other

Quote patients)... | love the opportunity to get
VI rtual GI'OUp VISI ts (V GVS) ' into these topics in more detail, it really

helps solve a big gap in primary care.”

4-10 patients in a Zoom room Behavior change and healthy lifestyles

i s j ] Target patient populations to reduce disparities
1 physician facilitator + 1 medical assistant

60-minute visit

Billed as medical visit (incremental revenue)

“| always enjoy your group visits because
Patient Quote it helps me feel less isolated from you
and my health care.”

“These types of sessions as part of
. patients' regular health regimen would be
Patient Quote very beneficial in changing lifestyles and
lead to much better health.”

30



Take-Aways for Dementia
Capable Care

i oHU A

https://www.swedish.org/locations/center-for-healthy-aging
http://depts.washington.edu/mbwc/resources/echo

T/ 7777777/



https://www.swedish.org/locations/center-for-healthy-aging
http://depts.washington.edu/mbwc/resources/echo

Resources/references:

hitps://www.nia.nih.gov/health/exercise-physical-activity

https://www.youtube.com/playlist?list=PLmk21KJuZUMA4HTrJ7hrJ8
vxhToKkJT8a8

hitps://www.thelancet.com/article/S0140-6736(20)30367 -
é /fulltext

hitps://n.neuroloqgy.org/content/95/4/e374

T/ 7777777/


https://www.nia.nih.gov/health/exercise-physical-activity
https://www.youtube.com/playlist?list=PLmk21KJuZUM4HTrJ7hrJ8yxhToKkJT8a8
https://www.thelancet.com/article/S0140-6736(20)30367-6/fulltext
https://n.neurology.org/content/95/4/e374
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Thank you for your attention!

Questions?



Contact Information

Swedish Neuroscience Institute
7320 216t Street SW

Edmonds, WA 98026

Ph. 206-320-7200 fax 425 673 3803
Nancy.lsenberg@Swedish.org
https://www.swedish.org/locations/center-for-healthy-aging



mailto:Nancy.Isenberg@Swedish.org
https://www.swedish.org/locations/center-for-healthy-aging

