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* Matters (as in What Matters)

Aging

Flip our perspective

* Euro-centric Western medicine has operated within a disease-focused
framework

- ldentify the cause and stop it/fight it/treat it . ..
* “Forward thinking” is to prevent it

* Person-centric care should be our real goal
* Individualized health plans

- What Matters for your quality of life, for your values, for what you care
about?



Can we prevent dementia?
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Aging 0
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What are the top risk factors?

Approaches to

: - Can't change age
Dementia J583

. - Can't change genetics
Prevention 9¢9

* Focus on modifiable risk factors




Dementia prevention,
Intervention, and care:
2020 report of the Lancet
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Percentage reduction in dementia prevalence

if this risk factor is eliminated

Midlife

Later life



http://www.elsevier.com/termsandconditions

Hypertension/Atherosclerosis

Vascular * Longitudinal studies have suggested that high bIood
: pressure in midlife is associated with a higher incidence
Disease of both AD and VaD in later life.

- Some studies suggest that hypotension; especially low
Norma i sesere diastolic blood pressure in late-life is also associated

artery atherosclerasis athergsclerosis

with an increased risk of AD.

* Long-standing hypertension may lead to severe
atherosclerosis and impaired cerebrovascular
autoregulation.

* Decline in BP in later life may contribute to diminished
cerebral perfusion which may in turn lead to increased
beta-amyloid

Kennelly, Lawlor, & Kenny, Ageing Research Reviews, 2009



- Alcohol can be a Primary or Secondary cause of dementia

0 * Long-term, excessive drinking of alcohol is known to cause damage to
]’Ehe rain —resulting in neurological damage and impaired cognitive
unction

* Alcohol-related dementia
- Wernicke-Korsakoff syndrome

* Drinking more than recommended amounts increases risk of
developing common types of dementia (AD and VaD)

* Increases risk of stroke and heart disease

- 2-10% of older adults abuse alcohol or are alcohol dependent
* At-risk drinking found in ~15% of adults 65+

- Potential interaction of alcohol and medications

* Increases the risk of many other potential geriatric syndromes: falls, head
injury, delirium

* Recommended Drinking Limits for Older Adults
- No more than 1 standard drink per day orJ per week
- No more than 2-3 drinks on any drinking day
- Stricter limits for older women

Farcnik & Persyko, Can AD Review, 2005; Rigler, AmFamPhys, 2000; Special Populations: Older Adults on www.niaaa.nih.gov



Light to

Moderate

AIcohoI

Moderate drinking and risk of dementia or cognitive impairment/decline
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Neafsey & Collins, 2011




Obesity: Insulin and Glucose Metabolism

Putative relationship
between central insulin
action and glucose
metabolism in models of
accelerated or delayed aging.

Obesity as a model for
accelerated aging is

associated with peripheral
insulin resistance, decreased
adiponectin levels, and

ienr:cgan:cr:ﬁ:t?::r:omc Accelerated aging: o E Delayed aging:
: Obesity § = Longevity
- : * 1 Insulin resistance o * 1 Insulin sensitivity
The opposite is observed in + | Adiponectin {—g e + 1 Adiponectin
healthy longevity. * 1 Chronic inflammation E + | Chronic inflammation

Akintola and van Heemst, Frontiers in Endocrinology, 2015



 Laterlife

Prospective cohort studies (n=37 high quality)

Versus never smokers, current smokers had an increased risk of all-cause
dementia (risk ratio (RR) 1830, 95% (Cl) 1.18—1.4;), AD (RR 1.40, 95% CI
1.13—1.73) and VaD (RR 1.38, 95% Cl 1.15-1.66). For all-cause dementia
the risk increased by 34% for every 20 cigarettes per day (RR 1.34, 95% Cl
1.25—-1.43). Former smokers did not show an increased risk of all-cause
dementia (RR 1.01, 9§% Cl 0.96—1.06), AD (RR 1.04, 95% Cl 0.96—1.13)
and VaD (RR 0.97, 95% Cl 0.83—1.13). éubgroup analyses indicated that
(1) the significantiy increased risk of AD from current smoking was seen

only in aBoIipoprotein E €4 noncarriers; (21) current smokers aged 65 to 75

years at baseline showed increased risk of all-cause dementia'and AD
compared to those aged over 75 or under 65 years; and (13) sex, race,
stud Iocc?tlon and diagnostic criteria difference in risk of dementia was
not round.

Smokers had an increased risk of dementia, and smoking
cessation decreases the risk to that of never smokers.

Current smoking increased risk of AD in the Apoe e4-

Survival bias and competing risk reduce the risk of dementia
from smoking at extreme age.

Source(year)

ES(95%CI) Weight%

A)
Bowen (2012) 1.31(0.87, 1.98) 431
Rusanen (2011) 1.42 (1.14, 1.76) 8.47
Lin (2011) +- 0.52 (0.07, 3.76) 0.27
Kimm(Man) (2011) 1.20 (1.05, 1.37) 11.08
Kimm(Woman) (2011) 1.30 (1.1, 1.52) 10.35
Gao (2011) 1.36 (0.94, 1.97) 4.96
Chen (2011) 2.39 (1.21, 4.72) 1.98
Power(2011) 1.12(0.92, 1.37) 9.00
Rusanen (2010) 1.54 (0.67, 3.55) 1.38
Alonso (2009) 1.70 (1.18, 2.45) 5.01
Reitz (2007) 1.42 (1.07, 1.89) 6.68
Laurin (2007) 1.08 (0.67, 1.74) 3.52
Rosengren (2005) 1.24 (0.98, 1.56) 8.08
Cherubini (2005) > 0.32(0.10, 1.02) 0.75
Laurin (2004) 0.89 (0.65, 1.22) 6.00
Juan (2004) -.- 2.15 (1.59, 2.90) 6.35
Tyas (2003) 1.11 (0.79, 1.55) 5.55
Launer (1999) 1.39 (1.03, 1.88) 6.25
Overall (l-squared = 50.6%, p = 0.007) 1.30 (1.18, 1.45) 100.00
B)
Zhou (2011) 2.03 (1.34, 3.08) 8.88
Rusanen (2011) 1.23(0.87, 1.74) 9.97
Kimm(Man) (2011) 1.10 (0.57, 2.14) 5.78
Kimm(Woman) (2011) 1.30 (1.11, 1.52) 12.73
Rusanen (2010) 2.17 (0.87, 5.39) 3.85
Beydoun (2008) —.— 0.52 (0.33, 0.82) 8.33
Reitz (2007) 1.51 (1.10, 2.08) 10.41
Aggarwal (2006) 3.40 (1.44, 8.02) 4.17
Juan (2004) 2.72(1.49, 4.96) 6.46
Tyas (2003) 1.17 (0.69, 1.98) 7.36
Merchant (1999) 1.06 (0.71, 1.58) 9.15
Launer (1999) 1.74 (1.21, 2.50) 9.72
Letenneur (1994) 1.30 (0.46, 3.64) 3.20
Overall (l-squared = 66.8%, p = 0.000) 1.40 (1.13,1.73) 100.00
C)
Rusanen (2011) 1.32 (1.00, 1.74) 26.36
Kimm(Man) (2011) 1.10 (0.80, 1.51) 22.28
Kimm(Woman) (2011) 1.50 (1.09, 2.07) 21.47
Reitz (2007) 1.10 (0.43, 2.83) 3.60
Juan (2004) 1.98 (1.39, 2.83) 18.81
Tyas (2003) 1.14 (0.61, 2.15) 7.48
Overall (I-squared = 27.2%, p = 0.230) 1.38 (1.15, 1.66) 100.00
NOTE: Weights are from random effects analysis
| | |
0719 1 139

Zhong, et al, PLOS, 2015




Mental Health

Conditions

Depression

- Early-onset depression before age 65 years and recurrent
depression, may constitute long-term risk factors for
development of dementia

- Late-onset depressive symptoms may be a feature of
prodromal phase of dementia

* Recent studies suggest that long-term treatment with
antidepressants may decrease the risk

* Kessing, Curr Opin Psychiatry, 2012

Post-traumatic stress disorder

* Double the risk in Veteran groups studied
- Yaffe, et al, 2010; Quereshi, et al, 2010

Anxiety

- Not associated with the risk of dementia or cognitive decline:
the Rotterdam Study.

* de Bruijn, et al, Am J Geriatr Psychiatry, 2014
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Social isolation

* 2008 Physical Activity Guidelines recommended 75 vigorous or 150 moderate
intensity minutes/weekly (7.5 METS weekly)

Depression

Physical inactivity

e - Dose response? Pooled analysis of 6 prospective, pop-based studies

* N> 660,000; Median age = 62 (range 21-98); > 116,000 deaths over 11 years

* Cox Proportional Hazards Regression for overall mortality; Similar for
cardiovascular and cancer-related deaths; Model adjusted for gender, smoking,
alcohol use, education, marital status, BMI, and medical comorbidities

Physical
Activity

o
o)

0.69

Mortality Risk

°
N

40.0to 275.0
<75.0

22.5to
<40.0

Oto 7.5to 15.0to
<7.5 <15.0 <22.5

MET h/wk
1-2x 2-3x% 3-5x 5-10x =210
Multiples of minimum recommended LTPA level
P Arem, et al, JAMA Int Med, 2015




- Smoking

/” Depression
“ Social isolation

Physical inactivity

@ Air pollution
4 Diabetes

Physical

Activity

Later life

in Older Adults
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Blondell, Hammersley-Mather, & Veerman, BMC Pub Health, 2014




Smoking
Depression
Social isolation

Physical inactivity

Air pollution
@ Diabetes
4

Diabetes

Later life

« Comorbidity
» Medication

Diabetes

=>[]<=

Genetic
predisposition

Atherosclerosis

« Brain infarcts

Underlying mechanisms

Microvascular
disease

« Insidious
@ ischaemia

Glucose toxicity

« Advanced protein
® glycation

« Oxidative stress

Insulin

« T secretion and
! breakdown of
amyloid

o

o

Vascular

Brain pathology

Alzheimer type

Dementia

Biessels, et al., Lancet Neurology, 2006




Healthy Brain?

OR
| atest Fad?

OR

False Promises?

* Expensive brain imaging
* Ginkgo biloba

- Omega-3 fatty acids

» Coconut oil

* Red wine (resveratrol)

* Statins

- Diet manipulations

* Brain games

* Vitamin E & selenium

- What else have you heard?



My Mindset
when Asked
about Healthy

Brain Aging
Ideas

#1 Be Composed

» Try to avoid a strong positive or negative response
- Keep up with the literature

* Pay attention to the popular press

* Show, don’t tell, when providing education

* The “inverted U” or "J-shaped curve” when discussing
doses

* Provide guidance on where to find reputable
information

* Big claims and asking for big money? Get suspicious
- HOPE —don’t squash it



Healthy Brain
Aging

etritt@uw.edu
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