Not the Same Person

Diagnosing & managing dementia

Alexis nan, MD
tedicin

What is it?

Defining “Dementia”
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NORMAL | Declines:

| Processing Speed

| Multi-tasking

Processing Speed

| Quick Recall

Zsc0te

i Verbal Intelligence | Stable- |

| Vocabulary |

AT | Knowledge |

Cognitive ability changes

« “Crystallized ability” stays the same
* Information/skills gained from experience
* “Fluid intelligence” declines
* Flexible reasoning and novel problem-solving
* Decreased learning efficiency
« takes longer/more repetition
* “Tip-of-the-tongue” phenomenon
* Slowed reaction speed

Brain changes in aging

o |size
* | blood flow
* Neuron loss

* | connections
(synapses)

* New ones made!
+ rates of loss > gains

younger patient

older patient
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Not Just Memory

Immediate Recall

Delayed Recall

Attention

Visuospatial/Construction

Lanéﬁége

Orientation

Major Neurocognitive Disorder )
= -

>2 Areas of cognition impaired [l
&

Impacts day-to-day activities sion.

(
q
q

Major Neurocognitive Disorder (DSM)

Syndrome = cluster of symptoms with no clear cause
Impairment >2 cognitive domains

eli

Permanent/Irreversible

Impaired daily funct
Not explained by other causes
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Toxin-induced m

Parkinson’s
| Fronto-Temporal

) Multi-systematrophy

S
- —

%

10
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Risk factors: early & mid-life

syt

Livingston et al., Lancet 2020

12
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"° Smoking
/‘”

Depression
Socialisolation )
Later life

Physical inactivity
Air pollu(on

Riskunknown
60%

Risk factors: late life
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Neuropsych

testing o
aps

Rule-out: mimics

Rule-in:
biomarkers

Clinical . . l Imaging
Rule-out: CT, MRI
Rule-in: PET

Dementia Mimics
: Vitamin deficiencies

sepm  [Tnrecton
Apnea

i
elirium
Endocrine disease
Side effects

Liver disease
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Dangerous medications

16

Delirium

17

Causes

* Hospitalization/Surgery
* Infection

* Medication

* Pain

* Chaos

* Sleep deprivation

* Hunger

* Bowel issues

18
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What type is it?

19

“Probable” Alzheimer’s diagnosis

Meets Criteria for MNCD

OW dUSd ve gene UTd O

| "
Memory + 1 other cognitive domain
Steadily progressive, gradual

No evidence of “mixed” etiology

20

Alzheimer’s Neuropathology

Alzheimer's Brain Cells
* Amyloid beta plaques &)
* Neuritic plaques bia
* Extracellular

* Neurofibrillary tangles
* Tau protein
* Intracellular

21
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Alzheimer’s Neuropathology

Coppright & 2001 Wb Corparation
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Hippocampal atrophy

Normal Elderly Brain

preparation by Lasz1d Seress, 1980

Moderate AD
-

HPPOCAMPUS

Korfetal, 2004
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Biomarkers

* Cerebrospinal Fluid (CSF) measures
* Acquired via lumbar puncture (LP)

* Changes in the levels of tau and beta-amyloid
proteins

* Neuroimaging
* MRI - structural/functional
* PET —glucose uptake
* PET — amyloid imaging

Normal Early AD Advanced AD

24
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New: Amyloid and Tau PET Scans

* Amyloid PET scans

* Approved, some insurances cover
* Tau PET scans
* Inresearch

70-year-old woman
with cognitive decline

Courtesy: Stering Johnson, PhD
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New: Blood-based biomarkers

* Blood tests for Amyloid & Tau
* Detect amyloid-f and tau fragments in blood
* Generate a “probability score”
* E.g. “probable brain amyloid”
* NOT diagnostic
* Supplements clinical evaluation

26

Vascular Dementia

* Forms:
* Focal infarct
* Multi-infarct
* Subcortical ischemia

* Usually coexists with Alzheimer’s
* as a sole cause, only accounts for 10% of cases

Rabin et al, 2009~ Clinical Neuropsychology: A Pocket Handbook for Assessment; Hodges & Graham, 2001

27

2025



Signs

* Cognitive Change:
* Executive
* Processing speed
* Visuospatial

* Evidence of CVD
* Stroke
* Stepwise/sudden decline
* White matter changes
* Physical exam

28
Dementia with Lewy Bodies
* Lewy bodies: Abnormal deposits
of alpha-synuclein protein inside
neurons
* Similar to Parkinson’s, but:
* PD: Lewy bodies mainly in
substantia nigra
* DLB: Lewy bodies distributed
throughout cortex
Oda et al, 2009,
29
Dementia with Lewy Bodies
Gradual onset
>2 =Necessary
Recurrent Fluctuating q .
hallucinations Cognition Parkinsonism
Suggestive
Low dopamine
RbEg/PImS\I/?oerp uptake on Neurqlgptic
serclet PE'I'S/CSaPnECT sensitivity
DSM-V, 2014
30
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* 2" most common in age <65

* 15t still Alzheimer’s
* Rare if age>70

Frontotemporal Dementia

* Onset typically between 45-60 years

* Behavioral and Language effects

Weder et al, 2007 Annals of General Psychiatry

31

Behavioral
Variant (bvFTD) -

about half of
cases

Early behavioral disinhibition

Early apathy o inertia

Early loss of sympathy or empathy
Early perseveration, stereotyped or
compulsivelritualistic behavior
Hyperorality/dietary changes

Language Variants/Primary Progressive Aphasia

Semantic dementia

Progressive non-luent

aphasia

Loss of sympathy and empathy
Mental

RS G
Relaiive sparing of
memoryvisuospatial function
Later: speech deficits

Confrontation naming

Dietary changes.

Preservation of social skills until late

Object knowledge
Surface dyslexia or dysgraphia

Agrammatism in language production
Effortful, halting speech

Impaired comprehension of complex
sentences

Primitive reflexes.

Parkinsonism (akinesia,
rigidity,tremor)

Normal untillate

Asymmetric parkinsonism
Orofacial apraxia

LaForce, 2013
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Frontotemporal Dementia

Frontal/temporal lobe
atrophy

Pick bodies: spherical cytoplasmic
neuronal inclusions (“ballooned
neurons”) containing deposition of
abnormally hyperphosphorylated tau

Tajpa et al, 2012 Frontiers in Neurology

33

2025

11



Frontotemporal dementia

* MRI: Frontal & temporal atrophy
« Parietal lobe less affected — distinguishes from AD

* PET: Hypometabolism in frontal lobe

Brain imaging for a patient with Frontotemporal Dementia
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Tmage copied from: Cleveland Clinic

(my.clevelandclinic.org)

Okay, it’s dementia,
now what?

35

Medications

nepezil * Increase acetylcholine
RIVaStIgmlne * Slow down cognitive loss
G a |a ntam * Stomach upset, slow heart, anxiety, weird dreams

I * Alters NMDA activity

|« Stomach upset, sedating, weird dreams

1

; * Improve blood flow to brain

36
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New = Infusions against Amyloid

Current Treatment Current Treatment

Clears amyloid

Most effective so far?

Lower risk of
bleeding

Higher risk of bleeding

Some benefit

37
Medication Limits
38
What else can you do?
39
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As good aslmem0|y meds 3 p

TG L jﬂ\t*ﬁ,m . :
Slows disease >6 months

) mlfj“ Y
No side effects

| [ |

Keep your brain active

42
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Supplements?

*Work great in mice!

*None proven to help in humans

43

How things change

44

Mild Alzheimer’s

‘/
()
e

FN e N ]
PR o

i

&
3

-

|« Tolerance for Chaos

Social graces usually okay
(

|

45

2025

15



Moderate Alzheimer’s

@ * Confabulation - NOT LYING
Sleep/wake changes, sun-downing, hallucinations |

reasoning with them

1 Reliance on Emotion/feeling

46

Mid-Late Alzheimer’s

(" | Immediate needs only — demanding, imposing |
Repetition is soothing

. Hypersensitivity to touch, temperature

Agitation with inability to describe needs

47

Late Alzheimer’s

C ) Cannot recognize or use objects *1
k-i
Y

\L
( I A
¥ basic bodily functions (swallow, toilet timing) |

1 Startle reflex, “living in own world”

Complete dependence for cares

48
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Fronto-Temporal Dementia

Effortful, halting speech

rinsight
No judgm )
Can't understand long sentences
Selfish/Unfe

Apathy/inertia
Increased appetite
Ritual Behaviors Mental rigidity

-
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—

A lot like Alzheimer’s

. More hallucinations — not bothersome

. Attention/alertness varies during day

. More paranoia, more persecution fear
. Parkinsonism - tremor, gait/balance changes

Very sensitive to anti-psychotic medications

50

Vascular Dementia

C ). May have stroke-like symptoms \

Patchy memory loss & poor insight

) Concentration problems

Easily confused or overwhelmed
Mood swings, apathy . [

Bothersome hallucin ns, confabulation

(, Lots of overlap with Alzheimer’s and Alcohol dementia

51
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Agitation & Aggression

52

Possible Triggers _

53

What do you do?

54

2025
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Assess the Situation

Dangerous?

Triggers?
Body language? |

Basic needs?

55

Assess the Situation

Basic needs? « Bathroom? Food?
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First Steps

Decrease Chaos
Time outs!
Stability
Don’t ask Why
Validate feelings

Don't argue

Body Language/Tone '

57
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Daily Tasks

ons

Pick your Battles |
Two-step choices _
Hallucination

Thera_peutlc lies
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Sometimes medications are Necessary

59

Medical eval racnce GuIbELE o i Use o
ipsychotics 1o Treat Agitation orR
Psychosis IN Patients WiTH Dementia

Optimize Memory meds

Non-pharmacologic
|

Pain r|neds

=

Consider antipsychotics |

4

Low dose

60
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All medications have side effects

I GCEECREIS
Sedation

Weight gain

Increased mortality

61

Use the lowest dose

Always ask: when can we
decrease/stop?
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Now you know...

More than just memory
Watch for signs!
Rule out mimics
Get'tested early

Medications can help

Exercise!!l

63
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Questions?
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