;\%Ei;; L,\%I:I Biﬁ%ﬁf_

EARIERE
SR4lEEE A

?.




AR
A7 L‘;\%I:l Bﬂﬁgﬁﬁf_ ?

BEE



* Dementia, Cognitive Impairment, Neurocognitive disorder
» ORI PEREE

» ZEANEERIE

» fEiR{E

« KEIE



Mﬂtﬁ}i—- JHL‘L.E|._.__,__|'-,1L..[I : .
T o Tk
Aci! \ sl .

A‘ ETimaAg EIMI

- HE 'Ei'lir--l.,
lh"dr_‘d -,,-',31:;

-+-|I il - R
11 ”1“![‘ J-F'_f_."_n E




B8 de-SPAC

s

EREM 3ERB0EER

TR 0%

ks

{118 18E













AT

° na fﬁ\ Fﬁ'_l_l
3EE
- MIZE. A=, B EHED
« HITEES]
- T{FadIE. 518l. HRE. BEEEMH

CE

. tTRZHIEE




« [b—Hi%ER
 ELLUEZE
-« F5E

- BRI HEEES

Ilrnll
[TL]




E{thpef

- [B4EMERE
- BENEE

N

E=yaliclE



pRERTS

-ﬁi&%ﬁﬁ%
. ;Eéé' BESIANE

- BIEgE 2K

s NEEEFFEIE

« K/MERZE




SR PR TR

. TOAL
- L

—H B

- L

CLAEE

:|:=I=
. v_r,%%i

e /

3 =/

DIREPERE(RCIR. B

==]

mE

==,

,

/=4

1TBe

JIF)






B8 de-SPAC

s

EREM 3ERB0EER

TR 0%

ks

{118 18E










Eluﬂ:l Bﬂﬁ'f%d: Eﬂ«)f_

- (TS
R
- EURISTREE T

o B DANPERE(mild cognitive impairment MCI,
minor neurocognitive disorder)

1Y)




o EEESES

=
) [=]=]

.
/E = j] ﬂBﬁ

umu
g
LISH
=




Table 2. Main predisposing and precipitating factors for
delirium occurrence.

T——

Age (=75 years)
Dementia or baseline
cognitive impairment
Male sex

Depression

Functional dependence
Comorbidities or illness
severity

Malnutrition

Visual and hearing
impaiment

Alcohol abuse

Infections

Medications: polypharmacy,
psychoactive drugs, sedatives
latrogenic events (e.q,
physical restraint)

Bladder catheter

Urea and electrolyte
imbalance

Hospitalization

Low albumin level

Surgical procedures (cardiac

SUrgery, Neurosurgery)




B ZDENFERE (mild cognitive impairment MCI, minor
neurocognitive disorder)
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APP

AR Metabolism:
» |DE

» Neprilysin
+ SORL1 ) AP *'--- Plaque

l W

LTF 4 —
- Dl|gﬂmer— AB

FEII|L.IFE F|I:|r||

Mitocheondrial
p-tau Excitotoxicity Inflammation  Oxidation «fmsm Dysfunction

"N S S T |
NFT-

Synapse Failure, Cell Death

Fig. 3. Amyloid-beta{ AP) metabolism and related neurotoxic cascades (A,
amyloid beta protein; APP, amyloid precursor protein; IDE, insulin degrad-
ing enzyme; SORLI, sortrilin 1; PAL plasminogen activator inhibitor; LTP,
long term potentiation; NFT, neurofibrillary tangle; p-tau, phosphorylated
tau protein).



Tau protein
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Paired helical
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(impaired axonal transport)

Hyperphosphorylated
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Stages of Alzheimer’s Disease

Abnormal

r

— Amyloid-§ accumulation (CSF/PET)
~— Synaptic dysfunction (FDG-PETAMRI)
~ Tau-mediated neuronal injury (CSF)
== Brain structure (volumetric MRI)
= Cognition

= Clinical function

—
-
———

Preclinical ' MCI Dementia

a

Clinical Disease Stat._:;e




Cerebral cortex Gyrus

Sulcus Enlarged Atrophy of the
ventricles cerebral cortex

Atrophy of the
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Age and education corrected normative data of total score of

HK-MoCA
Education Cutoff at percentile
(years)
16th Tth 2nd
0-3 17 14 9
4-6 19 18 13
Age 65-69 7-9 21 19 16
10-12 22 20 17
>12 25 23 21
16th Tth 2nd
0-3 15 14 11
4-6 18 15 10
Age 70-79 7-9 20 18 15
10-12 22 19 18
>12 22 20 16
16th Tth 2nd
0-6 13 13 10
Age 280 >6 17 15 13

Impairment is determined when score < age and education

corrected percentile cutoff
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JAMA Neurology | Original Investigation

Diagnostic Accuracy of a Plasma Phosphorylated Tau 217 Immunoassay
for Alzheimer Disease Pathology

Nicholas J. Ashton, PhD; Wagner 5. Brum; Guglielmo Di Molfetta, MSc; Andrea L. Benedet, PhD; Burak Arslan, MD;
Erin Jonaitis, PhD; Rebecca E. Langhough, PhD; Karly Cody, PhD; Rachael Wilson, PhD; Cynthia M. Carlsson, PhiD;
Eugeen Vanmechelen, PhD; Laia Montoliu-Gaya, PhD; Juan Lantero-Rodriguez, PhD: Nesrine Rahmouni, MSc;
Cedile Tissot, PhD; Jenna Stevenson, PhD; Stijn Servaes, PhD; Joseph Themriault, PhD; Tharick Pascoal, MD, PhD;
Alberto Lled, MD, PhD; Daniel Alcolea, MD, PhD; Juan Fortea, MD, PhD; Pedro Rosa-Neto, MD, PhD;

sterling Johnson, MD, PhD; Andreas Jeromin, PhD; Kaj Blennow, MD, PhD; Henrik Zetterberg, MD, PhD

JAMA Nowrol. 2024:81(2):255-263. doi:10.1001/jamanaurol 2023 5319



RESULTS The study included /86 partiapants (mean [5D] age, 66.2 [9.7] years; 504 females
[64.1%] and 282 males [35.9%]). High accuracy was observed in identifying elevated AP (area
under the curve [AUC], 0.92-0.96; 95% Cl, 0.89-0.99) and tau pathology (AUC, 0.93-0.97;

85% Cl, 0.84-0.99) across all cohorts. These accuracies were comparable with CSF
biomarkers in determining abnormal PET signal. The detection of abnormal Ap pathology

using a 3-range reference yielded reproducible results and reduced confirmatory testing by
approximately 80%. Longitudinally, plasma p-taull/ values showed an annual increase only
in AB-positive individuals, with the highest increase observed in those with tau positivity.

COMCLUSIONS AND RELEVANCE This study found that a commeraally available plasma
p-tau2l7 immunoassay accurately identified biological AD, comparable with results using CSF
biomarkers, with reproducible cut-offs across cohorts. It detected longitudinal changes,
including at the preclinical stage.
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Ea | Functional Assessment Staging Test

FAsT
STAGING

The Functional Assessment Staging Test (FAST) Is the most well validated measure of
the course of AD In the published, scientific Iiterature.

The stages of Aizheimer's disease as defined by FAST are:

1 Normal Aging No deficits whatsoever - Adult 20-30
2 s OB sujectie nctonalcefict : 202
Objective functional deficit
3 Mid Cognitive Impairmeant intarferes with a person's most 84 12+ 2428
complex tasks
1ADLs bacoma affected, such as
4 Miid Dementia bill paying, cooking, claaning, 24 B2 18-20
fraveling
5 Moderate Dementia Neads help salecting proper attire 18 57 15
B2  Moderataly Savere Dementia  Neads halp putting on clothes 48 5 8
Bb  Moderately Severe Dementia  Neads help bathing 45 4 8
Bz Moderately Savere Dementia  Neads help toilsting 43 4 5
6d  Moderately Severa Dementia  Urinary incontinenca 38 34 3
B Modarately Savers Dementia  Facal inconfinance 0.6 23 1
7a  Severs Damentia Speaks 5-6 words during day 12 125 0
7o Severs Damentia Speaks only 1word clearly 18 1 0
7c Severs Damentia Can na longer walk 12 i 0
7d  Severe Demaniia Can o longer sit up 12 05-08 0
7e  Severs Dementia Can no longer smila 18 0.2-04 0
Severa Demantia Can o longar hold up head 124+ 0-02 0
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The NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 1812 JANUARY 5, 2023 VOL. 388 NO.1

Lecanemab in Early Alzheimer’s Disease

C.H. van Dyck, CJ. Swanson, P. Aisen, R.). Bateman, C. Chen, M. Gee, M. Kanekiyo, D. Li, L. Reyderman, S. Cohen,
L. Froelich, S. Katayama, M. Sabbagh, B. Vellas, D. Watson, S. Dhadda, M. Irizarry, L.D. Kramer, and T. lwatsubo
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High LDL cholesterol
Depression

Traumatic brain injury

@ Percentage reduction in cases
of dementia if this risk factor
is eliminated

Figure 9: Population attributable fraction of potentially modifiable risk factors for dementia
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