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Lecture Outline

 Amyloid Cascade Hypothesis
e Available Biomarkers in Clinical Practice
 CLARITY-AD Trial (Lecanemab)

 TRAILBLAZER-ALZ2 Trial (Donanemab)

* Role of Primary Care in AD Management
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Amyloidosis
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* Molecular PET Imaging

e Amyloid PET (fibrillar amyloid)
A m ‘ O I d * Pittsburgh Compound B (C'1)=20 min half life
y * Florbetapir, Flutemetamol, Florbetaben (F'8)=2-hour half-life

B I omar ke 'S * Cerebrospinal Fluid

. SBEESA)BZLZ (APP biproduct reduced by 50%) in AD (Olsson Lancet Neur

* Panel includes Phosphotaul81 + total tau (Ptaul81/Abeta 42 ratio>0.028

positive w/ Mayo Clinic assay)
YA/ UNIVERSITY of WASHINGTON



Neurofibrillary
Tangle Biomarkers

* Molecular Imaging

* Tau-PET

e Flortaucipir (AV-1451)

* Associated with + binding in inf
temporal cortex/clinical
symptoms

* Cerebrospinal Fluid

e CSFP181/217 associated with
NFT formation
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The Alzheimer’s disease continuum

Studies in autosomal
dominant AD have shown
that biomarker changes
precede symptoms by 20-
30 years (Jansen JAMA
2015)

Amyloidosis represents
earliest change in AD
Progression to MCI/AD
may be vary depending on
cognitive reserve (Aisen
Alz Res Ther 2017)
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AD Continuum

National Institute on Aging-Alzheimer’s Association (NIA-AA)

Stages 1-2 Stage 3 Stage 4 Stage 5 Stage 6

Early-stage AD

Preclinical MCI due to Mild AD Moi%rate Severe AD
AD AD dementia dementia

dementia




Donanemab
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Alzheimer’s
Research UK

Antibodies clear 5
amyloid from the Antibodies can promote
body and the brain removal of amyloid

before it forms plaques

are given by infusion

(r ) ‘

[Anti-amyloid antibodies J

Antibodies can bind
to plaques that have
formed

Antibedies can trigger
immune cells to clear
amyloid
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ORIGINAL ARTICLE

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

ABSTRACT

BACKGROUND

The accumulation of soluble and insoluble aggregated amyloid-beta (A8) may ini-
tiate or potentiate pathologic processes in Alzheimer’s disease. Lecanemab, a human-
ized IgG1 monoclonal antibody that binds with high affinity to AB soluble proto-
fibrils, is being tested in persons with early Alzheimer’s disease.

METHODS

We conducted an 18-month, multicenter, double-blind, phase 3 trial involving
persons 50 to 90 years of age with early Alzheimer’s disease (mild cognitive im-
pairment or mild dementia due to Alzheimer’s disease) with evidence of amyloid
on positron-emission tomography (PET) or by cerebrospinal fluid testing. Participants
were randomly assigned in a 1:1 ratio to receive intravenous lecanemab (10 mg per
kilogram of body weight every 2 weeks) or placebo. The primary end point was the

rhanca Fram hacaline ar 12 maanthe in tha crnre A tha Clinieal Tamantia B arino—

The authors' full names, academic de-
grees, and affiliations are listed in the Ap-
pendix. Dr. van Dyck can be contacted at
christophervandyck@yale.edu or at the
Alzheimer's Disease Research Unit, Divi-
sion of Aging and Geriatric Psychiatry,
Yale School of Medicine, 1 Church St.,
&th Fl., New Haven, CT 06510.

This article was published on November 29,
2022, at NE]M.org.

DOIl: 10.1056/NEJMoa2212943
Copyright © 2022 Massachusetts Medical Society.
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Clarity AD is an 18-month, global, double-blind, parallel-group randomized study’

Study population (N=1795)%

Randomization phase’

LEQEMEI (n=898)
10 ma/kg biweekly IV infusion

» Aged 50-90 years

» MCI due to AD or mild AD dementia
« Global CDR score 0.5-1.0; COR Memory Box score 20.5
* MMSE score 222 to s30
« WMS-IV LM Il 21 SD below age-adjusted mean

» Amyloid pathology confirmed (no tau requirement)

h Randomization stratified by®:

Placebo (n=897)
Blweelr.ly IV infusion

Primary en dpnlnl:*

Change from baseline at 18 months on: CODR-5B

Key secondary endpoints?

» Disease stage {MEI due to AD or Change from baseline at 18 months on:

mild AD dementia) ADAS-Cog14; ADCS MCI-ADL; amyloid PET; ADCOMS
» Use of symptomatic AD medications
» ApoE €4 carrier or noncarrier status Prespecified exploratory analyses*

» Geographical region Measures of health-related Qol and caregiver burden,
time to worsening of global COR score




Primary Endpoint Key Secondary Endpoints

CDR-SB' ADAS-Cog14' ADCS MCI-ADL Brain amyloid (PET)"2
Cognition and function? Cognition? Function?® AP (biomarker)?
i} 0 0
277 26" 37% ~56 CL
slowing of cognitive and slowing of slowing of reduction compared to
functional decline cognitive decline functional decline placebo, achieving
vs placebo vs placebo vs placebo plaque clearance®
P<0.0001 P<0.001 P<0.0001 P<0.0001
v’ Endpoint met v’ Endpoint met \/ Endpoint met \/ Endpoint met
LEQEMEBI: N=8508 LEQEMBI: N=854 LEQEMEI: N=T83 LEQEMEI: N=354
Placebo: N=875 Placebo: N=8T2 Placebo: N=T96 Placebo: N=344



Legembi Reduces Amyloid Burden and Slows
Cognitive Decline

Big reduction in amyloid burden Slower clinical decline

g

Less amyloid

[ A'\
e Placebo ‘T} Worsening
& _ e * . e 004
%2 £
g é () 0.4
L = go
U S z
U & 08 Lecanemab
. 2 g
-U% §£ 1.2_ l.l..’
Qo w
%3 <0 Lecanemab aR g 1.6 Placeb
@ e 0 : acebo
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Amyloid Scans

Negative Scan

Q O

Posmve Scan

YA/ UNIVERSITY of WASHINGTON



B Amyloid Burden on PET

C ADAS-Cogl4 Score

Less amylaid Waorsening
E 10+ Placebo E
g"‘% ~10- E‘
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5% 0] - o
ﬁ g " ca
3104 ,
s 2 e . 33
‘g E ~ Leca b “g
= e nema
-g. —50- P=0.001 at 1% mo — —g = P=0.001 at 18 mo Placeba
v 2 —&0 , , I | v 2 6 T T T T T 1
0 3 [ 12 18 i) 3 & k] 12 15 18
Visit (mo) Visit {(mo)
No. of Participants Mo. of Participants
Lecanemakb 354 206 75 1T 210 Lecanemab B854 219 7o3 7l 753 T30 703
Placebo 344 303 26 2549 205 Placebo &72 LR 23 &oy 7O 762 Tig
D ADCOMS E ADCS-MCI-ADL Score
Worsening Waorsening
E 000
i )
% 005 ;I.
= ] = W
e i
: [re] ﬂ.lS— I o
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= 0.20- a
2 P<0.001 at 18 mo Placebo = P<0.001 at 18 mo Placebe
LR 025 T T T T T 1 L -6 i i .
o 3 B | 12 15 18 o [ 12 18
Visit [mo) Visit [ma])
No. of Participants No. of Participanis
Lecanemab 857 820 706 774 757 FEE] TO& Lecanemakb T&3 756 Tl6 676
Macebo 875 247 822 208 ITs T4 749 Placebo ToE T3 7io for
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Participants (n)
(placebo, LEQEMBI®)

Favors
LEQEMBI

-0.52 |

Overall tau PET substudy 167, 175 ® !

-0.59 :

Low tau PET (<1.06) 71,70 e i

Intermediate and o6 10 '0'.49 '

high tau PET (21.06) | :
12 08 04 0 0.4

Adjusted mean difference vs placebo on CDR-SB (95%ClI)
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CDR-SB measures cognition and function. An increase in score=increased impairment, and a decrease in score=decreased impairment!

76% of participants with early AD and low tau showed no
worsening in CDR-SB scores compared with baseline??3

801

70+

60+

Participants (%)

50+

40+

Observed rates of no worsening as measured
by CDR-SB in the low-tau PET subgroup

/ 76%

559

Participants (n)
— LEQEMBI® 70
= Placebo 71

63
67

12 18

Months
57 50
62 58

60% of participants with early AD and low tau showed an
improvement as measured by the CDR-SB compared
with baseline?3

Observed rates of improvement as measured
by CDR-SB in the low-tau PET subgroup

601 60%
' 50-
2
c
.E 404
L
t
E 304 2 8 0
= —e / 0
.__7
20
OT I I I
0 6 12 18
Participants (n) Months
= LEQEMBI 70 63 57 50
= Placebo 71 67 62 58
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Clarity AD CDR-SB: OLE in Context of Observational Cohort

Lecanemab-Treated Participants Continued to Benefit Through 24 Months
e —

Core Study OLE o
Om = These ADNI participants selected to
match with Clarity AD population
O = — Baseline demographics and
En 08 TS L TNWNE clinical characteristics including
Q : . .
& 2 randomization strata
eg 124 AL O~ .
5 = = Matched ADNI participants show
c@ 16 N similar degree of decline to placebo
sz group out to 18 months
= 2 NI, =
g E _I_ Eﬂl’lﬁ' start . Caveats
& o4 |=t— Delayedstat N &
< ADNI — ADNI is an observational cohort:
N
— Delayed start is Open-label; all
0 3 6 9 12 15 18 24 participants know they are
Visit (months) receiving lecanemab
(N) Placebo: 875 849 828 813 779 767 757 650
(N) Lecanemab: 859 824 798 779 765 738 714 646
(N) ADNI: 426 410 393 120 291



CLARITY AD:
ADVERSE
EVENTS

Infusion Reactions
26.4%

ARIA-E 12.6% (vs. 1.7%
placebo)

ARIA-H-17.3% (vs. 9.0%
placebo)

Most ||k€|y 0CCUrsS ARIA-E according to .Ap::rE &4 genotype — no.ftotal no. (%)

e e e
(<8th IﬂfUSIOn) ApoE 4 heterozygote 52{479 (10.9) 3/478 (1.9)
80% of cases ApoE £4 homozygote 46/141 (32.6) 5/133 (3.8)

asymptomatic _
ARIA-H according to ApoE £4 genotype — no.ftotal no. (3¢)

<3% of individuals with ApoE &4 noncarrier 33/278 (11.9) 12/286 (4.2)
symptomatic ARIA (van ApoE &4 carrier 122/620 (19.7) 69611 (11.3)
Dyck NEJM 2022) ApoE £4 heterazygote 67/479 (14.0) 41/478 (8.6)
+ FDA Box warning ApoE 4 homozygote 55/141 (38.0) 28/133 (21.1)
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THERAPY IN PRACTICE .-.}
Chach f

A Framework for the Administration of Anti-amylold Monoclonal
Antibody Treatments in Early-5tage Alzhelmer’s Disease

Michael H. Rosenbloom™ - Tricla O¢ Donohue? - Domi Zhou-Clark® - Deepashnl Mala® - Andrew Frazier® -
Michael Tarrant® - Michelle Modrijan® - Melora Rivelra® - Darla Chapman' - Ywonne Griffin' - Lauren Shakalls® -
Thomas J. Grabowskl 57

Accepted: 13 May 2024
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Abstract

The U5 Food and Drug Administration (FDA) approval of kecanemab for earty-stape A lrheimer’s disease (A D) repesenis
an exciting new chapier in the managament of neurode generative disease, but likewise presents numerous clinical, echmi-
cal, and financizl logistical challenges for both academic and non-academic medical instilutions hoping to administer this
drug. Minimzl esoorces exist that provide puidance for establishing and maintzining 8 kecanemab meatment program at
the instilntional kevel. The curment e port zims to provide healtheare institutions 2 framework for the planring, enboarding.
and longitudinsl reatment of AD with anti-amy loéd monoclonal antibody teatments. We present an implamentation stady
imvodving three stapes” (1) teasibility assessment, (2) operations and going live, and (3) mondtoring assessment. We found that
implemantation of kecanemsb in climical practice was Easible due to the assigonment of an enterprise-wide project manager
te facilitate the planning phase, 8 cost analysis showing that lacanemab was financially sustainshle | and the development of
electronic medical record tools to support operational efficiancy.

Buoth academic and non-academic healthcare institutions

[=] Michae]l H. Rosshloom face numerous clinical, echnical, snd finsncial logistical
reoroesen b G e 2 challenges when starting an ants-amykdd monoclonal
' Memory and Firain Wellness Cemer, University Vi
of Washingron, Seatile, WA, US4 We provide & framewaork for the institution of AMAS
? University of Washingion, Mewmroscienoes Instinste, Seaitle. within a healthcare system.
WA, L5
, S < ety of Woashi B Our experience has shown that the prooess was facik-
mﬂwfﬁu’; o £ e tated by having an enterprise-wide project manager,
L . . ; performing a financial analysis prior to starting. and
4 University of Washingion I nformation Technology Services, . . a
Satle WA, LISA leveraging e kectronic-medical-record- based tools.

Harbony jew Medical Center, University of Washington,
Amimlatory Procedure Area, Seasle, Wi, USA

% Department of Mewmology, Univensity of Washington, Seattle,

ITY of WASHINGTON






Appropriate Use Criteria-Cummings et al J Prev Alz Dis 2023

Inclusion Criteria Exclusion Criteria

Clinical Diagnosis of MCI/AD Any medical, neurologic, or psychiatric condition contributing ton
non-AD MCI or dementia

Positive amyloid PET or CSF studies 1 )> than 4 microhemorrhages on SWI
2) single macrohemorrhage>10 mm in diameter 3) superficial
siderosis, 4) vasogenic edema,5)multiple lacunar strokes, 6) large
vessel infarction, and 7) severe CVD

Age 50-90 Recent history (12 mo) of stroke or TIA

MMSE 22-30 or MOCA 17-30 Mental illness that interferes with compression

Care partner or family member involved Any hx of immunologic dx or systemic treatment with
immunosuppressants

Must understand risks/benefits of treatment Bleeding disorder, low platelets, INR>1.5

Anticoagulation use (“tPA should not be administered to
individuals on lecanemab”)

Unstable conditions that may be affected by lecanemab therapy

Any history of seizures



Recommended Labs Prior to Starting
Legembi Infusion Therapy o i

Spinal fluid biomarkers for
Abeta 42, p-tau, t-tau vs.
amyloid PET

PT/INR/PTT (bleeding
disorder, AC)

ApoE4 (risk of ARIA)



ARIA Protocol (Cummings et al J Prev Alz Dis

Table 2: ARTA MRI Classification Criteria

2023

ARIA Radiographic Severity
Tvpe Mild Moderate Severe
ARIA-E FLAIR hyperintensity FLAIR hyperintensity 5 | FLAIR hyperintensity
confined to sulcus and or | to 10 cm, or more than | measuring = 10 cm, often
cortex/subcortical white 1 site of involvement, with significant subeortical
matter in one location each measuring < 10 white matter and/or sulcal
<5 cm cm imvolvement. One or more
separate sites of
involvement may be noted.
ARIAH = 4 new incident 3 to O new incident 10 or more new incident
microhemorthage muicrohemorthages microhemorthages microhemorthages
ARIA-H 1 focal area of 2 focal areas of = 2 focal areas of
superficial siderosis | superficial siderosis superficial siderosis superficial siderosis

Baseline MRI has no
exclusion factors

MRI routine or conducted because
of symptoms suggestive of ARIA

ARIA-E or ARIA-H detected

Symptomatic

Suspend treatment;
Clinical assessment;

' Severe/moderate ARIA-E
Repeat MRI monthly

or severe/moderate ARIA-H

Mild ARIA-E
or mild ARIA-H

MRI shows
resolution of ARIA-E or
stabilization of ARIA-H;

symptoms resolve; patient
wishes to continue

Continue treatment
with lecanemab;
monthly MRI

Continue treatment;
Discontinue monthly
MRI if ARIA-E resolves or
ARIA-H stabilizes

Resume treatment with
lecanemab

Stop lecanemab therapy for ary of the following:
» Any macro-hemaorrhage
= More than 1 area of superficial siderosis
= More than 10 microhemorrhages since treatment initiation
= Iviore than 2 episodes of ARIA
= Severe symptoms of ARIA
= Patient requires treatment with an anticoagulant




NY Times
10 June 2024

Baseline amyloid PET necessary for
confirming AD diagnosis and possibly again
as early as 6 months to confirm amyloid
removal/cessation of treatment (induction

therapy approach)

Baseline tau PET unnecessary for predicting
potential response to donanemab based on

low/medium versus high tau

Aduvisory Panel of Experts Endorses
F.D.A. Approval of New Alzheimer’s
Drug

The modest benefits of the treatment, donanemab, made by Eli
Lilly, outweigh the risks, the panel concluded unanimously.

p Listen to this article - 6:48 min Learn more % Share full article ~ m

Brain scans from a patient in the clinical trials of donanemab showed amyloid plaque
being removed from the patient’s brain. Eli Lilly



JAMA | Original Investigation
Donanemab in Early Symptomatic Alzheimer Disease
The TRAILBLAZER-ALZ 2 Randomized Clinical Trial

Jobin R Sies, M- Jermifer A Firnenes. Mk Cyrthia 0. Evans, PhiD; Ming Lu, MD, M5, MPH: Paul Asdayfio, PhID: JonDavid Sparks, Ph;
Alette M. Wessels, PhD); Sergey Shcherbinin, PhD: Hong Wang, PRD: Emel Serap Morikul Mery, MD. Emily C. Collins, PhD; Paul Soloman, PHD-
Stephen Salloway, MD; Liana G Apastoiowa, MD; Oskar Harsson, MO, PhiD; Craig Ritchie, MO, PhiD; Dawn A. Brocks, Pr: Mark Mintun, MD-
Diaried M. Skowroreio, MO, PhiD: for the TRAILBLATER-ALT 7 Ivestigators

Visual Abstract
MPORTANCE There are imited efficacious treatments for Aldheimer disaase. Editorial
DBJECTIVE To assass efficacy and adverse events of donanemnab, an antibody designed to Supolemental content

clear brain amylodd plague.
DESIGN, SETTING, AND PARTICIPANTS Multicenter (277 medical research centers/hospitaks iIn 8
countries), randomized, double-biind, placebo-controlled, 18-monith phase 3 trial that

enrolied 1736 participants with early symptomatic Alzhaimer disaase {mild cognitive
impalrmentmild dementia} with amylold and lowe'medium or high tau pathology besed on
positron emisskon tomography Imaging from Jume 2020 to November 2021 (st patient visit
for primary owtcome In Apel 2023).

MTERVENTIONS Participants were rmndomized in 2 1 &tioto recetve donanemab (n = BEO) or

placeho (n = B76HIntravenoushy every 4 weels for 72 weaks. Participants inthe donanemab
group were swikched to recatve placebo ina blinded manner If dose completion criteria weara met.

MAIN DUTCOMES AMD MEASURES The primary cutcome was change in integrated Alzheimer
Disaase Aating SCale (IADARS) score from baseline to 76 weeks (rnga, 0-144; lower scores

indicate graater impairment). There wera 24 gated outcomes (primary, sacondary, and
pymdnratney Inrindine the sermmdane nafrmmes nf rhanoe incthe saemonf hees nff the Ol
W UNIVERSITY of WASHINGTON



JAMA

QUESTION Does donanemab, a monoclonal antibody designed to clear brain amyloid plaque, provide clinical benefit
in early symptomatic Alzheimer disease?

CONCLUSION Among patients with early symptomatic Alzheimer disease and amyloid and tau pathology, donanemab significantly slowed

clinical progression at 76 weeks in low/medium tau and combined low/medium and high tau pathology populations.

POPULATION

996 Women
740 Men .

Adults aged 60-85 years
with symptomatic Alzheimer
disease and amyloid and

tau pathology

Mean age: 73 years

LOCATIONS
277

Medical sites
in 8 countries

INTERVENTION
r‘_\\\
1736 Patients randomized ™\
1599 Patients analyzed :
g y A

g
860 876
Donanemab Placebo
Administered intravenously Administered intravenously
every 4 weeks every 4 weeks
for up to 72 weeks for up to 72 weeks
PRIMARY OUTCOME

Least-squares mean change in integrated Alzheimer Disease
Rating Scale (iADRS) score (range, 0-144; lower scores
indicate greater impairment) from baseline to 76 weeks

FINDINGS

Least-squares mean change in iADRS

© AMA

Donanemab

Low/medium tau population: =6.02

Combined population: =10.19

Placebo

Low/medium tau population: =9.27

Combined population: =13.11

Differences were statistically significant:

Low/medium tau: 3.25 (95% Cl, 1.88-4.62); P < .001
Combined: 2.92 (95%Cl, 1.51-4.33); P<.001

Sims JR, Zimmer JA, Evans CD, et al; TRAILBLAZER-ALZ 2 Investigators. Donanemab in early symptomatic Alzheimer disease: the TRAILBLAZER-ALZ 2 randomized
clinical trial. JAMA. Published online July 17, 2023. do0i:10.1001/jama.2023.13239
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TRAILBLAZER-ALZ 2

* Randomized double-blinded, placebo-controlled, 18 months (76 weeks) phase 3
trial

* Atotal of 1736 early stage-AD participants randomized (mean age 73.0 years)

* 68.1% with low/medium tau pathology (Tau PET scan)
* 31.8% with high tau pathology

e Subjects with a single amyloid PET scan <11 centiloids or 2 consecutive PET scans
between 11 and 25 centiloids. (wk 24 +52) were switched from IP to placebo

* Primary outcome iADRS (ADAS-Cogl13+ ADCS-IADL)
 Meaningful within patient changes=5 in MCl and 9 in mild AD

YA/ UNIVERSITY of WASHINGTON



Figure 2. Integrated Abtheimer Disease Rating Scale (iADRS) and Sum of Bowes of the Cinacal Dementia Rating Scale (COR-58)
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IADRS@76 weeks:
35.1% slowing in the low/medium
tau (22.3% combined)

CDR SOB@76 weeks
36.0% slowing in low/medium tau
(28.9% combined)

Progression

47% of low/med tau group showed
NO change in CDR-SOB vs. 29% of
Placebo

Based on scales: Delay by
4.5-7.5 months over 1.5 years

YA/ UNIVERSITY of WASHINGTON



Low-medium Tau Population Combined Tau Population

;Favors donanemab : %Favurs donanemab >
IADRS I * | iADRS [ —— —
CORSB — CDRSB | ——t
ADCS-IADL b » i ADCS-IADL I >
ADAS-Cog,; L > / ADAS-Cog,s ——
MMSE {1 . ' MMSE L ————
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TRAILBLAZER2-ALZ ADVERSE EVENTS

* Incidence ARIA-E or H: 36.8% (14.9% placebo)
* ARIA-H: 31.4% (13.6% placebo)

 ARIAE: 24.0% (2.0% placebo); 6.1% symptomatic; 1.5%
serious

* 15%no E4/E4; E4 heterozygous 23%; 40% E4 homozygous

* Three cases of severe ARIA resulting in death (2/3

ApoE4/E4)

* 57.9% of ARIA developed with first 3 infusions and 98%

resolved in 72.5 days

* Infusion reactions 8.7% (0.5% placebo)

YA/ UNIVERSITY of WASHINGTON



Key Lessons from CLARITY-AD and TRAILBLAZER?
Trials

* Amyloid monoclonal AB-treated patients with low tau values on Tau-PET had
better outcomes than patients with high tau values

e Therefore, identification of low tau pathology in patients may help enrich for those
individuals most likely to respond best to treatment

Amyloid PET imaging may be necessary as outcome measure to decide whether
AMA treatment needs to be continued

* Importance of centiloid units

Patients who receive delayed amyloid monoclonal antibody treatment fail to
experience the same benefit as those treated immediately

* Therefore, early diagnosis and initiation of treatment without delay is the ultimate goal

YA/ UNIVERSITY of WASHINGTON



Optimizing collaboration along the clinical care pathway!*

Diagnose and prepare Initiate treatment and monitoring

Comprehensive Treatment
: . : Conduct
Routine care Assess for patient Confirm AD baseline MRI response and
and cognitive evaluation; pathology for N safety
: : . : : and initiate o
prevention iImpairment rule out other diagnosis monitoring

treatment
causes

W UNIVERSITY of WASHINGTON



Standardized cognitive screening is needed in primary care'

Advantages Disadvantages Cutoff to test for AD
* Widely used » Copyright issues <24/25
MMSE?*-3 « Validated » Potential adjustments (age, education)| (<23 if less than high
« Can monitor AD over time * Not ideal to detect mild impairment school education)

« Assesses many important
cognition areas

« Useful in patients with mild
dementia or MCI

* Possible bias against limited
education <26
» Cutoffs not validated

Mo CA167

« High sensitivity to predict
Mini-Cog!® dementia status
* Visible performance indicator

Clock-drawing test is vulnerable Recall =<3 and
to interpretation abnormal clock

AAPA, American Academy of Physician Associates; AD, Alzheimer’s disease; Mini-Cog, Mini Cognitive Assessment Instrument; MMSE, Mini-Mental State Examination; MoCA, Montreal Cognitive Assessment; SLUMS, Saint Louis

University Mental Status Examination.
1.Jin R, etal. J Clin Med. 2020;9(10):3287; 2. Stoner CR, etal.J Clin Pharm Ther. 2020;45(4):874-880; 3. Fernandez Montenegro JM, et al. Sensors (Basel)WM:{Z}ZNYLMIEeR 8rln’¥7<¥. 2@1 7(2W—A9$. HnE N G T O N

Dong B. Clin Geriatr Med. 2018;34(4):515-536; 6. FasnachtJS, et al. J Am Geriatr Soc. 2023;71(3):869-879; 7. Davis DH, et al. Cochrane Database Syst Rev. 2021;717):CD010775. 38



A Potential Future Model of Care?

CC: Memory loss

AD Biomarkers

|

Cognitive Screening Test

Diagnostic Work-Up

#Formal Cognitive Testing/Depression screen Biologic Therapy

#Labs for B12/thyroid/CBC/BMP
#Neuroimaging

Diagnosis of Exclusion=AD

YA/ UNIVERSITY of WASHINGTON



Thank You for Your Time
mrosenbl@uw.edu
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