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The Alzheimer’s disease continuum

AD encompasses a disease continuum ranging from clinically silent, 

regionally limited pathologic changes in the brain (many years prior to 

noticeable symptoms) to subtle cognitive changes, mild cognitive 

impairment, and then the dementia stage 1-3
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The progression of AD occurs along a continuum, starting from preclinical neuropathological 
changes to severe AD and associated symptoms of dementia 1,2

AD, Alzheimer’s disease; MCI, mild cognitive impairment .
1 . Cummings J, et al. Am J Neurodegener  Dis. 2012;1(3:)205–216 ;2 .siD zlA verP J ,.la te MA gninwoD .2016;3:30–42 ;3remiehzlA .’ s Association. 2020 Alzheimer’s disease 

facts and figures. Alzheimers Dement. 2020 Mar 10.



Current biomarkers 

of the AT(N) system

Hampel et al, Nature Reviews, 2021



Temporal evolution of AD pathophysiology and biomarkers

Hampel et al, Nature Reviews, 2021



Prevalence

● More than 1 in 9 people 

( 11.3% ega )65 and older has 

AD dementia

● The percentage of people with 

Alzheimer’s dementia increases 

with age:
○ 5.3%of people age 65 to 74

○ 13.8%of people age 75 to 84

○ 34.6%of people age 85 and older

● People younger than 65 can 

also develop Alzheimer's 

dementia, but it is much less 

common and prevalence is 

uncertain1
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2020נתונים על אזרחים ותיקים : הלשכה המרכזית לסטטיסטיקה2

65הימצאות דמנציה בבני ●

ב  6.4%ומעלה הייתה 

70,000-כלומר כ, 2016

אנשים  

22%3-ומעלה 85בני ●

3משרד הבריאות, 2016ומעלה לשנת 45ח סקר דמנציה בבני "דו



Incidence in Israel ?

ומעלה45איש בני 12,233אובחנו עם דמנציה 2016בשנת ●

0.49%ומעלה הייתה 45היארעות הדמנציה בבני ●

1.29%-ומעלה 65היארעות הדמנציה בבני ●

שיעורי היארעות דמנציה בנשים היו גבוהים מהשיעורים בגברים●

אנשים בשנה מאובחנים עם דמנציה14,000כ , כלומר

משרד הבריאות, 2016ומעלה לשנת 45ח סקר דמנציה בבני "דו



● A systematic review of more than 30 studies of MCI 

reported that 16.6% of people age 65 and older had MCI

● Studies assessing biomarkers for AD with PET scans have 

reported that about half of people with MCI have 

Alzheimer’s-related brain changes

● Therefore, roughly 8% of people age 65 and older — or 

approximately 5 million older Americans —may have MCI 

due to AD1

עם  65אנשים מעל גיל 90,000-מכאן אפשר להניח שבישראל חיים כ

MCIעל רקע מחלת אלצהיימר

12021ALZHEIMER’S DISEASE FACTS AND FIGURES



Underdiagnosis of Alzheimer’s and Other 

Dementias in the Primary Care Setting

● Outside of research settings, a substantial portion of 

those who would meet the diagnostic criteria for 

Alzheimer’s and other dementias are not diagnosed with 

dementia by a physician

● Because AD dementia is often underdiagnosed —and if it 

is diagnosed by a clinician, people are often unaware of 

their diagnosis —a large portion of people with AD may 

not know they have it

12021ALZHEIMER’S DISEASE FACTS AND FIGURES
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Aβ, amyloid beta; AD, Alzheimer’s disease; CSF, cerebrospinal fluid; FDG, fluorodeoxyglucose; HCP, health care providers; MMSE, Mini Mental State Examination; MoCA, 
Montreal Cognitive Assessment; MRI, magnetic resonance imaging; PET, positron emission tomography; pTau, phosphorylated Tau; tTau, total Tau.

1 . Alzheimers Association 2019sremiehzla/gro.zla.www//:sptth .- ;stset_lacidem/sisongaid/aitnemed2 .deM J ianiS tM .la te J lhcsorgueN .2011;78 :596–612 ;3 NM hgabbaS .
 .rehT lorueN .la te2017 ;6 lppuS(1:)83–95 ;4 yrtaihcysP dna ygolorueN ni ssergorP .P avliS ed .2015;19:31−34;5 .tcarP maF CMB .la te L nabiehS .2018;19:68.

Approaching an Alzheimer’s disease diagnosis

Approved assessments and diagnostic flow may vary by country as well as by centres or 

providers within a country

Patients often 

address 

complaints 

with their 

primary care 

physician

HCPs take a 

clinical history 

and conduct 

quick cognitive 

screening tests 

including :

• MMSE

• MoCA

• Mini-Cog

Patient 

presentation

Clinical history and 

cognitive testing Tools for differential diagnosis

Neuropsychological 

testing

MRI imaging

CSF biomarkers

(Aβ 42βA ,40 ,

uaTt ,uaTp)

PET

(FDG or amyloid)

Routine 

labwork

A variety of tools assist in differential diagnosis



Aducanumab

Aducanumab is not registered in Israel
For details, please refer to the full prescribing information



Two Randomized Phase 3 Studies of Aducanumab in Early Alzheimer’s Disease. J Prev 

Alzheimers Dis 2022



Longitudinal 

change from 

baseline in 

amyloid PET 

(composite SUVR 

and centiloid) and 

plasma p-tau181



•EMERGE: aducanumab high dose demonstrated reduced clinical 

decline, as evidenced by a statistically significant 

treatment effect on change from baseline in CDR-SB 

(primary endpoint) compared to placebo (- 0.39[-22% = p ,]

0.0120 ta )78 weeks

•The estimate of the treatment effect favored aducanumab 

across all prespecified subgroups of interest

•Statistically significant differences from placebo were 

observed in the aducanumab high dose group on all 

secondary efficacy endpoints evaluated at 78 weeks

•The estimate of the treatment effect favored aducanumab 

across most prespecified subgroups of interest for the 

secondary efficacy endpoints

Summary 1:



•ENGAGE: No statistically significant differences were 

observed between the aducanumab-treated and placebo-

treated patients on the primary efficacy endpoint, the 

change from baseline in CDR-SB score at 78 weeks

•In sub-studies of EMERGE and ENGAGE, aducanumab lowered 

amyloid beta plaque levels in the brain, producing 

reductions at both aducanumab low dose and high dose 

levels and at both Weeks 26 and 78p(<0.0001 derapmoc ,)

obecalp ot

•The magnitude of reduction was time- and dose-dependent. 

In the long-term extension of Study 1 and Study 2 a ,

 saw slevel euqalp ateb diolyma niarb ni esaerced deunitnoc

 keeW ta devresbo132 in patients initially randomized to 

aducanumab

Summary 2:



Safety data



Amyloid-Related Imaging Abnormalities (ARIA)

ARIA refers to radiographic abnormalities observed with 

anti-Aβ antibodies

–ARIA-Edema (ARIA-E): vasogenic edema or sulcal 

effusion

–ARIA-Hemorrhage (ARIA-H): brain microhemorrhages or 

localized superficial siderosis

May result from increased cerebrovascular permeability as 

a consequence of antibody binding to deposited amyloid-

beta



EMERGE and ENGAGE: safety

Summary

• ARIA-E is most common adverse event among aducanumab-

treated patients

• Mainly mild or moderate MRI severity and transient

• Asymptomatic in majority of patients

• Can be mitigated with routine MRI monitoring and 

dosing management

• The most common adverse reaction resulting in study 

withdrawal in the combined placebo-controlled and 

long-term extension periods was ARIA-H superficial 

siderosis





Aducanumabמטופל ב –תיאור מקרה 

מהנדס תוכנה במקצועו, יליד ישראל, 3+ נ , 52בן 

10/2020ביקור ראשון 





: בדיקה קוגניטיבית



זיכרון מיידי

העתקה

זיכרון מושהה

ROCFמבחן זיכרון חזותי 
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Brain MRI 1/2021



FDG-PET 12/2021



Visamyl-PET 

12/2021



עם תמונה של ירידה קוגניטיבית עם מרכיב , 52בן : לסיכום

.  אמנסטי משמעותי

ממצאי הבירור תומכים באבחנה של מחלת  . עבר בירור נרחב

:  אלצהיימר

–Young Onset AD

Aducanumabהחל טיפול ב 



Thank you

Questions ?

noabr@tlvmc.gov.il

mailto:noabr@tlvmc.gov.il

