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1.3

trillion

2019 2030 2050
The total estimated annual worldwide

. . cost of dementia is over US$ 1.3 trillion.
Every 3 seconds Estimated growth in number of This figure is forecast to rise to

someone in the world people with dementia 2019-2050" US$ 2.8 trillion by 2030
develops dementia *WHO Global status report 2021 "WHO Global status report 2021

aV/
Alzheimer’s Disease

International
The global voice on dementia
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Brain Health Determinants

Physical
health

Maternal health,
intrauterine
environmment

Genetic and
epigenetic factors

Mutrition
Infections
MNCDs
Health behaviours

Traumatic injuries

Healthy

environments

Safe use of chemicals

Protaction from
radiation

Healthy and safe
workplaces and
agricultural practices

Air and water quality
Stable climate

Access to preserved
nature and
health-supportive
built environmeants

Safety &
security

Physical safety
Financial security

Hurmanitarian crises
and emergencies

Learning &
social
connection

Education
Lifelong learning
Murturing care

Social connection/
social isolation

Social networks

Access to

quality
services

Integrated care at all
healthssocial care
levels

Skilled workforce and
Interdisciplinary
teams

Access to essential
medicines,
diagnostics and
health products

Carer support

WHO 2024



Risk factors for dementia— 2024 update

The 2024 update to the standing Lancet Commission on dementia prevention,
intervention, and care adds two new risk factors (high LDL cholesterol and vision loss)
and indicates that nearly half of all dementia cases worldwide could be prevented or

delayed by addressing 14 modifiable risk factors.
Early i n | Percentage reduction in cases
aryfire of dementia f this risk factor
is eliminated

Less education

Midlife

Hearing loss

High LDL cholesterol
“ (New for 2024)

~ Depression

. ] @--Traummcbrammm
Dementia prevention, & ...
g Diabetes

Intervention, and care: o
2024 report of the Lancet -
Commission

- Social isolation

" Bxcessive aloohol

Airpollution
% Visual loss (New for 2024)
/ !

45%
| potentially |
\  modifiable __;"

Read the full commission update at thelancet.com/commissions/ dementia-prevention-intervention-care

lelngstonc\ Huntley |, L KY, etal. Dementia prevention, Intervention, and care: 2024 report of the Lancet standing Commisskon. The Lancet 2024;
line July 31 hittpsy/dol.omg/10.1016/50140- 6736(24)01206-0.

T H E ]_ A N C E T The best science for better lives
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Pilot study of the Greek
Interventional Geriatric Initiative
to Prevent Cognitive Impairment
and Disability in individuals with
subjective cognitive decline:
paving the way towards brain
health clinics in Greece
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The dementia

rehabilitation journey

Involving one’s
~~  support network

Working collaboratively
with rehabilitation
practitioners

Defining
one’s goals




Rehabilitation is about “functioning”
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W) Check for upcates |

Biomarkers for neurodegenerative diseases
Oskar Hansson 2=

AP42/APB40 (CSF and plasma)
Ap fibrils (PET) PDGFRJ (CSF)

\ Pericyte

Amyloid
plaques

GFAP (CSF and
plasma)

P-tau (CSF

and plasma) Astrocyte

o-syn
RT-QuIC

(CSF) Tau fibrils (PET)

' Axon "
xon
w’ @ @I @I terminals
Tau-tangle I
Lewy body NfL (CSF and plasma) /

SV2A (PET and CSF)

Neurogranin (CSF) Sgﬁgig §8§E§



REVIEW ARTICLE medicine

htips:/doLorg/10.1038/541591-021-01382-x

W) Check for upsates

Biomarkers for neurodegenerative diseases

Oskar Hansson &

Biomarker trajectories in Alzheimer’s disease

Biomarker abnormality

Detection threshold

Restricted  Cortical Ap Increased Widespread cortical PHF tau
MTL tau pathology  phosporylation pathology and acceleration of
pathology starts and secretion neurodegeneration

of soluble tau



Lumbar Puncture -
-

Lumbar Puncture

Lying Position Sitting Position


https://wiki.uiowa.edu/display/05108513/Team+7+-+Improved+Spinal+Tap+Device
http://en.wikipedia.org/wiki/Lumbar_puncture
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TABLE 1 Categorization of fluid analyte and imaging biomarkers.

Biomarker category CSF or plasma analytes Imaging
Core Biomarkers

Core 1
A [Ag proteinopathy) Ag 42 Amyloid PET
T,: (phosphorylated and p-tau217, p-taulB1,
secreted AD tau) p-tauz231
Core 2
T, (AD tau MTBR-tau243, other Tau PET
proteinopathy) phosphorylated tau
forms (eg., p-tau205),
non-phosphorylated
mid-region tau
fragments*
Biomarkers of non-specific processes involved in AD pathophysiclogy
N (injury, dysfunction, NfL Anatomic MR,
or depeneration of FDG PET
neuropil)
I {inflammation) GFAP
Astrocytic activation

Biomarkers of non-AD copathology

W vascular brain injury Infarction on MRI
or CT, WMH

S a-synuclein aSyn-SAA2

MNotes: P-tau231, p-tau205, MTBR-tau243, and non-phosphorylated tau
fragments are included in this table because they are discussed in the text;
however, these analytes have not undergone the same level of validation
testing as other Core biomarkers. Biomarkers are categorized based on
four criteria. First, three broad mechanistic groupings have been identified.
Second, biomarkers are subclassified based on the proteinopathy or patho-
physiologic pathway that each measures (eg., A, Ty, Tz, N ete). Third, within
the Core catepory we distinguish between Core 1 and Core 2 biomarkers.
Fourth, imaging and fluid analyte biomarkers are listed separately within
each category.

Received:7 February 2024 | Revised: 21 March2024 | Accepted:4 April 2024

DO 10.1002/12 13859
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Revised criteria for diagnosis and staging of Alzheimer’s
disease: Alzheimer’s Association Workgroup



TABLE 2 Intended uses for imaging, CSF, and plasma biomarker assays.

A: (Ag proteinopathy) - - Amyloid PET

T;: (phosphorylated and - p-tau217 -

secreted AD tau)

Hybrid ratios p-taulB81/A342, t-tau/AB42, A342/40 %p-tau217 -

A: (Ag proteinopathy) - - Amyloid PET

Ty: (phosphorylated and - p-tau217 -

secreted AD tau)

Hybrid ratios p-taul81/A342 t-tau/AB42, AB42/40 %p-tau217 -

Ta: (AD tau proteinopat hy) MTBR-tau243, other p-tau forms (eg., MTBR-tau243, other TauPET

p-tau205), non-phosphorylated p-tauforms (eg.,
mid-region tau fragments p-tau205)

N (injury, dysfunction, or NfL NfL Anatomic MRI,

degeneration of neuropil) FDGPET

I{inflammation) Astrocytic GFAP GFAP -

activation

N (injury, dysfunction, or NfL NfL Anatomic MRI,

degeneration of neuropil) FDGPET

Vvascular brain injury - - Infarction on MRI
or CT, WMH

S a-synuclein aSyn-SAA -

Notes: Table 2 lists assays while Table 1 lists analytes; therefore, plasma and CSF are listed separately in Table 2 but listed together in Table 1. The focus in
this table is on plasma p-tau217 and not p-tau231, p-taul81, or A342/40 because p-tau217 typically outperforms these other plasma assays in head-to-
head comparisons. %p-tau is the ratio p-tau217/non-phosphorylated-tau217. Combinations of Core 1 biomarkers may also be used for diagnosis. P-tau205,
MTBR-tau243, and non-phosphorylated tau fragments have not undergone the same level of validation testing as has tau PET; however, they are included to
support a "conceptual” staging scheme outlined in Table 5.

Dox 10 100252 80 - -
Alzheimer’s & Dementia

RESEARCH ARTICLE THE JOURNAL OF THE ALZHEIMER'S ASSOCIATION

Revised criteria for diagnosis and staging of Alzheimer's
disease: Alzheimer’s Association Workgroup
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> Nature. 1999 Jul 8;400(6740):173-7. doi: 10.1038/22124.

Immunization with amyloid-beta attenuates
Alzheimer-disease-like pathology in the PDAPP
mouse

D Schenk ', R Barbour, W Dunn, G Gordon, H Grajeda, T Guido, K Hu, J Huang, K Johnson-Wood,
K Khan, D Kholodenko, M Lee, Z Liao, | Lieberburg, R Motter, L Mutter, F Soriano, G Shopp,
N Vasquez, C Vandevert, S Walker, M Wogulis, T Yednock, D Games, P Seubert

Affiliations + expand
PMID: 10408445 DOI: 10.1038/22124
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Lecanemab: Appropriate Use Recommendations
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Amyloid Related Imaging Abnormalities

ARIA

Amyloid-related imaging abnormalities (ARIA)

ARIA-E (edema) ARIA-E (effusion)

ARMA-E b5 characterized by parenchymal edema and/or sulcal effusion.
This i thy most commen side effect of monoclonal antibodics
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ARIA-H (microhemorrhage
ARLA-H b5 charscterined by parenchyms
mierchermsarrhagesd and/or Supsericid
Lid erois

Increased vascular permeability forms the basis of both ARIA-E and ARIA-H,
Therefore, both entities can secur concurrently.
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FULL PRESCRIBING INFORMATION

WARNING: AMYLOID RELATED IMAGING ABNORMALITIES

Monoclonal antibodies directed against aggregated forms of beta amyloid, including LEQEMBI, can
cause amyloid related imaging abnormalities (ARIA), characterized as ARIA with edema (ARIA-E)
and ARIA with hemosiderin deposition (ARIA-H). Incidence and timing of ARIA vary among
treatments. ARIA usually occurs early in treatment and is usually asymptomatic, although serious and
life-threatening events rarely can occur. Serious intracerebral hemorrhages, some of which have been
fatal, have been observed in patients treated with this class of medications [see Warnings and
Precautions (5.1), Adverse Reactions (6.1)].

Apekod Homozygoles

Patients who are apolipoprotein E £4 (ApoE £4) homozygotes (approximately 15% of Alzheimer's
disease patients) treated with this class of medications, including LEQEMBI, have a higher incidence
of ARIA, including symptomatic, serious, and severe radiographic ARIA, compared to heterozygotes
and noncarriers. Testing for ApoE o4 status should be performed prior to initiation of treatment to
inform the risk of developing ARIA. Prior to testing, prescribers should discuss with patients the risk
of ARIA across genotypes and the implications of genetic testing results. Prescribers should inform
patients that if genotype testing is not performed they can still be treated with LEQEMBI: however, it

cannot be determined if they are ApoE £4 homozygotes and at higher risk for ARIA [see Warnings
and Precautions (5.1)].

Consider the benefit of LEQEMBI for the treatment of Alzheimer’s disease and potential risk of
serious adverse events associated with ARIA when deciding to initiate treatment with LEQEMBI [see
Warnings and Precautions (5.1) and Clinical Studies (14)].

1 INDICATIONS AND USAGE

LEQEMBI is indicated for the treatment of Alzheimer's disease. Treatment with LEQEMBI should be mitiated
in patients with mild cognitive impairment or mild dementia stage of disease, the population in which treatment
was initiated in clinical trials.

2 DOSAGE AND ADMINISTRATION

2.1 Patient Selection

Confirm the presence of amyloid beta pathology prior to initiating treatment [see Clinical Pharmacology
(12.1)].

2.2 Dosing Instructions

The recommended dosage of LEQEMBI 1s 10 mg/kg that must be diluted then administered as an intravenous
infusion over approximately one hour, once every two weeks.

If an infusion is missed. administer the next dose as soon as possible.
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
KISUMLA safely and effectively. See full prescribing information
for KISUNLA.

KISUNLA (donanemab-azbt) injection, for intfravenous use
Initial U.S. Approval: 2024

WARNING: AMYLOID RELATED IMAGING AENORMALITIES
See full prescribing information for complete boxed warning.

Monoclonal antibodies directed against aggregated forms of beta
amyloid, including KISUNLA, can cause amyloid related imaging
abnormalities (ARIA), as ARIA with edema (ARIA-E) and ARIA with
hemosiderin deposition (ARIA-H). ARIA is usually asymptomatic,
although serious and life-threatening events can rarely occur.
Serious intracerebral hemorrhages =1 cm have occurred in
patients treated with this class of medications. ARIA-E can cause
focal neurclogic deficits that can mimic ischemic stroke. (5.1, 6.1)

ApoE £4 Homozygotes

Patients treated with this class of medications, including
KISUNLA, who are ApoE £4 homozygotes have a higher
incidence of ARIA, including symptomatic and serious ARIA,
compared to heterozygotes and noncarriers. Testing for ApoE
£4 status should be performed prior to initiation of treatment
to inform the risk of developing ARIA. Prior to testing,
prescribers should discuss with patients the risk of ARIA
across genotypes and the implications of genetic testing
results. (5.1)

Consider the benefit for the treatment of Alzheimer’'s disease and
risk of ARIA when deciding to treat with KISUNLA. (5.1, 14)

INDICATIONS AND USAGE
KISUMLA is an amyloid beta-directed antibody indicated for the
treatment of Alzheimer's disease. Treatment with KISUNLA should be
initiated in patients with mild cognitive impairment or mild dementia
stage of disease, the population in which treatment was initiated in the
clinical trials. (1)

*  Confirm the presence of amyloid beta pathology prior to initiating
treatment. {2.1)

*  The recommended dosage of KISUMLA is 700 mg adminisiered as
an intravenous infusion over approximately 30 minutes every four
weeks for the first three doses, followed by 1400 mg every four
weeks._ (2.2)

«  Consider stopping dosing with KISUMNLA based on reduction of
amyloid plagues to minimal levels on amyloid PET imaging. (2.2)

«  Obtain a recent baseline brain MEI prior o initiating treatment.
(2.3,5.1)

+  Obtain an MRI prior to the 2, 3™ 4™ and 7" infusions. If
radiographically observed ARIA occurs, treatment
recommendations are based on type, severity, and presence of
symptoms. (2.3, 5.1)

«  Dilution o a final concentration of 4 mg/mL to 10 ma/mL with 0.9%
Sodium Chloride Injection, is required prior to administration. (2.4)

.............. ———-DOSAGE FORMS AND STRENGTHS
Injection: 350 ma/20 mL (17.5 mg/mL) in a single-dose vial. (3)

CONTRAINDICATIONS

KISUNLA is contraindicated in patients with known serious
hypersensitivity to donanemab-azbt or to any of the excipients. (4, 5.2)

WARNINGS AND PRECAUTIONS

+  Amyloid Related Imaging Abnormalities (ARIA): Enhanced clinical
vigilance for ARIA is recommended during the first 24 weeks of
treatment with KISUMNLA. Risk of ARIA, including symptomatic
ARIA, was increased in apolipoprotein E £4 (ApoE £4)
homozygotes compared to heterozygotes and noncarriers. The risk
of ARIA-E and ARIA-H is increased in KISUNLA-treated patients
with pretreatment microhemorrhages andf/or superficial siderosis. If
a patient experiences symptoms suggestive of ARIA, clinical
evaluafion should be performed, including MRI scanning if
indicated. (2.3, 5.1)

+  Infusion-Related Reactions: The infusion rate may be reduced, or
the infusion may be discontinued, and appropriate therapy initiated
as clinically indicated. Consider pre-treatment with antihistamines,
acetaminophen, or corticostercids prior to subsequent dosing. (5.3)

ADVERSE REACTIONS

Most common adverse reactions (at least 10% and higher incidence
compared to placebo): ARIA-E, ARIA-H microhemorrhage, ARIA-H
superficial siderosis, and headache. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Eli Lilly
and Company at 1-800-LillyRx {1-800-545-5979) or FDA at
1-800-FDA-1088 or www.fda.govwmedwatch.

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.
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e Clinician skilled in the assessment of cognition to identify individuals with mild cognitive impairment or mild dementia due to Alzheimer’s
disease

e MRI available for baseline assessment of cerebrovascular pathology and for monitoring of amyloid related imaging abnormalities (ARIA)
 Radiologists, neurologists, or other clinicians expert in the identification and interpretation of cerebrovascular lesions and ARIA
e Amyloid positron emission tomography or lumbar puncture capability to determine the amyloid status of treatment candidates

 Radiologists, nuclear medicine specialists, neurologists, or other specialists skilled in the interpretation of amyloid imaging or neurologist,
radiologists, or other clinicians skilled in the conduct of lumbar puncture

¢ Apolipoprotein E genotyping resources
 Genetic expertise to counsel patients on the implications of apolipoprotein E genotyping

e Expertise in communicating with patients and care partners regarding anticipated benefits, potential harm, and requirements for administration
and monitoring while on lecanemab

e Infusion settings that can be made available every two weeks to patients receiving therapy

* Knowledgeable staft at infusion sites capable ot recognizing and managing infusion reactions

e Communication channels established between experts interpreting MRIs and clinicians treating patients with lecanemab

e Communication channels established between clinicians treating patients with lecanemab and the patient and care partner
e Availability of hospital resources including intensive care unit

. Expertise in the management of seizures and status epilepticus tfor patients with severe or serious ARTA

e Protocol with standard operating pror:edures for management of serious and severe ARTA
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* Emergency department with resources to assess suspected
or known ARIA

* MRI scanners readily available for unscheduled scanning of
symptomatic patients

* Knowledgeable MRI readers proficient in detection and
interpretation of ARIA

* Clinicians with experience in the management of cerebral
edema or ARIA

¢ Hospital ward for monitoring and management
¢ Intensive care unit availability
* Electroencephalography available to inpatients

* Neurologist with experience in management of seizures and
status epilepticus
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Clarity AD OLE: CDR-SB Efficacy Through 36 Months

Lecanemab-Treated Patients Continue to Accrue Benefit Through 36 Months

» Treatment effect between lecanemab and ADNI cohort continues to expand from 18 through 36 months
» Delayed start group also shows benefit in OLE relative to ADNI cohort
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Note: Early start lecanemab 10 mg/kg biweskly group are Boss subjects
inat eany

410

on lecanemab

oo + ADNI observational cohort

was pre-specified and used
during design of Clarity AD;
represents exact population
of those in Clarity AD study

« Matched ADNI participants
for inclusion and exclusion
criteria show similar degree
of decline to placebo group
out to 18 months

0.95

T % o - r I
9 12 15 18 24 30 36
Visit (Month)

813 779 767 757 662 602 549
779 765 738 714 659 613 569
401 121 301 173 173

08w 0 n1he OLE) OLE mchude ubctaneous and intiavenous frmuatons

10 mgikg biweeky in the taneous a
efiect seen at e end 0 moce repeat measures (MMRI) wih reatment

Bases on festng

1
modmed imtenton-1o-reat analysis population Adgusted mean change Fom baseins. SE: and p-
jer stalus, region, baseline vakue by visi inferaction as fred effects. and basskne value a5

36 oo vt

oup, use of
ADHS, Aizheimer's Disease Neuroimaging Initistve COR-SB, Chnical Dementia Rating-sum of boxes. OLE. open-absl

A75%_ .M 8 AZ
(clearancg M ™ |

A
“h
j 4+ " Chh A B

>N\

‘medi

E "' M W T donanemab™ W
ET18> " A®NhB04

-~ w G h

¢ Fh‘Ah -

A Y

le ’

Y



Eisai J'Biogen

New Data Presented at AAIC Demonstrates Investigational LEQEMBI® (lecanemab-irmb)
360 mg Subcutaneous Maintenance Dosing Could Offer a New Option for Ongoing
Treatment of Early Alzheimer’s Disease

Lecanemab subcutansous autoinjector has the potential to become a new expanded freatment
option for patients with early Alzheimer's disease, their care partners and hesithcare professionals,
with results showing & comparable efficacy and safety profile to the intravenous formulation

TOKYO and CAMBRIDGE, Mass., July 31, 2025 - Eisal Co., Ltd. (Headquarters: Tokyo, CED: Hanuo Maito, *Elsal”)
and Biogan Inc. (Masdag BIB, Headguarters: Cambeidgs, Massachusetts, CEO: Christopher & Viehbacher,
“Blogen”) announced today that resulls on investigational maintenance therapy with subcutaneous autoinjecior (SC-
Al) of lecanemab-irmb (U.S. brand name: LEQEMEIY), an ant-amylold bata (&3] protofionl™ antibody for the
treatment of eary Alzhaimer’s disease (AD), wera presanted at the Alzheimer's Association Intermational Conference
(AAIC) 2025, held In Toronto, and virtually. Only kecanemab fights AD in bavo ways— targeting bath protofibris and
plague, which can impact tau accumulation downsiraam.

Importance of Ongoing Treatment and SC Development Program

Due to the reaccumulation of AD blomarkers and retum 10 placebo rate of dacline after therapy i stopped’,
Eizal Is Investigating a naw lecanemab SC maintenance treatment option following 18 months of IV therapy so
patients can continue to fight this progressive relentless diseasa.

Clinical trials of lecanemab SC were conducted as a sub-study of the apen-labal extension (OLE) following the
care Phase 3 Clarity AD study in individuals with early AD, to evaluate a range of doses administered by SC
vial of autoinjector. Eisal has developad a SC-Al for maintenance therapy at a dose of 360 mg weeakly and a
500 mg SC-Al is baing developed for initiation dosing.

IV monthly or

IV biweekly treatment SC-Al administered weekly*

1
. Initial therapy Maintenance therapy
Treatment 18 months
start

Image of transition from initial therapy to SC-Al maintenance therapy
“Application for SC-Al maintenance therapy is under US FDA review.

Similar Impact on Clinical Outcomes and Biomarkers with IV and S5C Dosing

The pharmacology (PK/PD), clinical {efficacy endpoinis such as CDR-5B) and biomarker (amyloid PET and
blood biomarkers) relationships established with extensive clinical data supported the FDA approval of 1V
maintenance therapy after the initial 18 months of treatment and support the imestigational SC maintenance
dosa option.



Lilly's Kisunla (donanemab-azbt) showed growing benefit over three years in early symptomatic
Alzheimer's disease
July 30, 2025

Findings from the TRAILBLASER-ALS 2 long-ferm extension study fighlight Kisunla continuad to demansirate siowing of docling, with most
participants having compleled trealmant

Diata underscores the value of eanly infervention and supports a imited duration dosing approach with sustained long-ferm benefits

INDIANAPOLIS, July 30, 2025 (PRNowswired — Eli Lilly and Company [MYSE: LLY) announced results from the long-term extension (LTE) of tho
Phase 3 TRAILELAZER-ALY 2 study showing that participants treated with Kisunla (donanemab-azbt) demonstrated slowing of decline, a benefit that

continued to grow over three years compared to an untreated external cohort from the Alzheimer's Disease Neurcimaging Initiative {(ADNI).



FDA approves updated label for
Lilly's Kisunla (donanemab-azbt)

with new dosing in early
symptomatic Alzheimer's disease

The newly recommended dosing schedule significantly lowered ARIA-E rates compared to the original dosing schedule, adding to the

established safety profile of the treatment

INDIANAPOLIS, July 9, 2025 /PRNewswire/ -- Eli Lilly and Company (NYSE: LLY) announced today that the U.S. Food and Drug
Administration (FDA) has approved a label update with a new recommended titration dosing schedule for Kisunla (donanemab-azbt),
Lilly's once-monthly amyloid-targeting therapy for adults with early symptomatic Alzheimer's disease (AD), which includes people with
mild cognitive impairment (MCI) as well as people in the mild dementia stage of AD, with confirmed amyloid pathology."? In the
TRAILBLAZER-ALZ 6 study, the modified titration schedule significantly lowered the incidence of amyloid-related imaging abnormalities

with edemal/effusion (ARIA-E) versus the original dosing schedule at 24 and 52 weeks, while still achieving similar levels of amyloid

plaque removal and P-tau217 reduction.
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Brief Report

The effect of modified donanemab titration on amyloid-related imaging
abnormalities with edema/effusions and amyloid reduction: 18-month

results from TRAILBLAZER-ALZ 6

Hong Wang®!, Emel Serap Monkul Nery®!, Paul Ardayfio®, Rashna Khanna?,
Diana Otero Svaldi?, Sergey Shcherbinin®, Wen Xu?, Scott W. Andersen?, Paula M. Hauck?,
Dawn A. Brooks?, Emily C. Collins?, Stephen Salloway”, Mark A. Mintun? John R. Sims®

# Eli Lilly and Company, Indignapolis, IN, USA
® Butler Hospital, and Department of Newrology and Department of Psychiatry, Warren Alpert Medical School of Brown University, Providence, RL USA

ARTICLE

INFO

ABSTRACT

Keywords:
Alzheimer's disease
Amyloid

amyloid-related imaging abnormalities (ARIA)

Donanemab
Titration

The TRAILBLAZER-ALZ 6 study (NCTO5738486) evaluated the effect of different donanemab dosing regimens
on amyloid-related imaging abnormalities with edema/sulcal effusions (ARIA-E). The modified titration arm
met the primary outcome and significantly reduced ARIA-E frequency compared with the standard dosing while
maintaining a similar pharmacodynamic effect on amyloid reduction at 24 weeks. Primary outcome and 52-week
data were previously published. Completed study results at 76 weeks are reported here. ARIA-E frequencies were
15.6 % and 24.2 % in the modified titration and standard arms, respectively. ARIA-E radiographic severity was
significantly lower (p = 0.015) with modified titration than with standard dosing. Additionally, symptomatie
ARIA-E frequency was lower with modified titration versus standard dosing (2.8 % vs 4.8 %). The frequency of
serious adverse events was comparable between the modified titration and standard dosing arms. A more gradual
titration of donanemab dosing significantly reduced ARIA-E risk versus standard dosing.

Clinicaltrials.gov: NCT057 38486




Determining Eligibility for Anti-Beta Amyloid Antibody Treatment

in Adults with Mild Cognitive Impairment or Dementia

The anti-beta amyloid monoclonal
antibodies (mAbs) lecanemab and
aducanumab were recently approved by the
FDA for use in the treatment of early
symptomatic Alzheimer disease (AD)

What proportion of patients with mild cognitive impairment( MCl) or mild
AD seen in a memory clinic would meet the inclusion criteria used in the

clinical trials of aducanumab and lecanemab?

Cross-sectional study of
participants enrolled in
the Mayo Clinic Study of
Aging (MCSA)

5,255

randomly recruited community
dwelling adults 50-90 years old

2,152

with amyloid PiB PET scan done

869

with a positive amyloid-positive PiB
PET scan

237

had mild cognitive impairment
(MCl; n = 222) or mild AD (n = 15)

After analysis of the remaining 237
participants

8%

{n=19)

met all inclusion and none of the
exclusion criteria for the lecanemab
clinical trial

5%

(n=12)

met all inclusion and none of the
exclusion criteria for the aducanumab
clinical trial

Only a small proportion of participants in the MCSA would be eligible

for anti-amyloid mABS if the criteria used in the clinical trials of
lecanemab and aducanumab were applied in routine practice

Neurology*
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Eligibility for Anti-Amyloid Treatment in a

Population-Based Study of Cognitive Aging

Ricghna R, Pittock, Jere mioh A Aakre. MPH, Anna M. Castillo, MSe, Vijay K. Ramanan, MD, PhD,
Waker K Kremers, PhD, Clifford 8 Jack, Jr., MD, Prashanthi Vermuri, PhD, Val |. Lowe, MD,
David S. Knoprman, MD, Ronald C. Petersen, MD, PhD, jJonathan Graff-Radiord, MD,* and
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CLINICAL/SCIENTIAC NOTE OPEM ACCESS

Proportion of Community-Dwelling Individuals Older
Than 70 Years Eligible for Lecanemab Initiation
The Gothenbmg H70 Birth Cohort Study

Anna Dittrich, M5c, Eric Westman, PhD, Sara Shams, MD, PhD, Tobias Skillback MD, PhD, Correspondence
Henrik Zetterberg, MD, PhD, Kaj Blennow, MD, PhD, Anna Zettergren, PhD, Ingmar Skoog, MD, PhD,* and Ms. Dittrich
Silke Kern, MD, PhD* anna.dittrich@vgregion.se

Nrurﬂ?ﬂgy@ 2024;102:e209402. doi: 10,1212 /WNL.O000000000209402

Abstract

Objectives

To determine the prevalence of individuals with Alzheimer disease (AD) eligible for treatment
with the recently FD A-approved lecanemab based on data from a population-based sample of
70-year-olds and extrapolate an estimation of individuals eligible in Europe and the United
States.

Methods

Participants from the Gothenburg H70 Birth Cohort Study with dinical data, CSF-amyloid beta
42, and brain MRI analysis were evaluated for eligibility to receive lecanemab treatment
according to FDA-approved recommendations, noting factors requiring special consideration.
Results were used to extrapolate the number of eligible individuals in Furope and the United
States using public demographic data.

Results

Thirty (10.3%) of 290 participants met the indication for treatment of whom 18 (6.2%) were
eligible and did not present factors requiring special consideration. Our estimate that 6.2% of all
70-year-olds in the full cohort are eligible for treatment extrapolates to an approximation that
around 5.9 million Europeans and 2.2 million US residents could be eligible.

Discussion

Information on proportion of individuals eligible for AD treatment with lecanemab in the
general public is limited. We provide information on 70-year-olds in Sweden and extrapolate
these data to Europe and the United States. This study opens for larger studies on this
proportion and implementation of lecanemab treatment.
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Anti-amyloid antibodies
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Antibodies can trigger
immune cells to clear
amyloid

https://www.alzheimersresearchuk.org/blog/behind-the-headlines-is-a-new-alzheimers-treatment-in-sight/
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2025 Alzheimer’s Drug Development Pipeline
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