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An Overview
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A Chronic Progressive, Irreversible

Pathologies of Dementia2?

Alzheimer’s
disease

VaD'
Mixed
AD/Vascular,

Fronto
temporal
dementia

LBD = Lewy Body Dementia
. VaD = Vascular Dementia

HS = Hippocampal Sclerosis

1. Alzheimer’s Association. 2018 Alzheimer's Disease Factsand Figures. 2018;14(3):367-425. 2, SiemersE. The dvaﬂglngdligmsx mEnahrAD including

Neurodegenerative Disorder

AD is the cause of 60-80% of all dementia cases!

Other pathologies include Lewy body dementia, vascular
dementia and hippocampal sclerosis?

Dementia refers to a group of symptoms, including difficulties
with memory, language and cognitive skills, that affect a
person’s ability to perform daily activities!

AD is the fifth largest global cause of death, resulting in
approximately two million deaths each year*

As prevalence increases, the number of deaths caused by AD
and other dementias will also increase, with more deaths
caused by dementia than cancer by 2040%6

There is an unmet need for treatment that can impact the
underlying pathophysiology of AD, in order to delay the
progression of AD and improve the clinical outcome of the
patient’

' tic di: their i ial design. EFPIA
i in bank. Alzheimer Dis Assoc Disord 2002;16(4):203-12. 4 WHO. Global health estimates 2016

Barker WW et al. Relativefrequencies of Alzheimer disease, Lawy body, vascular and
World 2018.5. Unit. Assessing

Impac!MAlxhemef s diseaseinwestem Europe and Canada, The Economist. 2017. 6. Etkind SN etal. How many people will need palliative care

in 20402 Pasttrends,future projectionsand implicationsfor services. BMC Med, 2017;15(1]:102 7. CmminesJ, FoxN. Defining Disease Modifying Therapy for Alzheimer's isease.J PrevAlzheimers Dis 2017,4(2):108-115.
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Global Socioeconomic Costs of Alzheimer’s

Several different drivers contributeto AD costs, which often come from different budgets

direct costs to the caregiver and cost of % 2,

unpaid carel* & O;‘;‘e,
1%
o
Social care costs are often funded from public %, é“?

%
funding, e.g., tax, pension contributions or %
government grants, or can be privately
funded®

Costs associated with caregiving can fall under @ In many markets, the direct medical costs
many buckets, such as opportunity costs, M associated with Alzheimer’s and other

Institutionalization, e.g., nursing homes, are
often required in later stages of AD, however

dementias are covered by national or regional
healthcare systems and governments®

depending on the market and situation,
financial responsibility can fall to patients
and their family’

Value & Access
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Increasing Burden of AD by Disease Severity

Measured and hidden societal costs associated with AD and other dementias”

Costs

: - Low
Moderate Diagnosis typically
occurs in mild AD?

e

Unknown

Measured Costs

)

| (10-20 years) 4 yeal 38 (1-4 years)

Stage of dementia (estimated duration)

—

Patients and Quality of life?
2 caregivers Financial burden?
3 Work impairment?
Q
c Health and Social Care Full medical and social care costs
% Systems for caregivers and patients?
= Unemployment?

Economy Productivity?
GDP?

-

El-Hayek YH et al. J Alzheimers Dis. 2019;70(2):323-341.
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Total costs relating to AD and other dementias include
a combination of direct, indirect, and intangible costs!

Costs associated with AD have shown wide variation in
estimation, for a number of reasons!

A large part of the costs associated to AD and other
dementias are “hidden” and often unaccounted for or
difficult to calculate!

* The average annual additional cost of direct
healthcare costs and lost productivity in the
years before diagnosis of AD or other dementias
was higher than in matched controls

* Employment rates and income from employment
were lower in patients than in matched controls

up to 10 years before diagnosis!
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Clinical Care Pathway

As a tool to translate research into clinical impact

e

human health care
166 | Confidential.Forinternal use only.

Opportunities to Influence the Process of Care Across AD Continuum @

Process of Cat Patient & Poy
Processes of Care across the Alzheimer’s Disease Continuum 4 - .,,,;;,5 = g

[ Types of Care
Epidemiology Risk Primary Detection Diagnosis Treatment Post- Long-Term Care Patient
& Dx Char. Assessment Prevention treatment &Eol Quality Measure
Riskstatus
Incidence Age Lifestyle Screening Imaging Treatment Follow-up care Palliative care Efficiency Biologic outcomes
Prevalence FamilyHx Counseling asymptomatic CSF patterns Neurocognitive Advancedcare Safety -' PRO/QOLand well-
Demographics Genetics Prognostic Appropriate Targetpop Compliance Resourceuse planning Equity being
Care pathways Lifestyle factors testingof Neurocognitive Pt. Adherence Surveillance Nursing home Timelines Qualityof care
Resourceuse Screening Prevention symptomatic tests Dosage Adverse events Long-term care Service delivery Finandial burden
Unmet needs Follow-up on Other proper Durationof Tx Complications facilities Service quality Patient experience
Burden ofilnes abnormals procedures Caregiver Resourceuse System capacity Staging & Progress
burden Burden Effectiveness
Population
Mortality
Morbidity
e " Cost-effectiveness
[ Transitions in Care ]

Each type and transition in care offers opportunities forimprovement. Some have beenidentified inthe figure, but
withinand betweentypes of care, there are interfaces and steps that may be articulated to identify more opportunities.
Effectiveness of the process is measured at the patient and population levels based on the outcomes shown. Vilue & Actiss
Differences in service delivery and effectiveness across populations are the metrics of disparities (equity). AD Franchise




Opportunities to Influence the Process of Care Across AD Continuum .

. Process of Care Patient & Pop
Processes of Care across the Alzh Disease Continuum -' it s
Types of Care ]
Epidemiology i Detection Diagnosis Treatment Post- Long-Term Care Patient
& Dx Char. Assessment Prevention treatment &Eol Quality Measure
Riskstatus
Incidence Age Lifestyle Screening Imaging Treatment Follow-upcare | Palliativecare Efficiency Biologic outcomes
Prevalence Family Hx Counseling asymptomatic CSF patterns Neurocognitive Advancedcare Safety w PRO/QOL and well-
Demographics Genetics Prognostic Appropriate Target pop Compliance Resourceuse planning Equity being
Care pathways Lifestyle factors testingof Neurocognitive Pt. Adherence Surveillance Nursing home Timelines Qualityof care
Resource use Screening Prevention symptomatic tests Dosage Adverse events Long-term care Service delivery Finandial burden
Unmet needs Follow-up on Other proper Durationof Tx Complications facilities Service quality Patient experience
Burden ofillnes abnormals procedures Caregiver Resourceuse System capadty Staging & Progress
burden Burden Effectivenes
Population
Mortality
Morbidity
e = Cost-effectiveness
Transitions in Care
Each type and transition in care offers opportunities forimprovement. Some have beenidentified inthe figure, but
withinand betweentypes of care, there are interfaces and steps that may be articulated to identify more opportunities.
Effectiveness of the process is measured at the patient and population levels based on the outcomes shown. Value & Access
Differencesin service delivery and effectiveness across populations are the metrics of disparities (equity). AD Franchise
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The Current Diagnostic Pathway is complex but can effectively identify .
patients with AD dementia by excluding other causes!

DIAGNOSE

20 ASSESS / DIFFERENTIATE " Dementia Specialist

) Dementia Trained HCP r . 1
I . 1
e DETECT
g Non-Dementi? Trained HCP ‘
: Y Access to
Imaging: structural biomarkers: CSF or
PET

In depth memory or MRI; CT scans

Quick memory or cogtest
Patient and family cog test Fluid biomarker . ;
history. Application Caretictaas e A d{agnosm of probable
ADis made after
of detection tools +  Memory and cognitive tests confirm cognitive excluding other
impairment, while fluid biomarker and genetic pathologies; CSF analysis
+  Standard diagnostic tools effectively identify testing help to detect other etiologies and risk or PET scans to assess the
patients with dementia factors, respectively? presence of AD pathology
+  Tests usedin clinical practice vary across markets, *  Structuralimaging excludes other pathologies and is not routine clinical
but assess cognitive and functional impairment, may provide insight into neurodegeneration practice**
and disease-related burden? related to AD pathology* Value & Access
AD Franchise
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: - Long-t
Current and Future Patient Journeyl-11 b msia Vet

and monitoring

®
Early symptom [
detection Biomarker ——®—>
[ ] confirmation
Clinical [ ]
evaluation/ 1
Aging X differential l
Prevention diagnosis * Prognostication
Py Safety
l + Management monitoring
SO + Counseling
AB + Pharmacological ifg;;?r‘in
treatments 9
— Cholinesterase
inhibitors
M M Tests that can be done now Ladnops — NMDA-R antagonist
R neuropsychological
Tests to be done in the future battery — Disease-modifying
Lab tests treatments

Blood-based biomarkers (BBBM|

Specialist (e.g., neurology, psychiatry, geriatrics)

AB, amyloid beta; AD, Alzheimer's disease; CSF, cerebrospinal fluid; CT, computerized tomography; MRI, magneticresonance imaging; NMDA-R, N-methyl-D-aspartate receptor;

PCP, primary care physician; PET, positron emission tomography

1. Hiavka JP, et al. Rand Health Q. 2019;8(3):2; 2. Fowler NR, etal. J Am Geriatr Soc. 2012,60(6):1037-43; 3. Wong-Lin K, et al. BMC Med. 2020;18(1):398; 4. Budelier MM, etal. JAppl Lab Med. 2020; 5(1): 194-208;
5. Hampel H, et al. Nat Rev Neurol. 2018;14:639-652; 6. Cummings J, et al. Aizheimers Dement (NY). 2021,7:¢12179; 7.Parsons C, et al. BMC Palliat Care. 2019;18(1):6; 8. Hampel, H, et al. Nat Aging. 2022;2,692-703;
9. Kourtis LC, et al. NPJ Digit Med. 2019;2:9; 10. AuR, etal. Adv Geriatr Med Res. 2019;1:¢190003; 11. Mattke S, et al. Available at: https://cesr.usc.edu/sites/default/fies/

Implications%200%20Alzheimer% 27s%20 Tre atment% 20for%20 Orga nization% 20and%20 Pay ment%20 0f%20 Me dical%20 Practices %2 0in% 20the%20 Un ited% 20 States%20%282020%29.pdf. Accessed 20 April 2023
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Triggers for Change

<

Earlier and more accurate diagnosis of AD is now possible

Timely diagnosis will allow patients to access new treatment options

4|
} Emerging therapies necessitate clinical staging and biomarker confirmation of
AD diagnosis

-'_4\1 General neurologists need to prepare for a shift in practice so that patients will benefit from
S advances in AD care

" ﬁ Neurologists will encounter new questions and challenges with respect to selection of patients for
. new treatments, new paradigms for monitoring treatment, and revised treatment expectations

Value & Access
AD, Alzheimer's disease AD Franchise
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System Constraint in Addressing AD Patients’ Needs

Projected Wait Times for AD Diagnosis and Treatment

Very high-capacity constraint
in the immediate future due
to limited number of
specialistsand biomarker
testing, leading to significant

barriers for early diagnosis

2027 2029 2031 2033 2035

AD care statistics for US Health System
(average time delay in months)
; Large gap between officially
» US population:63.4M diagnosed AD patients (340k) 20
anqigirev"alence estimates 18 l
o Estimated active dementia cases: 1.1M 16 I I
14 I
o Number of neurologists: 17,408 2
o - :
o Number of geriatricians: 7,560 : I
4
* Number of geriatric psychiatrists: 1,953 5 | I
0 -
o Specialists per 1,000 people: - 2019 2021 2023 2025
B Dementia specialist visit

LiuJL et al. Assessing the Preparedness of the U.S. Health Care System Infrastructure for an Alzheimer's Treatment.

w.rand org/pubs/research reports/RR2272 html

Santa Monica, CA: RAND Corporation, 2017

Biomarker testing M Infusion treatment
Value & Access
AD Franchise
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Capacity & Education Constraints Emerge During Likely Diagnostic &

Treatment protocol for DMTs

Current landscape - likely to change following DMT availability

Diagnostic constraint

%

PET Scan

O
K4
7

IV Infusion

' V. \

Neurologist

Research suggests limited
excess U.S. infusion capacity
(estimated ~2.7M— 4.0M
infusions, or 100K-150K bi-
weekly infused patients)

Limited market for A-beta
PET currently, but estimated
annual spare U.S. capacity of
~250K Amyloid PET scans!

Many neurologists already
have extensive waiting lists,
prior to DMT launch

DMTs likely to increase
demand further, with initial
wait times projected to
extend more than a year in
broad-label scenarios

Certification of machines and
HCP training likely to be

i3 ) Prior analogues (e.g., RA) do
additional constraints

suggest demand-driven build-
out of capacity is likely

1.5 scans per hour

centers having capacity (30%), 8hr operating hours, open 250 days per year,

Monitoring constraint

A

MRI

Estimated annual spare U.S.
capacity of ¥22M MRls,
though regional capacity
issues possible

Limited knowledge of ARIA
among radiologists may
present education needs for
follow-up testing capacity

Value & Access
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Disease Impact
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Managing the Impact and Challenges of Advanced AD

£ Cognitive \

functioning

Cognitive decline
becomes more
pronounced as the
disease progresses, with
patients developing
behavioural changes
and eventual
unawareness of
surroundings'?

W =/

Activities of
daily living

As patients reach later
stages of AD, they are
capable of performing
only a limited range of
ADLs; they may struggle
with simple tasks such as
toileting or bathing, and
they cannot perform
tasks such as cooking,
cleaning or writing?

—

p
/

As AD progresses, the
applicability of QoL
domains changes;

enjoyment of daily
activities is no longer
relevant*? and patients
HRQoL is predicted
based on the extent of
their functional
impairments®

Quality of life 3

/[ Caregiver \

burden

As patients progress,
more caregiver time is
required” and the
psychological
stressors and demands
placed onthe caregiver
change?; increasesin
cognitive and functional
impairment and the rate

of these negatively affect

caregiver well-being®

Although the symptoms of AD worsen over time, the rate of disease progression

is variable between patients and dependent on many factors’

Value & Access
AD Franchise
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Early MCI Diagnosis: Reducing Care Costs and Planning for the Future

© |

Delays in obtaining an AD
—> diagnosis hinder proper Increasing the burden on
care planning? the healthcare system?®?

MCI due to AD may often _
be underdiagnosed? @ @

D|agnc|>|5|s a; ea'rl.yt‘stta'ges ?f ot Can mitigate the burden of
— s !a <t m———p  AD in caregivers and the

pharmacolgglcal and healthcare system?*
nonpharmacological treatment?

If 88% of individuals who develop AD are diagnosed in the MCI phase, a cumulative

total of ~$7 trillion* could be saved in medical and long-term care costs' for the US population.*

*These savingsil trillion il i ings, $2.3 trillion in Medicaid savi 14trillion in other sa-/lrgs lig, f-pocket exp i i 3'C i in2017dollarsand ing () an annual 3%

discountrateto account for the anticipated value of the moneyovertime and (b) 2 medical growth rate — rate of medical expendi inflation — of 3.15%.* alivein 2018, with early detection

measureswere assumedto beginin 2020

AD: imer's disease; MCI i 3 Value & Access
1. Alzheimer's Association. 2022A|1he1mef i ir 2022;18:1-122.2. Dubois B, etal. J Aizheimers Dis. 2015;49:617-631. 3. Kirson NY, et al. BMC Geriatr. 2016;16:138. 4 Getsios D, etal. Alzheimers Dement. AD Franchise
2012;8(1):22-30.5. Alzheimer": 018 i i ir 2018;14:367-429.
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Early Diagnosis Necessary to Realize the Value of Treatments Slowing
Cognitive and Functional Decline

Mean Annual Medical Costs Along the Spectrum of
Cognitive Impairment'2
(relative to cognitively normal subjects, based on unadjusted per-
patient per-year costin 2010)

« Societaland healthcare costs per patient differ significantly
between mild, moderate and severe AD groups (including
caregiver productivity, length of hospitalization, etc.)!?

100% +93% * Next generation treatments target the underlying pathology of
90% - the disease and aim to slow cognitive and functional decline®
2 e0%
S m + Atreatmentthat keeps patients in the early stages ofthe
S - > %%% disease forlonger, before significant cognitive and functional
& s decline, can provide value to healthcare systems*”
o
g ame N L
T + Value is realized by delaying institutionalization of care
20% — #12% (inclu‘diqg, <_:aregiver productivity, length of
0% 0 - hospitalization, etc.)
0% T . s .
Cogpnitively normal Patients Patients with Patients with + The value of such a treatment can only be realized if diagnosis
AUbiCEES with MCI newy 31‘5%”;3&(’ prEyalentdementa and initiation of treatment is made early in the AD continuum, at
ementi o
G the MCI due to AD or mild AD stages
. Costs relative to cognitively normal subjects
1 il 's Association, i figures. Alzheimer's Dement.. 2020. 16: 391-460. 2- Leibson CL et al. Dir i source of i ognitive decline: 3 populati

Alzheimers Dement. 2015;11(8):317-932. 3-van DyckCH. Anti-Amyloid-B Monoclonal Antibodies for Alzheimer
clinical Alzheimer'sdiseasein the. UnltedS(at& AIzheqmestemeﬂt_ 2018;14(2):121-128. 5-Lew|seta|1'he

isease: Pitflls and Promise. Biol Pychitry. 2015,83(¢]:311-319.4- Brokmeyer Retal Forecasting the prevalence of predlinical and
ry of ain the UK-Maki Report for Alzheimer's Research UK by OHE Consuking, 2014, & Banerjee etal Clnical Value & Access
psychiatry. 2008, 24: 74875, 7-Knapp etal. Scenari Whatare andquality of Ife? The London ~ AD Franchise

and cost ervicesfor early in dementia. &
School of Economics and Political Science. 2014.

AD; Aizheimer's MCI; Mild Cognitive Impairment AD g% FRANCHISE




Costs Associated with Alzheimer’s Disease Progression
Highest Impact from MCI to Mild AD

Objective Economic burden associated with daily progression of AD

* To estimate the economic burden of daily transitions* to later

stages of AD in the US 400,000
$323,891
Results & 300000
Number of daily transitions and annual burden estimates per patient §
> 200,000
Number of patients Annual transition costs g $143,923
perday per patient 100,000 $88,747
M(Cl due to AD' to mild AD 5,792 $20,410 .
0
Mild AD* to moderate AD 2,308 $14,035 MCltomidAD  MidADto  Moderate AD to
(n=5,792) moderate AD severe AD
Moderate® AD to severe AD 1,438 $36,519 (=2.308) {0-1:436)

Timely intervention may slow AD progression and mitigate the economic and health burden of AD in the US

*Used 3 funnekbased approach by deriving prevalence of allause MCl and AD dementia clinical syndrome among the US population aged 250years from previously published studies and applying i it National
Alzheimer's Coordinating Center id-positi imates, which were p idBi Study. "Approximately 6.3 million indivi i haveMCI ith 3 30; ity of transitioni
tomild ADin 2021. i 2.5 million indivi i ild AD witha 33.6% annual i itioni Din2021. i 1.7 million indivi estimated tohave moderate AD with 330.2%
annual probabilityof transitioning to severe AD in 2021, Value & Access
disease; MCl=mild cognti irment. AD Franchise
Razavi M, et al. Poster presented atthe 15th Clinical Trials on Alzheimer's Diseas (CTAD); November 23-December2, 2022.
178 AD{% FRANCHISE bhe

Benefits of Early Diagnosis of AD

Implementation of coordinated care plans

Q

=Ne

Better management of symptoms

Patient safety improvements

>

Potential cost savings: social and informal care

38

Quality of life — postponement of institutionalization

T

Value & Access
AD, Alzheimer's disease AD Franchise
1. Dubois B, et al. J Alzheimers Dis2016;43(3):617-631
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Impact of Intervention
Clarity AD Trial

180 Confidential.Forinternal use only.
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Lecanemab Impact on Different Dimensions of AD

Primary endpoint

CDR-SB
27% relative slowing of cognitive
and functional decline from baseline
versus placebo at month 18

Functional
\ \ Independence

Cognition & \
Function

Secondary endpoints

ADAS-Cog14
26% relative slowing in cognitive
decline from baseline versus
placebo at month 18

Health Related
Quality of Life

ADCOMS ;
24% relative slowing of cognitive y/
and functional decline from baseline

versus placebo at month 18

181]

11

Secondary endpoint

ADCS-MCI-ADL
37% relative slowing in decline
from baseline versus placebo at
month 18

49% preserving HRQoL from
baseline versus placebo at month 18

56% less decline (23% proxy)
from baseline versus placebo at
month 18

38% less decline from baseline
versus placebo at month 18

AD %% FRANCHISE
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Most Common Adverse Events

Placebo Lecanemab
(n=897) (n=898)
% %

Adverse Events Of Special Interest
(Pooled preferred terms [PTs])

ARIA-E ,
ARIA-H (pooled PTs) 4 * There were no significant
Isolated ARIA-H (pooled PTs) . . trends in mean changes over

time or shifts from baseline
for any of the laboratory, ECG
or vital sign parameters and
no notable differences
between groups

Infusion-related reaction

Lecanemab
Other Adverse Events >5% (n=898)
%
Headache
Fall
Urinary tract infection
COVID-19
Back pain
Arthralgia
Dizziness
Diarrhea Value & Access
Anxiety 7 ) AD Franchise

amyloid related imaging abnomalities - edema; A with hemasides -19, coronavirus disease of 2019 ECG, electrocandiogram AD g% FRANCHISE

Clarity AD: A Diverse Clinical Trial Population
Baseline Comorbidities and Comedications

Combined Total United States

d teristi
haracteristic N=1795 N=948

Comorbidities
Hypertension, n (%) 993 (55.3%) 612 (64.6%)
Hyperlipidemia, n (%) ; 1085 (60.4%) 674(71.1%)
Ischemic Heart Disease, n (%) _ 291(16.2%) 189(19.9%)
Diabetes, n (%) ‘ 271(15.1%) 180(19.0%)
Obesity, n (%) [ 298(16.6%) 229(24.2%)
At least 2 comorbidities above, n (%) . 917(51.1%) 604 (63.7%)
At least 3 comorbidities above, n (%) : 441 (24.6%) 319(33.6%)
At least 4 comorbidities above, n (%) 139(7.7%) 111(11.7%)
At least 5 comorbidities above, n (%) 25(1.4%) 22(2.3%)
Comedications :
Anticoagulants 80(4.5%) 54(5.7%) Value & Access
AD Franchise
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Value and Clinical Meaningfulness
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Recognizing Stakeholders Perspectives

Multiple decision makers, each with different value perceptions,
influence patient access and product success

Three-
Perspective
Focus

Decision focuses on:

m cose Prorty/ e e
Clinical Innovation

Prescriber Clinical Improvement
Patient Financial Impact
Access/Reimbursement Criteria

Co-Pays/Out of Pocket

[y
w

Value & Access
AD Franchise
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Clinical Meaningfulness Framework

Umbrella Framework of Meaningful Benefits in AD

‘Meaningful Benefits’ is a recently proposed Preclinical AD

framework which aims to comprehensively cover

MCI Due

\ccess

. ¢ Stage 1 Stage 2 Stage 3 Stage 4 Stage 5 Stage 6
the benefits offered by DMTs in AD
¥
'gg 8;‘:’ Global/Functional Status (COAs)
& .
x=| Covers multiple outcomes beyond E binikinibditaiind
§=| Covers Lo 3 1
% =| cognition and functioning §
i B
2
Includes complementary analyses i,
beyond time-to-event/survival analyses E5
3
S
’ Includes novel outcomes that are unique 'gg T
¥ wours =
Applicable to disease-modifying Unique to disease-modifying
and symptomatic treatments therapies
AssungioSSetal. gful benefits: toassess di ifying therapies in preclinical and earl; imer's di Ther.2022; 14: 54,

186 |
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In Early AD, A 25% Slowing of Progression on CDR-SB Considered
Meaningful by Patients, Families, Care Partners, and Clinicians

Time savings between CDR-SB change in score at a specific timepoint

Objective

* To consider how cognitive and functional
measures can help identify clinically meaningful

; Estimated
slowing of disease progression within RCTs @ g 0.1 points B 25%" slowing
= — pla of progression
- w o s [ at every visit
Insights from the Alzheimer’s Association =
1]
workgroup: Ay
g s
* A patient with a 25% slowing of progressionon &
% - - 4 . ae e 2
CDR-SB* over a given timepoint gains additional g
time in milder disease stages 8 s Sy g
. oo . ? : S5 pols
» AO0.5 reduction in CDR-SB"score within a single € =S 7
domain would represent a noticeable loss of 2 B
independence, function, and ability to those ' 7 LY o W @
with early-stage AD g 5
Months since baseline
S o . . T Timepoint(months) 6 12 18 24 30 36
25 duction in citedasan ienchmark for
e e e e ot dfrencevs e 458 38 456 50 156 9
SE=standard emor.
PetersenRC, etal. Alzheimers Dement. 2023. doi:10.1002/alz. 12353. Access
AD Franchise
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Lifetime Health Outcomes of Lecanemab in Patients with Early AD (i.e.,
MCI due to AD and mild AD dementia): A Patient-Level Simulation

] 9, a Patient
[
ha® Dotoction
+ Clinical suspicion of
AD etiology

TargetPopulation

Adults with the diagnosis of MCI due to AD and mild e da et
AD dementia (Early AD) and confirmed evidence of AB+
pathology similar to the CLARITY AD trial population

ofAD diagnosis )

The AD Archimedes condition-event (ACE)

A Patient-level simulation model capturing AD
pathophysiology, progression and management, incl.
effects of disease modification and early intervention

Hippocempol volume

|_cost_|
Data sources ;
Data sources for base-case and scenario analyses
included LEC Phase 2b trial (Study 201), ADNI data, and
published literature

Outcomes

L TOté_ll life years and quality-adjusted life years (QALY) ADNI data was used to predict Alzheimer’s disease natural
2. Societal costs of care history and identify relationships based on patient's
3. Value-based pricing (incl. scenarios and sensitivities) characteristics, biomarkers, and assessment scales

ADNI: Alzh

Value & Access
AD Franchise

Mhe

Lecanemab Delay in Clinical Decline and Disease Progression

Simulated mean time advancing to mild, moderate, and severe Alzheimer’s disease was longer
for patients in the lecanemab-treated group than for patients in the standard of care group

Modeled Early AD patient | MCI due to AD Mild AD
population’ based on the —\———

phase 3 Clanity AD trial?
and ADN/ data® Progression to more severe disease stages:

SoC + lecanemab: MCI Mild AD @

Years gained in aless W—J W—J R(—J

severe disease stage: +2.71 years +2.95 years +2.24 years

The results from the modeling demonstrate the potential clinical value of lecanemab for patients with early AD and how
it can slowthe rate of disease progression, delay progression to AD dementia with several years and reducethe need
for institutionalized care

1. TahamiMonfaredAA et al. Neurol Ther. 2023 Apr 2. doi: 10.1007/s401 20-023-00473-w.

2. van Dyck CH, Swanson CJ, Aisen F, et al. Lecanemabin earfy Alzheimer’s disease. N EnglJ Med. 2023,388(1):9-21. Value & Access
3. ADNI{Alzheimer’s Disease Neuroimaging Initiative) study AD Franchise
189 AD%%FRANEHISE bhe
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Scenario Analyses - Time to Mild AD Dementia
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Industry’s Role in Translating Research into Clinical Impact

1 Drug Discovery and Development

2 Clinical Trials

6 Access and Distribution

7 Medical Education and Awareness

3 Regulatory Approval

8 Collaboration with Researchers

4 Manufacturing and Quality Control

5 Pharmacovigilance

9 Post-Marketing Studies

10 Patient Support Programs

Value & Access
AD Franchise
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Previous Failures Have Not Discouraged the Industry
The cost of AD drug development is high, and failures are common (US $42.5 B as of 1995)"

Number ofAlzheimer’s
Active Clinical Trials
I Drug

[ Biological
Device

Behavioral

Other

Radiation

Combination Product
[ Dietary Supplement
[l Genetic

+ Due to high unmet need and the raising
disease burden, the clinical research on
Alzheimer’s Disease is extensive, despite
numerous failures inthe previous years

.

+ Potential AD drugs constitute the majority of
the pipeline, with behavioural therapies,
devices and diagnostic agents also high on
the agenda

Number of Clinical Trials By
Development Phase

§%

M Phase 1, 12
M Phase 2, 2/3
M Phase 3

With approximately 80% of active clinical
trials in Phase 1 or 2, the majority of
investigative therapies for Alzheimer’s
Disease remain in early development

However, numerous assets in Phase 3 clinical
development promise the introduction of
disease-modifying therapies in the next 3-5
years

17

Number of Clinical Trials By
Geographic Split

I usA

I Europe

M Asia

I Central & North America
(ex-US)

I Australia / Oceania
South America
Unknown

+ Disease-modifying drugs offer ambitious

prospects towards the “holy grail” of AD
research — slowing disease progression and
curing the disease altogether

The predominance of Aizheimer’s clinical trials
are concentrated in the US, followed by
Europe and Asia

Value & Access
AD Franchise
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ARIA Education

www.UnderstandingARIA.com

understanding ARIA About Undarstanding ARIA Educational Materials Online Resourcos  Sign Up

1 Self-guided educational materials:
slide decks

2 Self-guided educational materials:

\\\ \V, ™
infographics Y_‘,«”’f

Welcome to

Self-guided educational materials: .
3 Expert video learning capsules UnderStand'ng ARIA

A Medical Education Portal on Amyloid-Related Imaging Abnormalities (ARIA)

4 ARIA online resources: overview
of key ARIA articles

5 ARIA MRI Cased-Based Learning
Sessions

6 Live webinars

Value & Access
AD Franchise
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Self-Guided Educational Materials Tailored to Multiple Stakeholders
Slide Decks

Sub-topics
N\
Introducing ARIA Pathophysiology
Understanding Amyloid-Related
Imaging Abnormalities (ARIA) .
For the Neurologist e e
Understanding Amyloid-Related . e
i = Deeper focus on ARIA Clinical manifestations of ARIA
Imaging Abnormalities (ARIA)
For the Radiologist
Understanding Amyloid-Related
Imaging Abnormalities (ARIA)
For the Primary Care Physician Diagnosis of ARIA Management of ARIA
Available on www.understandingA om Yehe 8. Access

195] AD%%FRANEHISE /’A’b

18




Public / Private Collaboration Needed to Support Provision of Care

Research predicts significant waiting lists if a new treatmentbecame available for MCI due to AD patients in 2020, if access
required biomarker confirmation.'* Many of these patients would develop AD dementia while waiting for access to treatment’*

Reconfigure healthcare Experienced and trained
i system personnel

Diagnosis requires a multi-
disciplinary team, and a new
treatment will require greater
involvement of specialistsin
the patient care pathway?

To supportthis, a
reconfiguration of health
servicesis requiredto
synchronize disjointed health

Patients with MCI due to AD
and mild AD dementia will be
eligible for a next generation
treatment once launched*

To supportthis, an increase in
capacity within memory
assessmentservicesand in
experiencedHCPs is required
to deliver care to patients?*

Assessment of eligibility for
next generation treatments will
involve the use of specialist
imaging with accessto
radiolabeledtracers or CSF
anaysis2*

Public health initiatives are
required to achieve the goal of
increasing early AD diagnosis

and social services?? and is recognized as a

priority®8

In recognition of the challenges facing AD diagnosis, the WHO and several national healthcare organizations have

implemented policy initiatives toimprove AD diagnosis and care’

1-Alzheimer's Association, 2020 Alzheimer's disease facts and figures. 2- Alzheimer's Research UK. Thinking Differently. Preparing today to imp 2018 3-The Economist Assessing the socioeconomic Impactof AD in

westernEurope and Canads, 2017. 4- LiuJL et al. Assessing the Preparedness of the U.S. Health Care System Infrastructurefor an Alzheimer's Treatment. RAND Corporation, 2017. 5- Alzheimer’s Association. A public health approachto Alzheimer'sand  Value & Access
other dementias. 2016, 6- DoneganK etal. indiagnosi ith dementiainthe UK from 200502015, The Lancet. Public Health. 2017. 7-World izati plan on the publi response AD Franchise
to dementia. 2017-2025.
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