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Pre-symposium Polling

Which of the following best describes your confidence using anti-amyloid
mADb therapies for treatment of AD?

A.
B.

nmo o

Not planning on administering mAb therapies

Interested in administering mAb therapies but unsure how to establish a
treatment program

Have begun setting up a treatment program but have not initiated administration
Started administering mAb therapies but facing challenges with implementation
Expert in use of mAb therapies

Not affiliated with an institution that is or is planning on administering mAb
therapies for AD

AD, Alzheimer’s disease; mAb, monoclonal antibody.



Which of the following best describes your
confidence using anti-amyloid mAb therapies for
treatment of AD?
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Educational Objectives

mAb, monoclonal antibody.

To offer best practices and operational strategies for
establishing anti-amyloid treatment programs within
integrated delivery networks

To review consensus recommendations from clinicians and
administrators who have successfully implemented anti-
amyloid mAbs within private practice

To provide practical guidance for using novel expert-developed
tools to optimize implementation of anti-amyloid mAbs




Burden of AD/MCI Due to AD

'\
Approximately 1 in 9 people aged 65 or older has AD"-2
6.9M 13.8M

Approximately The projected number
6.9 million people aged of people aged 65 and
65 and older in the US older in the US with AD
are estimated to be living Is continuing to grow:
with clinical AD, with an 13.8 million in 206072
additional 12.2 million
showing signs of MCI"2

AD, Alzheimer’s disease; BBM, blood-based biomarker; mAb, monoclonal antibody; MCI, mild cognitive impairment.

The advent of new treatment
modalities (eg, mAbs) for
patients with early AD and
new diagnostic techniques
(eg, BBMs) may require
neurology practitioners across
diverse practice settings to be
flexible and update their care
delivery

There is a need for strategies
and recommendations that are
comprehensive and flexible
to efficiently diagnose and treat
patients with early AD

1. Rajan et al. Alzheimers Dement. 2021;17:1966-1975. 2. Alzheimer's Association. https://www.alz.org/media/documents/alzheimers-facts-and-figures.pdf. Accessed January 16, 2025.
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Conducted Real-World Evidence Council (RWEC)?2
with 8 AD care experts/advisors to identify key
components of a pathway and identify needs/

opportunities for integrated delivery networks

Conducted evidence scan of published
literature and public information

o(_)\ @ o Download the

@ gL o Pathway:

Hosting “Early Alzheimer’s Disease Patient

. i Care Pathway (Including Anti-amyloid
Built AD Care Pathway based i Monoclonal Antibody Treatment): A Health
ainei . ©  System Readiness and Implementation Guide”
on RWEC insights i ¢ on Premier PINC Al Platform
P https://myqgrcode.mobi/26a66b9b

AD, Alzheimer’s disease. 2RWEC consisted of 8 advisors with a diverse mix of AD-related specialties, geography, care team composition, organizational structures, populations served, and metrics.
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The Early AD Patient Care Pathway Functions as a Funnel

PATIENT IDENTIFICATION

Identification of patients with signs of cognitive impairment

ASSESSMENT >

Clinical determination of MCl/dementia status

DIAGNOSIS >

Clinical staging and biomarker confirmation

This Pathway systematically
narrows the patient population
at each stage to ensure
appropriate and timely
referrals as well as treatment
with symptomatic therapies
and anti-amyloid mAbs

TREATMENT >

Shared decision-making and mAb initiation

Ongoing care management and monitoring

AD, Alzheimer’s disease; mAb, monoclonal antibody. 12



Organization of the Patient Care Pathway

The Early AD Patient Care Pathway is a comprehensive interactive resource
designed to guide healthcare providers through the evolving process of managing AD

ASSESSMENT > DIAGNOSIS > TREATMENT >

Recommendations are | R
provided at each step in cE=y eiohdogeirber e —

For applicable patients,

Consider symptomatic therapy ! =rts
> perform clinical monitoring —

while determining mAb eligibility,

" ) and management
follu_wmg, as appropriate: throughout infusion cycles
+ History and physical -

the patient journey [ oty Hito

+ Cognitive and functional

Establish a follow-up
schedule for disease

3 assessment -
eno- pefff)l:rl:.rg:é:‘i?tzve « MRI, unless performed . - management Td monitoring
workup? within the last 12 months —NO mes:lguhle:nr *
« CBC w/diff, CMP, B12, erapy? At follo\fv up visits:
YES TSH = Continually assess for
barriers to care

Consider performing
cognitive and functional

Perform (incl. virtual/telemedicine):
= Comprehensive physical and

YES

’ * « Triage BBM (optional),

Key decision points

. . neurological exam e :
are clearly identified
y behavioral evaluation ) - * Assessfor disease
hd Diocument staging based Review treatment details progression, emerging
Initial on clinical symptoms with patient and gain consent psychiatric symptoms and
clinical assessment utilizing shared decision-making AEs
NO— suggests signs of cognitive -

impairment? consistent with MCl or

. mild dementia? Disease
YES progression to

Relevant checklists " . [ el
Perform lab work to rule out other i - YES AD? NO
causes of cognitive impairment Assign care coordinator, = Establish care plan and ¢ ¢

a re rovid ed and structural brainimaging if available treatment schedule Utilize
p - * Initiate mAb therapy chared

and monitoring . decision-
NO Referral required? A‘IjJUSt cadre making to
plantoad- —¥ determine -
. dress clinical and amend
YES h 4 progression treatment

Provide patient and care partner - plan, as
T Refer to specialist education including: r - needed
' » Diagnosis Develop care plan (including
Needs and opportunities are - " brotnoce 1 consderaton sparcpri
imaging torule out other « Treatment Options symptomatic therapies)
— mm""““"m&"ﬁha = Clinical Trial Opportunities

outlined as examples of =

- YES b 4 v
best practices %} ertormadditonsiworkup o eferto appropristespecia
AD = Alzheimer's Disease CBC = complete bload count BBM = blood-based biomarker PET = positron emission tomegraphy
HCP = healthcare provider CMP = comprehensive metabolic panel MCI = mild cognitive impairment mAb = anti-amyleid monaclonal antibady
MRI = magnetic resonance imaging TSH = thyrocid stimulating hormone CSF = cerebraspinal fluid AE = adverse event & 2024 Premierine. | 5
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Patient Identification

Patient Intake

* Need: Manage patient influx and waiting list

* Opportunities: Leverage PCPs to perform
initial testing/differential diagnosis; use APPs
for new patient screenings and to provide
counseling

Care Coordination

* Need: Navigate patients throughout complex
patient journey

» Opportunities: Implement care coordinator
and/or navigator programs to assist patients
and care partners

Best practice:
Refer patients only as needed

APP, advanced practice provider; PCP, primary care physician.

Overview > Care Pathway

EARLY AD PATIENT CARE PATHWAY

: " Ry etiﬁae;ent Patient self-referral
( concernsorreg. (direct to specialist)

PROCESS MAP KEY:

Refer to specialist

Intake
coordinator available to
assess appropriateness

of referral?

NO

YES

Review and perform if not previously conducted:
e Pre-visit chart review
e Allrequired intake assessments per local policy

Start/End ya N
Decision r Provider recognition
Perform history and of symptoms
physical exam
*SUGGESTED
SPECIALIST REFERRAL c id
L an proviaer
T perform cognitive ® 7 No
) Documented cognitive workup?
assessment indicating
impairment uls Y
Perform . Initial ~

e Initial cognitiv< .
e Functional status as-

U History and physical clinical assessment

suggests signs of cognitive

exam results

] ! £
[] Baseline blood work -
results e YES
erform laboratory testing to rule out other etiology
+ SUGGESTED Perf laboratory testing to rule out other etiol
REFERRAL EXCLUSION pe and reversible causes including but not limited to:
e CBC w/diff e B12 * MRI
CHECKLIST: . e CMP e TSH

] Non-neurologic

Treat, perform
litional workup, or
er to appropriate
' «cialist, as needed NO Referral required?* -

Alzheimer’s Disease normone
? = healthcare provider «ce imaging

etiology identified,
such as psychiatric,
autoimmune, or
nutritional deficiency
causes

[J Any referral criteria —
as defined by
organization policy

"9€ = complete blood e~

Qualifies
for appointment with YES
specialist?t

NO

Redirect referral to
appropriate specialist

|

PROCEED TO ASSESSMENT >

® = hover for more content
© 2024 Premierinc. | 6
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Assessment

Staffing Overview > Care Pathway

0 EARLY AD PATIENT CARE PATHWAY

* Need: Secure adequate staffing levels for AD care & ASSESSMENT

* Opportunities: Use APPs and non-provider staff;
leverage technology to streamline workflows and

improve efficiency

{ SEE PATIENT IDENTIFICATION

e History and physical exam
e Cognitive and functional assessment
e MRI, unless performed within the last 12 months

~
T Review or perform the following, as appropriate:

e CBC w/diff, CMP, B12, TSH
o Triage BBM (optional)

Blood-Based Biomarkers (BBMs)

* Need: Consider test performance and payer policy
for mAb coverage to determine best use of available
diagnostic options (triaging or confirmatory)

» Opportunities: Leverage BBMs in current capacity
(eg, triaging vs triaging and confirmatory) while
supporting research for further development

Findings
consistent with MCl or
mild dementia?

Perform additional workup or
refer to appropriate specialist

Best practice: Include all appropriate ’

components before proceeding to diagnosis T

PROCEED TO DIAGNOSIS >

AD = Alzheimer’s Disease CMP = comprehensive metabolic panel MCI = mild cognitive impairment g = hover for more content
MRI = magnetic resonance imaging TSH = thyroid stimulating hormone
CBC =complete blood count BBM = blood-based biomarker © 2024 Premierinc. | 7

AD, Alzheimer’s disease; APP, advanced practice provider; mAb, monoclonal antibody. 15



Diagnosis o

Overview > Care Pathway

Patient Education EARLY AD PATIENT CARE PATHWAY

* Need: Offer educational materials related to & DIAGNOSIS
memory issues

« Opportunities: Develop AD patient—friendly
educational materials (eg, videos, infographics)

Perform CSF, PET or
confirmatory BBM testing

Provider Education
* Need: Optimize channels of communication across

Provide patient and care
partner education including:

Document staging

. . | . ini Assi e Diagnosis
providers (eg, radiologists, PCPs, neurologists) sasedon il coosfé?rl?az?:rr?if Do
avallable reatment options

o Clinical trial opportunities

» Opportunities: Implement multidisciplinary

meetings or provider consensus meetings ‘

Best practice: Provide multiple options
for patient and provider education

P

I

PROCEED TO TREATMENT >

CSF = cerebrospinal fluid PET = positron emission tomography BBM = blood-based biomarker ® = hover for more content © 2024 Premierlnc. | 8

AD, Alzheimer’s disease; PCP, primary care physician. 16



Treatment

Magnetic Resonance Imaging (MRI)

* Need: Assess AD-specific training needs for
radiologists

» Opportunities: Centralize imaging services; work
with imaging partners to streamline process and
ensure use of trained radiologist or neuroradiologist
to read MRIs

Monoclonal Antibodies (mAbs)

* Need: Simplify patient management and care
coordination

» Opportunities: Centralize infusion services; work
with infusion partners to streamline process

Best practice: Check considerations
for mADb patient selection

AD, Alzheimer’s disease.

Overview > Care Pathway

EARLY AD PATIENT CARE PATHWAY

& TREATMENT

{ SEEDIAGNOSIS

Consider initiating
symptomatic treatment while
determining mAb eligibility

mADb criteria met?*

AN YES
Discussn..
patient/care.
¢ Clinical expectatio..c
¢ Time and travel.cammitment, if

-l
. 2pelicaileatment (e

« Ri.- implications for Ay

CONSIDERATIONS
FOR mAb PATIENT

Confirm commitment from
patient/care partner

Y

Enter patient information
inregistry (e.g., CMS, state,
etc.), as appropriate

y

Confirm readiness and availability:
e Infusion center
¢ Radiology MRI

A

Establish treatment schedule
(infusions, MRIs and follow-
up) and care plan

.

SELECTION: ntinue with . K o Shargd : -
[ MClI due to AD or natic treatment decision-making: Patien
i consents to mAb
mild AD reatment?
[ PET/CSF confirmation
D Basellne M RI ier's Disease APOE = Apolipoprotein E
Jognitive impairment ARIA = amyloid-related imaging Services

abnormalities

] Any additional site or
label recommendations;

“amyloid monoclonal antibody

Initiate mAb infusion

— /

ance imaging

CMS = Centers for Medicare & Medicaid

PROCEED TO MANAGEMENT & MONITORING >

© 2024 Premierinc. | 9

provider judgment
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Management and Monitoring

Economic Challenges
* Need: Identify and secure required resources for successful

> Care Pathway

EARLY AD PATIENT

AD program Continue
* Opportunities: Integrate AD program into larger neurology ¢ SEE TREATMJ treatment?

program; pursue available funding mechanisms (eg, grants, NO e -

federal assistance) \

Is patient INFUSION !
e CYCLE® i Cotiha ey
Quality Measures o
* Need: Define and implement standardized measures NO
» Opportunities: Track time from referral to first visit, Due for  Comimuly ascess or
YES MRI for safety barriers to care through

diagnosis, and treatment; monitor and manage waitlist

Social Determinants of Health

* Need: |dentify needs for underserved populations and
patients in rural areas

* Opportunities: Use telemedicine or develop relationships
with external imaging and infusion centers

Best practice: Optimize EHR workflows
and explore Al tools to improve efficiency

AD, Alzheimer’s disease; Al, artificial intelligence; EHR, electronic health record.

In an emergency, seek
immediate medical
attention by calling

emergency services
or going tothe nearest
hospital emergency
room. For alist of
the most commonly
reported AEs inclinical
trials, please refer to
prescribing information
for guidance.

monitoring?*

YES

(,, J MRI scanning
~sUlts To oo

assess, If neeu

NO

MRI
identified ARIA
event?

YES /

* Refer to
y AD = Alzheimer’s Disease mAb = anti-amyloid monoclonal antibody
prescribing AE = adverse event ARIA = amyloid-related imaging
information MRI = magnetic resonance imaging abnormalities

Document reason
for discontinuation,
reassess patient and

utilize shared decision
-making to determine
treatment plan

the patient journey
e Consider cognitive and
functional assessment
o Assess for disease
progression, emerging
psychiatric symptoms
and AEs

Disease
YES  progression to moderate/
severe AD?

NO

Offer higher levels of
supportive care and/
or refer to appropriate
specialist, as needed

Utilize shared decision-
making to determine
and amend treatment
plan, as needed

© 2024 Premierinc. | 10
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Operational Strategies for Readiness and Implementation

RWEC advisors cited common operational challenges for providing high-quality care for patients with early AD.
The “Early AD Patient Care Pathway: A Health System Readiness and Implementation Guide” includes
strategies for addressing these challenges

> Operations and Readiness

OPERATIONAL STRATEGIES FOR READINESS AND IMPLEMENTATION Strategies in Practice

PROGRAM & BUSINESS EDUCATION & ACCESS & CARE Mandatory safety MRl is

PLANNING TECHNOLOGY RESOURCES REIMBURSEMENT COORDINATION

[ Identify AD care champion [ Identify and evaluate ] Develop referral ) Develop organization-wide [ Implement care coordina- integ rated into the treatment

= = =
St t P t [ Identify administrati d existing hardware and checklists referral workflow to funnel tors or navigators to assist .
ra eqles In rac Ice clien?c;lyI:a(TeIrnsls retionan software [ Develop/assemble patients to appropriate care with coordination plan, ensurlng that the neXt

Q0 Develop Alzheimer's [ Optimize EHR compatibility patient-friendly [ Assess for barriers and ] Optimize staffing and . .
Patients are rovided With a Disease Patient Care across sites of care educational materials gaps in care in under- resources by allocating Infuslon Cannot proceed unless
p Pathway [ Optimize EHR workflows [ Develon/accemble ARIA served populations referral screening activities

[ [ ——— the MRI has been reviewed and

improve access to improve efficiency

2-sided ID card listing all Bt

[ Identify grants, federal

- - . e BPAsorCDSalerts
medications and an © Dotahrases/macros

funding mechanisms

infusion nurses and O of referrals to dementia

[ Use advanced practice e approved by the CIiniCian

providers and non-

provider staff to support 0 Use technology to
streamline workflows and

Number of refills is restricted

] Develop process to ensure
registry requirements are U Develop relationships

ot to align with the timing of the

infusion centers

 Collaborate with payers to t f t MRI
streamline process by: [ Develop infusion center neX Sa e y

checklist to ensure site/s

non-provider staff to ass

e E-prescribing with patient education

emergency contact number ety s . patient portls
. . w ADc‘a‘r‘e’:rf;rj)ug[i:;rt e Other EHR features,
on one side and critical ptementation o —
- - [ Identify advocacy groups u Explor.e use of digital
information for HCPs
offer supportive services U Explore Al tools to

(eg, potential side effects of 03 Establish auatty meric

) Determine MRI
[ Identify appropriate billing

anti-amyloid mAbS, ond dlbgmesieaeros requirements for ARIA-

monitoring scans 4 requirements
[ Perform a program needs AD ui oo ~.sand e Implementing a
recom mended M RI prOtOCOIS ) and feasibility analysis healthcare organizations process for insurance

confirmation and pri#

warning regarding thrombolytic

e Creating a list of

standardized coc

use) on the other
interventions an

] Develop medical cards
or bracelets identifying
patients undergoing mAb
therapy

[ Implement multidisci-
plinary or provider

e Working with payors sen-readly

o reimoement 0 Develon R i e Best Practice Advisory (BPA) is
implemented within the EMR

system to alert providers when
thrombolytics are prescribed

Work with imaging,
infusion sites/partne
streamline process

[ Develop progression and
referral plan

[ Establish patient safety
tracking protocol across

medications

CDS = clinical decision support ARIA = amyloid-related imaging mADb = anti-amyloid monoclonal care settings
Al = artifi e abnormalities antibody
MRI = magnetic resonance imaging ED = emergency department HCP = healthcare provider
AD, Alzheimer’s disease; EMR, electronic medical record; HCP, healthcare provider; mAb, monoclonal antibody; MRI, magnetic resonance imaging; RWEC, Real-World Evidence Council. 19

Strategies in practice are based on the speaker’s experience.



Audience Polling

For which of these areas has your practice faced
the greatest challenges?

A. Program and business planning

Technology

Education and resources

Access and reimbursement

moUow

Care coordination

20
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For which of these areas has your
practice faced the greatest
challenges?
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Request Access to the Care Pathway

Step 1: Use the QR code to Step 2: Submit the online Step 3: Receive an email with a link
access the request form request form to download the Pathway

PINC Al™ Request Form:

|| .F Early Alzheimer's Disease Patient From: automation@app.smartsheet.com
Care Pathway Subject: Next Steps: Premier - Early Alzheimer's Disease Patient Care Pathway (including Anti-

Complete this form to request access to the Farly Alzheimer's Disease amyloid Monoclonal Antibody Treatment)

gevepare Pty “mlﬂgmﬁ;ﬂylmd Monoclonal Amtibody Thank you for submitting a request to access the “Early Alzheimer’s Disease Patient Care Pathway
(including Anti-amyloid Monoclonal Antibody Treatment): A Health System Readiness and
g o gt Kother Riexprermiciine. com it qucations. Implementation Guide.” Your request has been approved and you may now access and download

the care pathway by visiting

=) PINCAI e If you have questions or need help, please contact Heather Reiter@premierinc.com
LastN \
: From: automation@app.smartsheet.com

Company/lnstitution

Title/Role

City

State *

https://myqgrcode.mobi/26a66b9b

I consent to share my contact information with Eisai Inc.

Questions: Contact heather_reiter@premierinc.com

R'S DISEASE
LY ALZHEIME
EAPATIENT CARE PATHWAY |

and tmpiementation Guide

B Health System Readiness

By IR

EARLY

: NEW
AD PATIENT CARE PATHWAY OVERVIE
L
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Delphi Consensus for
Anti-amyloid Therapies
in Private Practice Neurology

Dave Weisman, MD
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Delphi Consensus for Anti-amyloid mAb Therapies in xat
Private Practice Neurology

What are the key consensus recommendations for initiating
treatment with anti-amyloid mAbs in private practice?

How can these recommendations address barriers to initiating
treatment that private practice physicians may experience?

The Delphi methodology
uses an iterative review
process to achieve
CONSEeNsuUs on
recommendations

Insight Gathering & Delphi Preparation Delphi Consensus Exercise Dissemination of Best Practices

mAb, monoclonal antibody.
Moon et al. Poster presented at: Antibodies as Drugs: Innovative Formats, Design and Engineering; February 17-20, 2025; Keystone, CO. 25



Delphi Consensus Methodology

« The Delphi technique is a well-established, rigorous method for gathering consensus
from experts on a specific issue related to clinical decision-making’

« [terative process allows for panelists to reevaluate their own positions while taking into
account feedback from other experts’

Delphi Consensus Methodology?

Revise statement Should this topic Statement

based on feedback be in the report? discarded

Statement is

included in the
final report

Below Below

NO prespecified prespecified
threshold threshold
Draft recommendations !
B After seeing the other T
Is the statement important as importance rankings,

clear? do you want to change

written?

Above your ranking? Above
prespecified prespecified
threshold threshold

1. Hsu and Sandford. Practical Assess Res Eval. 2007;12(10). 2. Gelblum and Weisman. Delphi Consensus on mAb Initiation in Private Practice Neurology (protocol).
doi:10.17605/OSF.I0/CT28N. Accessed January 17, 2025. 26



Key Topics Where Consensus Recommendations Are
Needed for Private Practice Neurology

Consensus recommendations
generally focused on 6 main
areas where panelists faced

the greatest challenges

Panelists identified novel
solutions to address these
challenges within private
practice settings

Addressing Educational Needs
« Educational outreach and resources
 Training curriculum

Patient Identification
« Recommended screening tools
 Strategies for engaging PCPs

Assessment & Diagnosis
« Biomarker confirmation (BBMs, PET, CSF)

* Neuropsychological testing

Treatment
» Accessing infusion resources
» Understanding recommendations for maintenance vs discontinuation

Management & Monitoring
* Recommendations for ARIA monitoring
+ Guidance for other specialists (eg, neurologists, emergency physicians)

Administrative Challenges
» Development of standardized checklists and protocols
+ Designating process creator/owner

ARIA, amyloid-related imaging abnormalities; BBM, blood-based biomarker; CSF, cerebrospinal fluid; PCP, primary care physician; PET, positron emission tomography.
Moon et al. Poster presented at: Antibodies as Drugs: Innovative Formats, Design and Engineering; February 17-20, 2025; Keystone, CO.

)\

_ Diagnostic

Pathways

| Treatment

Pathways

27



Addressing Educational Needs

Physicians and other staff may have limited
experience regarding monitoring for ARIA and
appropriate risk/benefit assessments

‘@' Consider development of formal training
~  programs for staff members

ARIA, amyloid-related imaging abnormalities.
Moon et al. Poster presented at: Antibodies as Drugs: Innovative Formats, Design and Engineering; February 17-20, 2025; Keystone, CO. 28
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Patient Identification ] B

Lack of familiarity with cognitive testing and perception
of cognitive decline as “just aging” may prevent timely
referral of appropriate patients by PCPs

Strategies to incentivize use of standardized

screening tools (eg, MoCA, MMSE, BBMs) by
PCPs should be implemented to avoid delays in
patient identification

BBM, blood-based biomarker; MMSE, Mini-Mental State Exam; MoCA, Montreal Cognitive Assessment; PCP, primary care physician.
Moon et al. Poster presented at: Antibodies as Drugs: Innovative Formats, Design and Engineering; February 17-20, 2025; Keystone, CO. 29



Assessment and Diagnosis

Private practices have limited access to diagnostic
biomarkers, including access to trusted collaborators
who are skilled in interpreting amyloid PET and
identifying ARIA risk factors on MRI

on comprehensive assessment using available

LS @a Determination of treatment eligibility should be based
o resources (eg, amyloid PET, CSF testing, BBMs)

ARIA, amyloid-related imaging abnormalities; BBM, blood-based biomarker; CSF, cerebrospinal fluid; MRI, magnetic resonance imaging; PET, positron emission tomography.
Moon et al. Poster presented at: Antibodies as Drugs: Innovative Formats, Design and Engineering; February 17-20, 2025; Keystone, CO.

30



Treatment

Private practices have variable access to ancillary
resources, including imaging and infusion
capabilities

<O : ‘., Establish collaboration with other practices
@' and infusion centers, applying learnings from
= administration of mAbs for multiple sclerosis

mAb, monoclonal antibody.
Moon et al. Poster presented at: Antibodies as Drugs: Innovative Formats, Design and Engineering; February 17-20, 2025; Keystone, CO. 31



Management and Monitoring

|dentification of neuroradiologists with expertise
in detection of ARIA can be challenging

Novel resources to search for experienced
radiologists or standardized technologies
(eg, psychometrics) would help provide
confidence in ARIA detection

ARIA, amyloid-related imaging abnormalities.
Moon et al. Poster presented at: Antibodies as Drugs: Innovative Formats, Design and Engineering; February 17-20, 2025; Keystone, CO.
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Administrative Challenges ' B

Coordination of patient care is complex, and
designating a specific individual responsible for
process navigation may be associated with
additional costs

Existing staff can be responsible for process
development and coordination, including patient
coordinators, nurse navigators, infusion nurses,
or denervation coordinators

Moon et al. Poster presented at: Antibodies as Drugs: Innovative Formats, Design and Engineering; February 17-20, 2025; Keystone, CO. 33



Audience Polling

What resources based on these consensus recommendations
would you find most helpful for your practice?

A. Educational resources

B. Process checklists

C. Directory of local infusion centers/radiologists
D. Examples of successful strategies

34



What resources based on these consensus
recommendations would you find most helpful
for your practice?

@ The Slido app must be installed on every computer you're presenting from Slid()
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Next Steps for Delphi Consensus Recommendations

Final consensus recommendations will be published?2

Publication will include:

U  Summary of consensus recommendations
.‘ « Strategies for implementing recommendations

« Example resources to aid in implementation

Insight Gathering & Delphi Consensus Exercise Dissemination of
Delphi Preparation Best Practices

1. Moon et al. Poster presented at: Antibodies as Drugs: Innovative Formats, Design and Engineering; February 17-20, 2025; Keystone, CO. 2. Gelblum and Weisman. Delphi Consensus
on mADb Initiation in Private Practice Neurology (protocol). doi:10.17605/OSF.IO/CT28N. Accessed January 17, 2025. 36
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Practices Vary in Preparedness for Implementing
Anti-amyloid mAbs

Complexity of patient coordination
may place a strain on resources
of smaller practices with reduced

availability of support staff

Small private practice Medium-sized private Large private practice
(S5 clinicians) practice (6-15 clinicians) (>15 clinicians)
[> In-house ancillary services? [> In-house ancillary services? [/ In-house ancillary services?
[x{ Established relationships [/ Established relationships [/ Established relationships
with outside services? with outside services? with outside services?

Practices without access to diagnostic
techniques (ie, amyloid PET, CSF analysis),
infusion capabilities, or surveillance imaging

may face additional challenges

CSF, cerebrospinal fluid; mAb, monoclonal antibody; PET, positron emission tomography.
Rosenbloom et al. CNS Drugs. 2024;38:493-505. 39



The Neuron Clinic

Patient-focused neurology medical practice serving
communities in Southern California

« 25 providers across 6 clinics

* 6 years of experience administering mAb therapies for
neurologic disease

< the
neuron
\& clinic

4 years of experience administering anti-amyloid mAbs

« ~130 patients treated with anti-amyloid mAbs

Expertise working with underserved populations (~50%)

Seamless integration of care, treatment, and research

Streamlined care coordination and safety monitoring

mAb, monoclonal antibody. 42

This information is based on the speaker’s experience.



Diagnosis and Treatment Pathways at The Neuron Clinic
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neuron 5

[ ] [ ]
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Neurocognitive
Novel inclusive assessments and

Initial screening
blood tests and

program physical exam by brain imaging

neurologist

APOE, apolipoprotein E; CSF, cerebrospinal fluid; CT, computed tomography; PET, positron emission tomography. 43

This information is based on the speaker’s experience.



Clinical and Research Teams and Infrastructure

Referral and care coordinators

Psychometrists and social workers

Nurse practitioners, general neurologists, dementia specialists

©

Neuropsychologists and neuroradiologists?

m Research coordinators and data analysts

- Regulatory and operational team

Clinical and research space

aMay not be required to be directly affiliated with the neurology practice. 44

This information is based on the speaker’s experience.



Integrating Clinical Diagnosis and Treatment Into the

Current Healthcare Ecosystem: Clinical Evaluation

Clinical Evaluation

APOE
Plasma biomarkers

Efficiency will improve with ‘
subsequent patients’

Brain imaging

Why and when should you do testing?
1. Narrow differential diagnosis

Consider treatment options

Consider trial opportunities
Benefit/risk ratio

Caregiver involvement

Resources and support available

Cost to patient

/ Disease\
Registries
_

NOoOOR WD

Clinical
research

APOE, apolipoprotein E; CDR, Clinical Dementia Rating; FAQ, Functional Activities Questionnaire; HPI, history of present illness; MMSE, Mini-Mental State Exam; MoCA, Montreal
Cognitive Assessment; PE, physical exam; RBANS, Repeatable Battery for Assessment of Neuropsychological Status.

1. Rosenbloom et al. CNS Drugs. 2024;38:493-505.

This information is based on the speaker’s experience.
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N

Integrating Clinical Diagnosis and Treatment Into the Current 2

Healthcare Ecosystem: Biomarker Confirmation and Treatment

Biomarker Confirmation and Treatment What are the challenges?
1. Limited disease awareness
@ ‘ CSF/PET ‘ Treatment 2. Limited access to healthcare
3. Rising labor costs
‘ 4. Limited expertise with biomarkers
Monitoring 5. Competing clinical demands
6. Fragmented health systems
Address challenges as ‘
they arise’ Care
coordination

/ Disease\

Registries

: : Clinical
Diagnosis (— research

This information is based on the speaker’s experience.

CSF, cerebrospinal fluid; PET, positron emission tomography.
1. Shields et al. J Prev Alz Dis. 2024;11(6):1549-1562.
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Integrating Clinical Diagnosis and Treatment Into the
Current Healthcare Ecosystem: Clinical Research

Disease Registries | Symptomatic Treatments
DMTs | Nonpharmacologic Interventions

) Screening CSF/PET
visits

Randomization

Inform patients of all ‘
treatment opportunities

Treatment
Treatment - Monitoring -
/ Disease\
Registries
Diagnosis ) rgé'g'a(’}ilh
47

This information is based on the speaker’s experience.

CSF, cerebrospinal fluid; DMT, disease-modifying therapy; PET, positron emission tomography.



Roadblocks Faced During Implementation of

Anti-amyloid mAbs

for ARIA

Limited experience monitoring

What strategies from the Early AD Patient
Pathway could have been applied?

» Optimize MRI monitoring (per label guidance) by
using the same machine when possible,
scheduling in advance, and setting up patient
reminders

What strategies from the Delphi Consensus
recommendations’ could have been applied?

|dentify trusted collaborators, including
radiologists skilled in detection of ARIA, ER
physicians, and vascular neurologists

In the panelists’ experience, reimbursement and
cost considerations for MRI monitoring are
generally not a significant barrier

AD, Alzheimer’s disease; ARIA, amyloid-related imaging abnormalities; ER, emergency room; mAb, monoclonal antibody; MRI, magnetic resonance imaging.
1. Moon et al. Poster presented at: Antibodies as Drugs: Innovative Formats, Design and Engineering; February 17-20, 2025; Keystone, CO. 48



Roadblocks Faced During Implementation of

Anti-amyloid mAbs (cont.)

Screening processes to determine patient
eligibility are complex and time consuming

What strategies from the Early AD Patient
Pathway could have been applied?

« Consider whether PCPs can conduct initial
assessment

« Use APPs for new patient screenings and
counseling

What strategies from the Delphi Consensus
recommendations’ could have been applied?

« Train medical staff to administer cognitive
assessments
« Screen patients using BBMs

AD, Alzheimer’s disease; APP, advanced practice provider; BBM, blood-based biomarker; mAb, monoclonal antibody; PCP, primary care physician.
1. Moon et al. Poster presented at: Antibodies as Drugs: Innovative Formats, Design and Engineering; February 17-20, 2025; Keystone, CO. 49



Diagnosis and Treatment Pathways at The Neuron Clinic

N

LS the
neuron >

® o
AV clinic £y
B0

Neurocognitive
Novel inclusive assessments and
program physical exam by
neurologist

Neurocognitive
evaluations offered in
English and Spanish

Initial screening
blood tests and APOE gene
brain imaging

, : Alzheimer’s Network
Amyloid PET CT Centers for Medicare Disease-modifying

therapies

brain imaging and/or & Medicaid Services for Treatment

& Diagnostics
CSF tests (CMS) database (ALZ-NET)

APOE, apolipoprotein E; CSF, cerebrospinal fluid; CT, computed tomography; PET, positron emission tomography. 50

This information is based on the speaker’s experience.



Diagnostic and Treatment Pathways for AD Are
Continuously Evolving

Pathways should be flexible and responsive to emerging
technology and novel therapies'

Diagnosis using BBMs

Guidance for maintenance vs discontinuation of anti-amyloid mAbs
Technology for ARIA detection

Novel EMR processes

1984: First diagnostic criteria for 2000: AB42 emerged 2011: Diagnostic 2024: Third anti-amyloid mAb
AD published; diagnosis based as diagnostic criteria integrating approved (full approval)*

on clinical presentation and biomarker that can be use of biomarkers 2023: Secon.d anti-amvloi

. : 5 : 5 : -amyloid
exclusion of other causes? evaluated in CSF published mADb approved (full approval)?
1980s 1990s 2000s 2010s 2020s
1993: Discovery of APOE4 as first 2012: First amyloid 2021: First approval of an anti-amyloid
genetic risk factor for AD? PET ligand approved? mADb for treatment of mild-to-moderate AD?

AB, amyloid beta; AD, Alzheimer’s disease; APOE, apolipoprotein E; ARIA, amyloid-related imaging abnormalities; BBM, blood-based biomarker; CSF, cerebrospinal fluid; EMR, electronic

medical record; mAb, monoclonal antibody; PET, positron emission tomography.
1. Moon et al. Poster presented at: Antibodies as Drugs: Innovative Formats, Design and Engineering; February 17-20, 2025; Keystone, CO. 2. Ahmed et al. Brain Res. 2021;1758:147342.
3. Vogt et al. Int J Mol Sci. 2023;24:3895. 4. Geldmacher. Continuum (Minneap Minn). 2024;30:1823-1844. 51



Summary and Close

Dave Weisman, MD




Summary o

The Early AD Patient Care Pathway provides strategies for optimizing
AD diagnosis and treatment within integrated delivery networks

Delphi consensus recommendations provide guidance for
implementation of anti-amyloid mAbs within private practice neurology

Existing treatment pathways will vary across practices, requiring
flexibility when identifying optimal implementation strategies

Expert-developed resources can provide flexible guidance for
neurologists establishing anti-amyloid mAb treatment programs across
diverse practice settings

AD, Alzheimer’s disease; mAb, monoclonal antibody. 53



Accessing Expert Resources

The Early AD Patient Pathway is currently available

Use the QR code to access the request form

Submit the online request form

Receive an email with a link to download the Pathway
Download the Pathway

Questions: Contact heather_reiter@premierinc.com

Ol
A
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Final consensus recommendations will be published?-2

« Summary of consensus recommendations
‘  Strategies for implementing recommendations
« Example resources to aid in implementation

u Publication will include:

1. Moon et al. Poster presented at: Antibodies as Drugs: Innovative Formats, Design and Engineering; February 17-20, 2025; Keystone, CO. 2. Gelblum and Weisman. Delphi Consensus
on mADb Initiation in Private Practice Neurology (protocol). doi:10.17605/OSF.IO/CT28N. Accessed January 17, 2025. 54



Questions?




Please scan the QR code
to fill out a brief survey
and access the slides

AD-M2365
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