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Alliance to Improve Dementia Care

A multisector coalition advancing risk reduction,
improving early detection and access to treatment, and
scaling comprehensive dementia care for people at risk or
living with dementia and their care partners.

Founded in 2020

Areas of Focus

1. Prevention and Risk-Reduction

2.  Workforce and Systems Capacity
Building

3.  Comprehensive Dementia Care Models
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Recent Alliance Activities

Early Detection and
Diagnosis
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of Cognitive Impairment &
and Dementia . V
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Biomarkers for Alzheimer’s

'A ' ‘ and Cognitive Care

d-Based

Improving Early Detection Advancing Blood-Based
of Cognitive Impairment Biomarkers for Alzheimer’s and
and Dementia Cognitive Care
December 2024 July 2026

MILKEN

Y
ﬁ], INSTITUTE

Generating Investment and
Building the Business Case

MIND THE GAP:

Investing in Dementia as an

Investing in Dementia as an
Opportunity to Extend
Healthspan

August 2025

BUILDING A BUSINESS CASE
FOR A DEMENTIA CARE PROGRAM

The Dementia Care
Financial Model v
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Building the Business Case for

Dementia Care
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Advancing Blood-Based Biomarkers (BBMs)

Our Core Question:

What will it take to advance blood-based biomarkers as the

Advancing Blooed-Based
Biomarkers for Alzheimer’s
and Cognitive Care

new standard of care in Alzheimer’s disease? -

The Process:

[ [ [ [ [
Landscape Stakeholder Interviews Readiness Initial Report Roundtable to
Analysis & Focus Group Survey Published Design
m—— Recommendations

recision at Scale: Advancing the New

eeeee ‘s Disease and

National

Council of
DEMENTIA MINDS

Biomarkers for Alzheimer's il

and Cognitive Care

Background research and 32 Stakeholder Interviews o _ _
_ 22 Survey Participants Milken DC Office
problem development and a Patient Focus Group
February — March 2026 April — May 2026 April — May 2026 July 21, 2026 October 1, 2026
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Participating Stakeholders Segments

Health Systems and Medical Groups

Patient Voice and Advocacy Groups

Davos @

Alzheimer's
Collaborative

/\\ BrightFocus:

Cure in Mind. Cure in Sight.

Alliance for
Patient Access

IA/PAS

Alzheimer’s
Society

National
Council of
DEMENTIA MINDS

Insights of Persons Living Well with Neurocognitive Disorders

Diagnostic and Treatment Manufacturers
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A Member of the Roche Group

Clinical Guideline and Policy Makers

Innovative Care Platforms
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STRONG MEDICINE FOR AMERICA
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How are Blood-Based Biomarkers Transforming Cognitive
Care?

Enabling Early Detection For Timely Intervention Growing Diagnostics, Treatments, and Interventions

Time is Brain [} Patients Have Options [2
|

April 2022 ’

o Delay Decline with o ——
Cognitive Timely Intervention @ 95% of diagnosed cases of CMS finalizes NCD 1 July 2023
Health A'Izheimer’s and relate[gl] 200.3 on Anti-Amyloids I | EQEMBI® receives
disorders are age 65+ — FDA approval
. July 2024 | c\Mmi GUIDE Model
The disease process starts ) . 1 A d
decades before and these Kisunla™ receives FDA nnodnee
. |
tests are indicated for 40+ approval | May 2025

Lumipulse pTau217/
October 2025 1 g_amyloid 42 FDA

Elecsys® Phosopho-Tau | Clerance

Time — >

An estimated 3,000 people a day progress from

early stages to moderate and severe stages of AD, (181p) Plasma FDA 9 —
out of the current drug treatment window. Cleared i July 2026
@LEQEMBI IQLIK®
August 2026 | sybcutaneous injection
PrecivityAD2® FDA Cleared ! approved for initiation

Elecsys® Phosopho-Tau (217)
Plasma FDA Cleared

€""§ MILKEN Source: [1] Milliman (2023), [2] Milken Report (2026), [3] CMS (2022)
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https://edge.sitecorecloud.io/millimaninc5660-milliman6442-prod27d5-0001/media/Milliman/PDFs/2023-Articles/6-5-23_AD-Severity-Progression-Population-Estimates.pdf
https://milkeninstitute.org/content-hub/research-and-reports/reports/advancing-blood-based-biomarkers-alzheimers-and-cognitive-care
https://www.cms.gov/About-CMS/Agency-Information/OMH/Downloads/OMHDataSnapshot_Alzheimers_Final_508.pdf

Testing Health System Readiness to Adopt BBMs

8 & 9 EF @

Readiness Ranking o . . e e
Framework Clinical Diagnostic

Guidelines Positioning

Payer Medical Health Equity

Generation for Policy Acceptance and Access

Coverage

Meed for up-to-date Need for primary

- . Diagnostic value Lack of coverage Concerns for patient
Barri guidelines and clear and specialty care tied too narrowly to  and clarity from uity, access, and
arriers interpretation of incentives and Y y equity, ) ’
treatment payers protections

results capacity

Referencing lessons Embedding BBMs in  Engaging with Highlighting early Connecting to

Accelerators from other disease successful cognitive  payers early for .
. . payer movement promising programs
models care models evidence generation
Levels2and 4
Readiness Level 3 Rule-Out Standard LEYEI.S Level 2 Level 3
Ranki Sufficient for and Conditional Building Skeptical and Uneven Progress
AN anking Specialists Momentum Outcome Linked &
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Clinical Guidelines

. How sufficient are the current guidelines and recommendations—from the
Question Alzheimer's Association (2025), CEOi (2024), and AAFP (2022)—to support the field’s

adoption and implementation of blood-based biomarkers (BBMs) today?

Level 3 | Sufficient for Specialists

Guidelines provide adequate guidance for memory specialists and neurologists in
specialty care settings, but do not yet address primary care, screening, or broader
health system workflows.

Top Answer

Clinical
Guidelines

Level 1) Insufficient | Existing guidance does not provide enough direction to act.
Gaps in primary care application, diverse populations, and post-result management
Need for up -to-date leave too many unanswered clinical and operational questions.

guidelines and clear

interpretation of Level 2) Directional Only | Guidelines establish useful performance thresholds (e.g.,
290% sensitivity/specificity) but fall short on implementation specifics—ordering

criteria, result disclosure, care pathways, and EHR. integration remain unclear.

Barriers

results

Referencing lessons Level 3) Sufficient for Specialists | Guidelines provide adequate guidance for
memory specialists and neurologists in specialty care settings, but do not yet

Accelerators from other disease address primary care, screening, or broader health system workflows.

models
Level 4) Broadly Actionable | The available guidance gives clinicians and health
systems enough direction to develop institutional policies and begin phased BBM
Readi Level 3 adoption across care settings.
eadiness .
. Sufficient for _ - ] ]
Rank"\g . ge Level 5) Fully Sufficient | Current guidelines are comprehensive, harmonized, and
Specialists

operationally specific enough to support immediate, system-wide adoption across 1
both specialty and primary care—no major guidance gaps remain.




Barrier

Clinical Guidelines

Need for Up-To-Date Guidelines and
Clear Interpretation of Results

“Pretest probability has to be part of the
conversation. Factors like age and family history
should guide practitioners in determining when

a blood-based biomarker test is appropriate. A
75-year-old with a family history of Alzheimer’s and
cognitive complaints who tests positive presents a
very different clinical picture than a 55-year-old with
no family history and a similar result. The science is
advancing faster than the guidelines, and we need
frameworks that help practitioners navigate that
complexity today, while remaining flexible enough
to evolve as our understanding matures.”

—Jim Hendrix, PhD, Eli Lilly o

“Published guidelines aren’t the only vehicle

for shaping clinical practice. Appropriate use
recommendations, best practice publications, and
training competencies often do more practical work
and can move faster when evidence is still emerging.”’

—Joel Salinas, MD, Isaac Health ®

’
It must be clear that a positive result
does not automatically equal a diagnosis
o Upfront Understanding of Pre-Test

Probability for Positive/Negative Results
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Diagnostic Positioning

Diagnostic
Positioning

Question

Top Answer

How would you characterize the clinical community’s current readiness to incorporate
blood-based biomarkers into the diagnostic pathway—from ruling out Alzheimer’s
disease in primary care to serving as a standalone diagnostic tool in secondary care?

Level 4 Conditional Replacement | BBMs with = 90% sensitivity and specificity are
accepted as a standalone diagnostic in specialty care settings for both ruling in and
ruling out AD; CSF/PET is reserved for ambiguous or complex cases.

Level 2 Rule-Out Standard | BBMs with high sensitivity are accepted as a reliable
rule-out tool in primary care for symptomatic patients—confidently excluding AD and
reducing unnecessary specialist referrals and confirmatory testing.

Need for primary

Level (1) Investigational Only | BBMs are not ready for clinical decision-making.
Only CSF/PET are medically necessary for diagnosis and/or treatment

and specialty care qualification.

Barriers incentives and

Level (2) Rule-Out Standard | BBMSs with high sensitivity are accepted as a reliable
Cca Daﬂlt"f rule-out tool in primary care for symptomatic patients—confidently excluding AD
and reducing unnecessary specialist referrals and confirmatory testing

Em bEddlﬂg BBMs in Level (3) Risk Stratification | BBMs are used across both primary and specialty care
to rule out AD and stratify risk, directing high-probability patients toward
appropriate confirmatory workup or treatment evaluation.

Accelerators successful cognitive

care models

Level (4) Conditional Replacement | BBMs with =90% sensitivity and specificity are
accepted as a standalone diagnostic in specialty care settings for both ruling in and
LEVE'S 2 and 4 ruling out AD; CSF/PET is reserved for ambiguous or complex cases.

Readiness Rule-Out Standard

. Level (5) Full Diagnostic Substitute | BBMs are the recognized first-line standard

Ran klng and Conditional across all care settings. CSF/PET is used only in exceptional circumstances, and a

Repl acement BBM result alone is sufficient to diagnose AD in primary care and initiate
treatment in specialty care. 1 1




MindCare 365 " ADVOCATEHEALTH

Wake Forest University
School of Medicine

Lead: Advanced Practice Providers (APPs)

What they do: Telephonic cognitive testing + MRI +
BBM

Outcomes: 35% are cognitively normal / 65% impaired,
* 10% are eligible for anti-amyloids,

*  90% receive care plans, brain health coaching, and
MEDICAL

clinical trial referrals /
CENTER

/Brain Health
Care Accelerator The University of Kansas

Lead: Primary Care with EHR decision support and E-
Consults to Neurology

What they do: If cognitive impairment detected, order
MRI + BBM, review e-consult with specialist, and move
to confirmatory PET prior to anti-amyloid therapy
Outcomes: Increased diagnostic capacity by 60% over
12 months by embedding BBMs

/Primary Care-

Successful Cognitive Care Models Embedding BBMs

/ Brain Health

Navigator

[IJ Indiana University Health

Lead: Brain Health Navigator (Registered Nurse)

What they do: Propose order to PCP for Labs, Imaging,
and BBM - coordinating handoff between PCP and
Specialists

Outcomes: Patients referred to a BHN received a Mild
Cognitive Impairment (MCI) diagnosis at nearly four
times the rate as those that were not. /

EMORY

HEALTHCARE

Cognitive Initiative

Lead: Primary Care with a digital cognitive assessment
and EHR decision support, APP support and e-consults
What they do: Administer DCA, order imaging and
BBM, use e-consult to support diagnosis and care
pathway triage

Outcomes: Expanding model into a prevention study
and tracking e-consults completed and reduced

_/

specialty wait times.

MILKEN
INSTITUTE

AN

Davos Alzheimer’s Collaborative (DAC) has supplied initial seed funding through philanthropy.

These models are still searching for a sustainable business case.



Evidence Generation for Coverage

Evidence
Generation for
Coverage

Diagnostic value

Barriers tied too narrowly to
treatment
Engaging with

Accelerators payers early for
evidence generation
Readiness Le’fe'.a
Ranki Building
anking Momentum

. How would you rate the current level of available evidence to sufficiently shift payer
QUESUOI’I coverage decisions within the next two years?

Level 3 Building Momentum | Increasing awareness and recognition of the clinical

TUP Answer validity and utility of BBMs as a result of clinical adoption, some payers will move as

early adopters of coverage.

Level (1) Insufficient | Current evidence is too fragmented and registry
participation too low. Payers lack confidence in data quality to change existing
coverage positions.

Level (2) Early Stage | Some observational cohorts are maturing, but no program is
at the scale or rigor needed to move coverage decisions in the near term.

Level (3) Building Momentum | Increasing awareness and recognition of the clinical
validity and utility of BBMs as a result of clinical adoption, some payers will move
as early adopters of coverage.

Level (4) Opening Coverage Conversations | Expect to see a Local Medicare
Administrative Contractors (MACs) propose coverage or major commercial plan
approve coverage, citing two to three strong real-world studies demonstrating
more efficient patient diagnostic management.

Level (5) Coverage Catalyst | Evidence directly prompts a CMS national coverage
analysis or broad Medicare and commercial coverage alignment, closing the gap
between FDA clearance and coverage.

Source: n=22, Milken InstitutelZ%Zé)



Evidence Generation for Coverage

Barrier

Diagnostic value is too narrowly tied to treatment

How can we value the quick and accurate diagnosis of

¢
Alzheimer’s or other causes of dementia, even if a
treatment is not available?

¢ Today PET scans and CSF Biomarkers are covered by

major plans almost exclusively for anti-amyloid therapy
evaluation.

® Do not underestimate the value of a negative result.

7

Accelerator

Manufacturers are eager to engage with Payers
early but also recognize risks to proactive
utilization management.

Stakeholders indicate that a Local Coverage Decision
(LCD) would likely accelerate coverage, assist other
LCDs with drafting policies, and prompt Medicare
Advantage to follow.

Caution that an LCD may result in coverage that is
stricter than the current claim-by-claim strategy.

“We're so focused on detection and diagnosis that we
sometimes overlook the value of a clear negative result.
For patients, clinicians, and the health system, knowing
that Alzheimer’s pathology is less likely can be just as
important as identifying when it is present, especially
when a large share of tests come back negative.’

N e O
i

—Lindsey Mette, Lucent Diagnostics

14



Evidence Generation for Coverage

The Economic Case

$45,531

47% By adding a rule-out
Savings  triage test (~$290)

$24.131

86% By adding a rule-in

Savings confirmatory test
(~$1150)

$6,374

Cost per confirmed early AD Case

*Assumed 88% Sensitivity and 89% Specificity
used in Primary Care Setting

‘"’Q MILKEN
NP ™™ Source: Mattke et. al. USC Brain Health Observatory (2025)

Resources to Stay Up To Date

System Planning

TuftsMedicine

Tufts Medical Center

Roadmap 2030 1
Transforming Early Alzheimer’s =

Disease Care
An online resource guide

Tests on Market

for Alzheimer’s
Diagnostic Resources
CEO'N'TlATNE and Best Practices

Shared Decision Making

AGREEDementia

Advisory Group on Risk Evidence Education for Dementia

15


https://www.sciencedirect.com/science/article/pii/S2274580725001633?via%3Dihub

Payer Medical Policy Acceptance

. To what extent do you believe payer Medical Policy and Health Technology Assess-
ment (HTA) committees will use endpoints showing a change in patient management,
for example, “time to diagnosis” or “avoided additional testing,” as valid metrics for
Medical Necessity?

Level 2 Skeptical and Outcome Linked | More validation needed. Committees might
TO[J Answer accept faster time-to-diagnosis only if companies demonstrate delays are causing
patient harm by progressing past the treatment window.

Payer Medical
Policy Acceptance

Level (1) Strict Clinical Utility | Rigid adherence. Committees are only likely to
accept metrics showing direct impact on treatment outcomes rather than patient
management.

Lack of coverage
and {1|E.‘|ri1_'¥ from Level (2) Skeptical and Outcome Linked | More validation needed. Committees
might accept faster time-to-diagnosis only if companies demonstrate delays are
causing patient harm by progressing past the treatment window.

Barriers
payers

Level (3) Emerging Value-Based View | Conditional acceptance. Committees are
open to these metrics if BBMs are part of a value-based contract or risk-sharing
model that reduces total cost of care.

Highlighting early
payer movement

Accelerators

Level (4) Holistic Utility | Broadening definition. Committees recognize BBMs
provide for earlier diagnosis to ensure patients are within treatment windows and

reduce unnecessary CSF/PET.

O.

. Level 2
Readiness , - _ _ _ _ _
. Skepi:lcal and Level (5) Systemic Alignment | Full integration. Committees treat time-to-diagnose
Ran klng Outcome Linked as a primary clinical endpoint and specifically reference the fastest, most accurate

path to care—prioritizing BBMs in primary care.

Source: n=22, Milken Institute (%26)



r-— Payer Medical Policy Acceptance

Accelerator Highlighting Early Payer Movement

Case Study on removing barriers to APOE genetic testing

Figure 7. Coverage Case Study: Closing a 19-Month MAC Coverage Gap for APOE
Genetic Testing

July 2024
. Kisunla™ receives FDA approval
April 2022 The label suggests testing for APOE e4 February 2026
CMS finalized NCD 200.3 homozygotes should be initiated prior to NGS issues a Local Coverage
for anti-amyloids treatment to assess ARIA risk but... Decision Reference Article
19-Month Coverage Gap Starts APOE genetic testing now covered
July 2025
July 2023 N N i
) Kisunla™ updates dosing regimen, which
LEQEMBI® receives FDA reduces ARIA risk, specifically in APOE e4
approval homozygotes, but still no coverage

Source: Milken Institute (20246)

‘r% MILKEN
Eji', INSTITUTE

Figure 6. Medicare Administrative Contractors

-~

. - JL: Novitas
JE: Noridian J5: WPS
J15: CGS
’ IJM: Palmetto
. JH: Novitas l'.

Source: Milken Institute (2026) adapted from CMS (2023)

JJ: Palmetto

17



Concerns

! Lack of clarity on coverage and cost

¢ The National Coverage Decision (NCD) on anti-amyloids
does not include diagnostic method

® Most Medicare Advantage plans are “silent” on coverage
® Diagnostic and Pharma policies are developed in silos

e Policies and payments around cognitive assessment and
genetic testing also factor into the utilization of BBMs.

‘r% MILKEN
ﬁi', INSTITUTE

Payer Medical Policy Acceptance

Early Coverage

Humana Medicare
Advantage (5.8M covered
lives)™

BCBS Federal Employee
Program (5.5M covered
lives)®

Aetna Commercial (22M
covered lives)**

Elevance Commercial
(27.1M covered lives)*

UHC Community Plan
Medicaid (8.1M covered
lives)

BCBS Michigan
Commercial (4.5M
covered)*

PET

covered to confirm AD in
MCI/mild dementia

covered for MCl/mild
dementia due to AD for
anti-amyloid therapy

covered for MCl due to
AD considered for anti-
amyloid treatment

updated brain imaging
policy for AD anti-amyloid
therapy

required before
prescribing anti-amyloid
treatment

one-time evaluation to
differentiate between
frontotemporal dementia
and AD

CSF

covered when
considering anti-
amyloid therapy

covered when
considering anti-
amyloid therapy

covered for diagnosis
or management of AD

covered when
considering anti-
amyloid therapy

not mentioned

covered for diagnosis
and when considering
anti-amyloid therapy

BBM

not mentioned

investigational

experimental,
investigational, or
unproven

covered for FDA-
cleared tests or
measures of p-tau2l7

to triage the need for
CSF testing or PET
imaging

not mentioned

ratio of plau217
to AP42in plasma
when using an

FDA-approved test
for individuals with
suspected AD or MCI

18
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Health Equity and Access to Programs

. How confident are you that blood-based biomarkers (BBMs) will reach patients
QUEStIOI"I equitably—across race, geography, and income level—within the next three years?

Level 3 Uneven Progress | Large national labs enable broader reach, but referral
T'Dp Answer bottlenecks and low awareness in safety-net settings limit access for high-burden
populations.

y

Health Equity

and Access Level (1) Concentrated Access | BEMs will remain confined to academic medical
centers and affluent, urban populations. Structural barriers will prevent
equitable reach.

CD"Fems for patient Level (2) Emerging Gaps | Some community health systems will adopt BBMs,
Barriers equity, access, and but significant racial, rural, and economic disparities will persist without
protections targeted intervention.

Level (3) Uneven Progress | Large national labs enable broader reach, but
referral bottlenecks and low awareness in safety-net settings limit access for
Connecﬁng to high-burden populations.
promising programs

Accelerators

Level (4) Broad Access | Medicare, Medicaid, and commercial payers all
reimburse. Federally Qualified Health Centers (FQHCs) and rural PCPs are
ordering routinely with appropriate support tools in place.

o

Readiness Level 3

Ranking Uneven Progress Level (5) Equitable Standard | Disparities in BBM access are no worse than

standard blood tests. Proactive, culturally adapted outreach is embedded in 1
underserved care settings.




Key Considerations

Payers Policy Makers
Coordinate diagnostic and pharmaceutical policies so that Prioritize clinical society guidelines and best-practice
decisions are aligned (Dx and Tx covered) recommendations for non-specialty primary care

Ensure Medicare Advantage and commercial diagnostic
coverage is no more restrictive than the existing CMS anti-
amyloid treatment NCD

Develop dedicated brief cognitive assessment CPT codes
for primary care

For commercial insurers, recognize the age 55 indication and Recognize Mild Cognitive Impairment (MCI) in Medicare
specific vulnerable populations, including young-onset AD, early Advantage risk-adjustment to align incentives with early
MCI patients, and non-AD dementias detection

Use available claims and registry data to build the evidence base Pursue legislation for sensitive proteomic data, modeled on
for future coverage clarity GINA, to prevent discrimination on biomarker results

‘IE MILKEN
ﬁj' INSTITUTE
20



Help Design Our Round Table Exercises

Who do we need at the table? What do we need to solve for?

Impactful Endpoints

Aligning key stakeholders on best practices for generating

real-world evidence.

 How to design effective clinical utility studies?

 How to demonstrate biomarker results have value
unconnected to anti-amyloid treatment?

Results Implications

Develop best practices on sharing results

Advocate for the protection of patients who receive
positive results

..
i
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Isabelle Shinsato,... Priyanka Shah

Reuben, David B,

Milken Institute A,..
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Director, Alliance to Improve Dementia‘Care"| Milken Institute Health -
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