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(LW" ceemete What Is a Biomarker?

A biomarker is a measurable sign of what's happening inside your body

é

Blood Pressure Blood Test

measured with a cuff cholesterol, kidney function changes inside the brain

Biomarkers shift diagnosis from describing symptoms to understanding what's
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Alpha-synuclein

Misfolded & clumped

What Is a Lewy Body Made
From?

Lewy body in a brain cell
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( ewpocsoemers From Symptoms to Biology:

1906

Alois Alzheimer describes
plaques and tangles at
autopsy

The AD Story

1990s

First AD drugs approved,
treat symptoms rather
than the underlying

2004

Development of amyloid
PET scans [amyloid now
detectible during life,

2021-2024

First drugs approved that
target the underlying
brain changes in AD [anti-

disease process

trials]

begins being used in

amyloid antibodies]

AN

1984

Beta amyloid identified as
primary component of
plaques [but no way to
see in a living person]

2000s

Trials targeting amyloid
fail [diagnosis based on
symptoms];

Discovery that up to 1/3
of volunteers in AD trials
do not have brain
amyloid

1 7

2012-2020s

Blood-based biomarkers
developed




8/12/2026

e The LBD Biomarker Story

N A
1912 2019 Now | o
Friedrich Lewy Syn-One skin biopsy Both tests being used
describes deposits launched [able to tell in trials now [learning
bearing his name during life who has from the AD
Lewy bodies] experience]
@ @ @ @ ®
Alpha-synuclein SAAmplify CSF test
identified as primary launched [second
component of Lewy way to test for Lewy
bodies [but no way to bodies during life]

see in a living person]

TABLE 1 Categorization of fluid analyte and imaging biomarkers.

Biomarker category CSF or plasma analytes Imaging
Lewy Dementia Core Biomarkers

ASSOCIATION

Core 1

A (A8 proteinopathy) AB42 Amyloid PET
T;:(phosphorylated and p-tau217, p-tau181,

secreted AD tau) p-tau231

Core 2

T, (AD tau MTBR-tau243, other Tau PET
proteinopathy) phosphorylated tau

forms (e.g., p-tau205),
non-phosphorylated
mid-region tau
fragments®

Biomarkers of non-specific processes involved in AD pathophysiology

N (injury, dysfunction, INfL Anatomic MRI,
or degeneration of FDG PET
neuropil)

I (inflammation) GFAP

Astrocytic activation
Biomarkers of non-AD copathology

V vascular brain injury Infarction on MRI
or CT, WMH

S a-synuclein aSyn-SAA?
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X Diagnosis and management of dementia
LewyBodyDementia with Lewy bodies
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Fourth consensus report of the DLB Consortium
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emzeacemeis  AD and LBD Overlap More Than We
Thought

5-30% ~50% Significant

overlap

of people diagnosed of people diagnosed o ]
with Alzheimer's disease with dementia with Lewy bodies Both directions confirmed

also show alpha-synuclein Also found to have amyloid
pathology in living studies deposits at autopsy

SHIMMER, ADNI, AD trials Autopsy studies

These diseases are not as separate as we once thought — and that has direct implications for treatment.
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2025: agents in clinical trials for DLB

Mechanism of Action (color)
I Amyloid

3 ApoE, Lipids and Lipoprotein Receptors

@ Epigenetic Regulators

M Growth Factors and Hormones
O Inflammation

[ Metabolism and Bioenergetics
= Neurogenesis

@ Transmitter Receptors

M Oxidative Stress

[ Proteostasis/Proteinopathies/Alpha-synuclein

[ Synaptic Plasticity/Neuroprotection
M Tau

I Vasculatrure

m Other

[ Gut-Brain Axis

[ Circadian Rhythm

Status (shape)

Active: recruiting, active/not yet recruiting

@ Completed

A Other: not yet recruiting, not recruiting,
withdrawn, pending, terminated, unknown
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PHASE 1

PHASE 2
©Blarcamesine

e Nilotinib A Zonisamide

A\ Vodobatinib O Buntanetap.
#A A Ambroxol

ATerazosin

Q0O Neflamapimod
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#LVT OCT1812

- O Buntanetap

A Nicergoline

OZonisamide

O Pirepemat
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4 Memantine
4 Rivastigmine/
Memantine

® Zonisamide

o Yokukansan /{

¥ Ondansetron

Sleep disturbances

and

RBD

10 active trials
13 recently
completed trials
8 other

Abdelnour et al, in preparation
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RewinD-LB Trial Results

mPlacebo

(i cuvan | — arapgm | cszoom | moom | atpwme |
32 28 24 21

Number of
Participants

NFMD-Placebo
Difference

P-value NFMD vs.
Placebo

-0.08 -0.55

p=0.9 p=0.044

DP BatchB

-0.71

p=0.034
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Phase 3
Population

Worse
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CT1812

Showed 86% Impact on Neuropsychiatric Measures

NPI captures a variety of patient disturbances, including hallucinations, anxiety, and delusions

7

NPI: Neuropsychiatric inventory

NPI Total Score (A-L) | NPI Favors Treatment with CT1812
LS Mean (SE) Difference from Placebo (95% Cl)
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£ 20 o Anxiety

§ 1 Delusions &

£ 000 -- Hallucinations —

E,’ Agitation/Aggression ————

§ 20 Depression — T

E —4+—CT1812 100 mg (n=44) Steep Befiavior _— .

@ 4.0 —m—CT1812300 mg (n=44) pr— R S

§ ~0=Placebo (n=42) P I —

@ Irritability

> 6.0

2 Disinhibition T

- Aberrant Motor Beha T &
) Week 4 Week 14 Week 26 Elation/Euphoria ——

P-values Apathy 1 * |
100mgvpbo 0642 0.361 0.097 2.0 10 o 1.0 20 3.0
300mgvpbo 0918 0.326 0.093 — p—
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The ILLUMERA Trial for Lewy Body Dementia
Psychosis (LBDP)

* Do you have LBD?

* Have you experienced
hallucinations and/or delusions for
at least two months?

—H—
ILLUMERA

* Are you between 55 and 847

 Learn more about the ILLUMERA
trial at ILLUMERASstudy.com
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The TRAILBLAZER-ALZ 7 Study
for Lewy Body Dementia

* Do you have Parkinson's disease OR at least one core
clinical feature of dementia with Lewy bodies?

* Do you have symptoms of early cognitive decline?
* Are you between 55 and 857
» Learn more at clinicaltrials.gov | Search NCT07589595
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LEWY TRIAL
TRACKER

Sign up for the Lewy Trial Tracker and receive a quarterly
e-newsletter with information on current clinical trials and
other research studies related to LBD that need
participants.

Who should sign up?
Individuals within the United States living with Lewy and
their care partners.

Select Lewy Trial Tracker under Research at Ibda.org to enroll.
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Ways to Give

Fundraising Events
Support LBDA Shop LBDA

Honor Your Loved One

Volunteer

Leave an LBDA Legacy of Hope

Including the Lewy Body Dementia Assaciation (LBDA) in your estate plans is one of the most impactful ways you can support individuals and families
facing the of Lewy body di ia. A planned gift allows you to make a lasting difference by advancing research, improving diagnosis and
care, and ensuring no one walks this journey alone.
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