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KEY T AKE AW AYS « ITwo-stage screening with Cognivue Clarity and LucentAD Complete classifies individuals into those likely to have Alzheimer’s disease vs those who do not.
Cost effective approach limiting need for amyloid PET, enriching sample selection in low prevalence screening settings.

INTRODUCTION COGNIVUE CLARITY® LucentAD Complete

For patients living with Alzheimer’'s disease and Mild Cognitive
Impairment due to AD (MCI-AD), there can be a long delay in getting a
correct diagnosis. This may reduce the window for treatment with
amyloid-lowering therapies and missed opportunities for enrollment into
clinical trials. The advent of sensitive computerized cognitive tests such
as Cognivue Clarity and blood-based biomarkers of AD pathology such
as LucentAD Complete offer unique opportunities to hasten screening
and identification of patients with early-stage AD outside of specialty
centers and expensive and invasive biomarkers. For individuals with
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Foundation, investigated the relationship between emerging blood-based
and digital biomarkers and the presence of amyloid measured by PET
scan. To increase the likelihood of screening for early-stage AD, we
combined the Cognivue Clarity with LucentAD Complete in a two-stage

RESULTS

screening approach to (a) identify individuals with early-stage AD, (b) Implementation of the 2-Stage Screening with the Bio-Hermes Sample
differentiate AD from non-AD processes, and (c) screen for pAD among We tested the 2-stage screening paradigm to mimic how individuals might be evaluated in clinical practice. First, using screening cognition with Cognivue Clarity, the sample was divided into impaired (60%)
cognitive normal controls. and non-impaired individuals (40%). LucentAD Complete was then used to classify individuals as low, intermediate, or high probability of amyloid pathology. Five classifications were derived matching 85% of
BioHermes clinicopathological groups: True Controls (Cognitive Normal, Amyloid Negative), pAD (Cognitively Normal, Amyloid Positive), early-stage AD (Cognitive Impaired, Amyloid Positive), non-AD process
METHODS (Cognitive Impaired, Amyloid Negative) and a small indeterminant group (15%) with mismatches between cognitive performance and amyloid status that would benefit from a confirmatory PET scan.
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The clinical diagnosis was combined with amyloid status to develop
clinicopathologic groups consisting of 297 True Controls, 91 pAD, 111
MCI-AD, 171 MCI due to a process other than AD (MCI-non-AD), 130
dementia due to AD, and 87 dementia due to a process other than AD
(non-AD). Statistical analyses were conducted using IBM SPSS v29.

Independent sample t-tests or one-way ANOVA with Tukey-Kramer post-
hoc tests were used for continuous data, and Chi-square analyses were
used for categorical data.
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Table 1: Sample Characteristics by Amyloid Status (N=887)

Negative Positive p-value Centiloid Level 7.5(28.1) 23.2(75.2) 75.2(46.6) -0.14 (15.0) 19.8 (28.4) 7.3 (50.0)
Clinical Variables Diagnosis Non-AD  Uncertain AD Control Uncertain Preclinical AD
Age, y 70.5 (6.6) 74.2 (6.1) <0.001
Education, y 15.5 (2.5) 15.4 (3.0) 0.733
Sex, % Female 58.9 53.0 0.077 PET PET
Race, % NHW /6.5 79.6 0.594
MMSE 27 4 (2.3) 25.7 (3.3) <0.001 Improvement of Classifying Diagnostic Groups with 2-stage Screening
FAQ 6 (4.6) 5.9 (6.1) <0.001 Using this strategy, we were able to identify individuals with AD dementia as distinct from individuals that had a non-AD dementia or mixed dementia process. Further, we were able to discriminate
RAVLT Total 41 9 (14.5) 36.9 (13.7) <0.001 True Controls from individuals that had Preclinical AD. This scheme provides an efficient way to determine individuals for treatment protocols with amyloid-targeting therapies or for enrollment into
. . ' ' ' clinical trials and limits the potential number of amyloid PET scans. This scheme also provides a unique opportunity to identify individuals highly likely to have Preclinical AD for enrollment into
Cognivue Clarity 67.3 (15.3) °8.1 (17.4) <0.001 prevention trials. The 2-stage approach can enrich a sample for amyloid prevalence, overcoming potential issues with poor positive predictive values in low prevalence screening settings.

LucentAD Complete 0.36 (0.20) 0.78 (0.26) <0.001

% Controls 52.4 26.9 <0.001
o’ e 05 0 CONCLUSIONS REFERENCES

% Probable AD 16.8 41 .1 « With many AD prevention and treatment trials on-going, screening for individuals with cognitive impairment and amyloid is an expensive « Galvin JE, et al. Neurol Ther 14:865-880, 2025
Plasma and Imaging Biomarkers and labor-intensive proposition since neuropsychological testing alone cannot detect amyloid, and PET scans or CSF and Blood-based « @Galvin JE et al. J Alzheimers Dis 104:83-94, 2025
_ biomarkers cannot characterize cognitive performance. « Galvin JE et al. Sci Rep 14:24519, 2024
ApoE4 carrier, % 22.3 62.2 <0.001 « We tested a rapid screening paradigm for MCI-AD and AD combining Cognivue Clarity with a blood-based biomarker (LucentAD Complete). . Galvin JE et al. J Alzheimers Dis 100:502-523, 2024
AB42/40 0.101 (0.009) 0.091 (0.008) <0.001 « Cognivue Clarity, a 10-minute computerized battery, can detect individuals with cognitive impairment and with the CARM can identify « Wilson D et al. MedRxiv 03.31.25324984: 2025
APS 17.4 (20.7) 57.1 (28.5)  <0.001 Individuals likely to have amyloid positivity. | 3 | | « Mohs RC et al. Alzheimers Dement 14:1565-1571, 2018
« Using the staged screening approach (Cognivue Clarity + LucentAD Complete), we classified 85% of the BioHermes sample into (a) True
pTau217 0.19 (0.11) 0.38 (0.23) <0.001 Controls who could be assured and reassessed at a later date, (b) non-AD processes that would direct towards a different work-up, or (c) CONTACT
pTau181 17.2 (9.2) 26.4 (15.6) <0.001 early-stage AD and pAD that could be entered into a treatment protocol or enrolled in a clinical trial. We are testing this hypothesis is a

] follow-up study in a population-based sample.
Amyloid PET SUVR 0.96 (0.07) 1.39 (0.21) <0.001 « Only 15% of the sample would need a confirmatory amyloid PET scan.

Centiloid Level -1.10 (12.6) /8.6 (38.4) <0.001 - Employment of a 2-stage screening strategy (Cognivue Clarity + LucentAD Complete) could increase the likelihood of identifying early AD
Mean (SD) or % for treatment or trial enroliment, avoiding the cost of expensive PET scans in a time- and cost-effective fashion.
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