Alzheimer's Disease Evaluation Profile

OVERVIEW

Alzheimer’s disease (AD) is a progressive neurodegenerative condition responsible
for 50%-60% of dementia cases." It is marked by cognitive decline and behavioral
changes. Early pathological indicators, such as the accumulation of B-Amyloid
plagues and Tau neurofibrillary tangles, can be identified decades before
symptoms emerge.? Advanced biomarkers now enable earlier and more precise
detection of these changes, improving the diagnosis and management of
Alzheimer’s disease.®

Cerebrospinal Fluid (CSF) biomarker testing provides a reliable alternative to
amyloid PET imaging, with approximately 90% concordance between the two
methods*. This testing enhances diagnostic accuracy and empowers clinicians to
make more informed decisions®. Early diagnosis allows patients and caregivers to
prepare for the future, access emerging therapies, and adopt lifestyle interventions
that may help preserve cognitive function.® By identifying the underlying cause of
symptoms early in the disease process, advanced biomarker testing offers patients
and their families reassurance while enabling better care and access to innovative
treatment options.”®

TEST DESCRIPTION

The Alzheimer’s Disease Evaluation Profile measures B-Amyloid 1-42 (Abeta4?2), Total Tau (tTau),
and Phospho Tau 181 (pTau-181) in CSF. These values are used to calculate the tTau/Abetad?2
and pTau-181/Abetad?2 ratios. The profile assists in differentiating Alzheimer’s disease from other
causes of cognitive decline, enables early detection in patients with mild cognitive impairment
(MCI), and facilitates the monitoring of disease progression or response to treatment.®0"

METHODOLOGY Electrochemiluminescence Immunoassay (ECLIA)

SPECIMEN REQUIREMENTS

Specimen Cerebrospinal Fluid (CSF)

Volume 2.5 mL

Container Sarstedt CSF Low Bind False Bottom

Collection 1. Perform the lumbar puncture (LP) using gravity drip collection method.
2. Do not use the first 2 mL of CSF for biomarker measurement.
3. Subsequently collect at least 2.5 mL of CSF directly into the CSF tube.
4.

Do not process the CSF sample before transport to the measuring site (e.g., no

mixing/inverting, no tube transfers, no aliquoting, no freezing, and normally no

centrifugation) until measurement.

Stability and Transport Samples should be shipped in low-bind polypropylene tubes. Transport at room
temperature (up to 5 days), refrigerated (up to 14 days), or frozen (-20°C) for long-term

storage (up to 8 weeks).

Causes for Rejection Hemolyzed CSF samples that are visibly colored red and samples received in any tube

other than the CSF tube 63.614.625 (Sarstedt) will be rejected.

TURNAROUND TIME Results are typically available within 10-14 days.
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INTERPRETATION

The Alzheimer’s Disease Evaluation Profile provides critical insights to support clinical evaluations. A negative result, defined as a
pTau181/Abetad?2 ratio value below the cutoff or a tTau/Abetad?2 value above the measuring range, is consistent with a negative
amyloid positron emission tomography (PET) scan result. This reduces the likelihood that a patient’s cognitive impairment is due to
Alzheimer’s disease (AD)."2

A positive result, defined as a pTau181/Abeta4?2 or tTau/Abeta4?2 ratio value above the cutoff, is consistent with a positive amyloid
PET scan result. However, a positive result does not establish a diagnosis of AD or any other cognitive disorder®4. A positive
pTau181/Abetad? ratio result in CSF does not establish a diagnosis of Alzheimer’s disease (AD) and should always be interpreted
in conjunction with clinical information.*

The pTau181/Abeta42 and tTau/Abeta4?2 ratio results are used as an adjunct to other clinical diagnostic evaluations, enhancing the
specificity and confidence of early diagnoses.*®

CLINICAL VALIDATION AND PERFORMANCE

The Elecsys pTau181/Abeta42 and tTau/Abeta4?2 ratios are clinically validated and FDA-approved for assessing amyloid pathology
in cerebrospinal fluid (CSF). These assays demonstrate high concordance with amyloid PET imaging, offering clinicians a reliable
alternative for detecting pathological changes associated with Alzheimer’s disease (AD).11,12,13

Clinically validated cutoffs for these ratios are as follows:

. Positive Negative Positive Percent Negative Percent Overall Percent
Ratio Cutoff (+) Cutoff (-) Agreement (PPA) Agreement (NPA) Agreement (OPA)
Elecsys pTau181/Abetad2 >0.023 <0.023 88.2% (84.4-91.2)  92.6% (89.1-95.1) 0.2% (87.7-92.3)
Elecsys tTau/Abeta42 > 0.028 <0.028 85% (80.9-88.4) 94% (90.7-96.2) 89.2% (86.5-91.3)

*The 95% confidence intervals (Cls) for these values were calculated using the Wilson score method for binomial proportions13.

EXAMPLE REPORTS

[[place reports here]]
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