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@ Abstract

Objectives: Increased Tau phosphorylation followed by the accumulation of Tau in cerebrospinal fluid (CSF) correlate with
neurological disorders, including Alzheimer’s Disease (AD). However, collection of CSF is invasive and inconvenient for use in
screening of the disease. Serum and plasma are less invasive alternatives to CSF, but Tau levels in blood cannot be detected by
standard immunoassay techniques. To address this, we have developed ultrasensitive assays for measuring total Tau and
phosphorylated versions of Tau.

@ Calibration Curve, Assay Range

Calibration curves for tTau, pTau(181) and pTau(231) are shown below, along with a table that includes Hill slopes, limits of
detection (LOD), lower limits of quantitation (LLOQ) and upper limits of quantitation (ULOQ).

The LLOD corresponds to a signal at 2.5 standard deviations above the background. LLOQ was assigned as the lowest
concentration measured with a CV of 20% or less and recovery within 80%-120%. Similarly, ULOQ was assigned as the highest
concentration with a CV of 20% or less and recovery within 80%-120%.

The calibrator is recombinant full-length Tau protein (Tau441); anti-Tau antibodies used in the assays recognize all 6 isoforms of

© Human Samples

Serum (n=27) and plasma (n=8-11) from healthy donors, serum from individuals with Alzheimer’s (n=20-38) and dementia (n=12-
17) and cerebral spinal fluid (CSF, n=12-13) were measured on the three tau assays.

Samples were tested neat for the pTau assays and diluted 2-fold for the tTau assay.

Total Tau and pTau(181) were quantifiable in 100% of the samples with some higher samples noted in the diseased groups; tTau is
more concentrated in CSF, as expected.

pTau(231) was below the LLOD in the majority of normal samples (undetectable samples are assigned the LLOD concentration in

O Spike Recovery

Serum, EDTA plasma and heparin plasma samples (n=4) were spiked with recombinant calibrator at three different concentrations
spanning the dynamic range of each assay.

Percent recovery was calculated by dividing the difference between the measured concentration in the spiked and non-spiked
samples by the expected spike concentration. (% Recovery= (Measured Spiked - Measured non-Spiked) / Spike).

Average spike recovery for the tTau assay was within 70%-130% in serum and EDTA plasma.

The pTau assays recovered within 70%-130% in serum and heparin plasma.
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