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Conclusions

- pT181p immunoassay measurements were stable and robust with respect to different sample handling
procedures and storage conditions.

What does this mean for the Alzheimer’s community?

* Implementing a blood-based biomarker (BBBM) test to enable early rule out of Alzheimer’s disease (AD)-
associated amyloid-beta (Ap) pathology can streamline the AD diagnostic pathway and potentially offer

earlier diagnosis for adults presenting with cognitive decline. » These data support implementation of the assay into routine, non-specialist healthcare settings to facilitate

These results highlight the importance of adhering to assay protocol, to prevent sample contamination practical blood-based testing to rule out AD-related A pathology.

and unmeasurable or misleading results and maintain diagnostic confidence within primary care.

Results cont.
Figure 3. Scatter plot of plasma pTau181 stability
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Figure 1. Scatter plot of plasma pTau181 stability

Results
Optimisation of study design

Background

« Plasma tau phosphorylated at threonine 181 (pTau181) is a key
BBBM that robustly mirrors the development of AR pathology

in AD."

Out-of-specification results observed in samples from
14 participants and subsequent optimisation, indicated that
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one freeze/thaw cycle (Table 1).
different tubes for plasma preparation, 60 mL total blood;

Table 1. Sample stability: summary of maximum storage

The solid blue line represents the fitted linear regression model, the dashed blue lines indicate the confidence
limit, the solid green line represents the target value, solid orange lines indicate the acceptance criterion
(100+£10%), and the orange asterisks indicate the maximum storage duration. Max, maximum.

The solid blue line represents the fitted linear regression model, the dashed blue lines indicate the confidence limit,
the solid green line represents the target value, solid orange lines indicate the acceptance criterion (100£10%), and
the orange asterisks indicate the maximum storage duration.

20 mL/plasma type:
— lithium-heparin (Li-Heparin) - 2 x 10 mL
— dipotassium ethylenediaminetetraacetic acid (K2-EDTA) - 2 x 10 mL
— tripotassium ethylenediaminetetraacetic acid (K3-EDTA) - 5 x 4 mL

conditions tested using pT181p*.

Matrix Storage | Intercept (% Slope (%/unit I Criterion
type cc) | PE | SE | PE | SE |PY™ | (%) [Actual|Claimed| Unit |
25

Li-Heparin

99.1 0.375 -0.00374 0.00923 0.6868 100+10 72.0 65.0 hours

Figure 2. Scatter plot of plasma pTau181 stability
regression in K2-EDTA tubes stored at (A) 25°C, (B) 4°C,
(C) —20°C and (D) —80°C.

Linear regression

* No instabilities were observed and linear regression acceptance
criteria were met.
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initial out-of-specification results were due to sample instability
or a sample handling issue.

*Maximum storage conditions based on linear regression estimates of recovery over time for three matrix types
under four storage conditions. Data are based on n=10 plasma samples per matrix type.
PE, point estimate; SE, standard error.
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supporting its feasibility for use in frontline healthcare settings.
* |n addition to the stability of plasma pTau181 for implementing

Linear regression modellin 3 : ° ; . . . " o
« Pre-analytical handling procedures were modified to prevent J | g | 00- 9 the BBBM test in frontline care settings, the stability at —80°C
contamination during post-centrifugation plasma transfer. » Scatter plots of linear regression modelling based on plasma ] for 16 weeks has implications in clinical trial settings.
pTau181 recoveries across storage conditions for the Li-Heparin, 0 3 6 5 12 13 0 4 5 12 6 18

Previous samples were excluded, and blood draws from different
individuals were used for the main evaluation of plasma pTau181
sample stability.
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