Population-Based Continuous Reference Curves for Plasma
p-tau-217, BD-Tau, and Novel Biomarker Ratios
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Background

Biomarkers to detect the pathological hallmarks of Alzheimer's disease (AD)
include:

* Amyloid-associated tau phosphorylation preceding neurofibrillary
tangle formation
Biomarker: Phosphorylated tau 217 (p-tau-217)

* Neuronal injury and neurodegeneration
Biomarker: Brain Derived Tau (BD-Tau)

* Amyloid Beta plaque formation
Biomarker: Amyloid Beta 42 (AB42)

This study aims to create valid reference curves for standardized interpretation of
p-tau-217, BD-Tau, and ratios for p-tau217/BD-Tau and p-tau-217/AB42.
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+ 2500 samples were analyzed from the Canadian Health Measures Survey
(CHMS) Biobank to create reference curves

* CHMS = National epidemiological study that gathers information on health
of Canadians ages 3 to 79 years old'

* Analysis performed on Quanterix Simoa HD-X analyzer using ALZpath p-tau-
217 Advantage Plus, BD-Tau Advantage Plus, and Neurology 4-plex E assays

» Continuous reference curves are created using generalized additive models
for location, scale, and shape (GAMLSS) to define age-specific percentiles?

Conclusions

 Significant age partitions were discovered for all markers
« Significant sex differences were observed for all markers except for the p-tau-
217/BD-Tau ratio

Age-specific reference curves will provide an important foundation for
interpreting plasma biomarkers of AD and support their integration
into future neurodegeneration research and clinical studies.
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in age bins from 20 to 39 years

Apparent divergence in older adults (p-tau-
217/AB42 ratio) may reflect increased variability at
older ages and should be further explored
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Figure 3. Sex specific continuous reference intervals for plasma p-tau-217 (A), BD-Tau (B), and p-tau-
217/ABA42 (C). Produced using n=2,050 CHMS participants and GAMLSS regression to determine
smoothed percentiles. Females are displayed with dashed lines (n=1,009) and males are displayed with
solid lines (n=1,041), the 5th, 50t, and 95t percentiles are displayed.
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