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INTRODUCTION
● Plasma tau/p-tau species have been 

established as fluid markers for 
Alzheimer's disease (AD), with p-tau217 
being the golden standard due to its high 
sensitivity.
○ Others include p-tau181 and p-

tau231.
● Circulating tau in the blood is subject to 

peripheral contamination.
○ Heart, pancreas, and kidney release 

p-tau species.
○ Comorbid conditions (e.g., diabetes) 

increase circulating tau/p-tau.
○ Increase false positives and 

complicate diagnosis and treatment 
eligibility determination.

● BD-tau/BD-p-tau assays have emerged to 
measure CNS-specific tau/p-tau, which 
lacks exon 4a in peripheral tau, and 
demonstrated

● BD-tau/BD-p-tau species show promise 
with better diagnostic performance than 
their respective total counterparts because 
they are resistant to peripheral 
contamination.

● Recent biomarker tests are incorporating 
BD-tau/BD-p-tau into new multiplex 
assays, (e.g. the NULISAseq CNS 120).

METHODS AND PARTICIPANTS
● Biomarker measurements were obtained 

using the NULISAseq CNS 120 Panel.
● Diagnostic parameter point estimates and 

95% CI's were obtained using bootstrap 
logistic regression with 1000 iterations.
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RESULTS

Figure 1. Differences in diagnostic parameters between BD-tau/p-tau and total 
tau/p-tau at distinguishing AD dementia patients from cognitively unimpaired 
individuals.

Figure 2. Comparison of effect sizes 
between BD-tau/p-tau vs total p-tau/tau 
at distinguishing AD dementia patients 
from cognitively unimpaired individuals.

● Superior performance 
of BD-p-tau compared 
to total p-tau at 
distinguishing AD-
dementia from normal 
controls

● Higher AUC,  effect 
size, specificity, and 
accuracy across all 
isoforms.

● Sensitivity of BD-p-tau 
isoforms show an 
increasing trend, with 
significance only 
present with p-tau181.

Figure 3. Differences in diagnostic parameters between BD-tau/p-tau and total tau/p-tau at distinguishing AD-
dementia from non-AD dementia.

● BD-p-tau  isoforms 
demonstrate a better 
discriminative accuracy 
between dementia caused by 
AD and other pathologies.

● Significantly higher AUC, 
effect size, and specificity 
across all isoforms.

● p-tau181's accuracy 
significantly improved with 
BD measurement.

Figure 4. AUC of BD-tau/p-tau vs total tau/p-
tau in discriminating Aß+ AD patients from 
Aß- controls.

In a subcohort 
with confirmed Aß-
PET status, BD-p-
tau217 was 
significantly more 
able to distinguish 
Aß+ AD patients 
than Aß- controls, 
suggesting an 
improved 
surrogate marker 
for Aß status. Figure 5. Distributions of BD-p-tau217 and total p-tau217 by 

cognitive status obtained via clinical diagnosis.

All BD-p-tau and total p-
tau isoforms follow 
the same patterns, 
with highest 
measurements seen in 
AD patients, followed 
by patients with MCI, 
then non-AD dementia 
patients, then 
cognitively normal 
individuals, as 
measured by clinical 
status.

CONCLUSIONS
● Brain-derived p-tau measurements deliver superior discriminative performance to 

distinguish Alzheimer's dementia from non-AD dementia and cognitive unimpairment.
● BD-p-tau217 emerges as a marker with confirmed improvement in performance over its 

total counterpart, corroborated by Aß-PET data.
● More analyses with comorbid conditions and their treatments are needed to evaluate the 

true advantage of  measuring BD-p-tau isoforms over conventional p-tau measurements.
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