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What does this mean for the Alzheimer’s community?
• Implementation of plasma pTau217 as a simple, scalable blood-based test capable of both ruling in and 

ruling out amyloid pathology, with high performance across care settings, has the potential to revolutionise 
the Alzheimer’s disease (AD) diagnostic pathway. 

• Establishing the dual cutoffs for the Elecsys® Phospho-Tau (217P) Plasma immunoassay is a key step in the 
development of this assay as an in vitro diagnostic (IVD) tool.

Conclusions
• The Elecsys pTau217p assay demonstrated high discriminative accuracy for distinguishing amyloid-positive 

from amyloid-negative participants, meeting Global CEO Initiative (CEOi) on Alzheimer’s Disease 
recommendations.

• Upper and lower cutoffs of 0.378 and 0.223 pg/mL, respectively, were selected for classifying results into 
high, low and indeterminate likelihood of amyloid pathology, for validation in a separate study.

Methodology

Background
• Plasma tau phosphorylated at threonine 217 (pTau217) 

has consistently demonstrated high accuracy for 
identifying amyloid pathology and offers great 
potential as an accessible and minimally invasive tool 
to support the diagnosis or triage of individuals with 
suspected AD.1–3

• Aim: To evaluate the clinical performance of the 
Elecsys Phospho-Tau (217P) Plasma (pTau217p) assay 
(Roche Diagnostics International Ltd) as an IVD 
biomarker assay for detecting amyloid pathology across 
care settings.
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• The APPROACH cohort comprised diagnostically-
naive individuals from primary and secondary/tertiary 
care (SCD, MCI and MD), while the TB2 cohort was a 
clinical trial population (secondary/tertiary care) with 
more advanced disease (MCI and MD).

• Baseline characteristics are summarised in Figure 1.

The blue and orange circles indicate the performance at the final pTau217p assay lower and upper 
cutoffs, respectively. Cutoffs are validated in a separate study.

Figure 3. ROC-AUC analysis for pTau217p 
performance with respect to amyloid-PET VR 
status, stratified by care setting.

• Based on a 41.6% amyloid positivity prevalence 
by amyloid-PET VR in this cohort, the pTau217p assay 
had a (Figure 4):
– Negative predictive value (NPV) of 93.1% (sensitivity: 

92.7%) for results below the lower cutoff of 0.223 pg/mL 
– Positive predictive value (PPV) of 91.3% (specificity: 

94.8%) for results above the upper cutoff of 0.378 pg/mL.

• The pTau217p assay demonstrated high accuracy for 
discriminating amyloid pathology across care settings 
(Figures 2 and 3), with an AUC of 0.923 overall 
(Figure 3).

• Lower and upper cutoffs established for pTau217p 
classification were 0.223 pg/mL and 0.378 pg/mL, 
respectively, to achieve sensitivity/specificity ≥90% 
across care settings (Figure 3).

Figure 2. pTau217p distribution by amyloid-PET 
VR status, stratified by care setting.

Figure 4. Performance characteristics of the pTau217p assay cutoffs across care settings.

The blue and orange lines indicate the final lower and upper cutoffs for the pTau217p assay, 
respectively. Cutoffs are validated in a separate study.

Figure 1. Baseline characteristics (N=687*).

Median age 
72 years 

402 (58.5%) 
female 

544 (79.2%) White
531 (77.3%) non-Hispanic/Latino

Median MMSE 
score 27

267 (38.9%) 
APOE4 carriers

286 (41.6%) 
amyloid-PET VR positive†

194 (28.2%) recruited in settings reflective of primary care
493 (71.8%) recruited in settings reflective of secondary/tertiary care

APOE4, Apolipoprotein E4 gene; MMSE, Mini-Mental State Examination.
*687 individuals with valid plasma and amyloid-PET VR results were included in this analysis.
†Amyloid pathology status determined by majority vote derived from the ratings of six individual 
expert readers from two different vendors, with cerebrospinal fluid biomarker adjudication used in the 
event of a 3-3 tiebreaker. 

• Non-interventional, observational study
• Adults with subjective cognitive decline (SCD), 

mild cognitive impairment (MCI) or mild 
dementia (MD) under evaluation for AD or other 
causes of cognitive decline

• Samples from two cohorts (N=687): 
– Cutoff establishment arm of the APPROACH   

study (RD006263; n=487)
– Non-US screening subset from the 

TRAILBLAZER-ALZ 2 (TB2) study 
(NCT04437511; n=200)4

• Plasma pTau217 was measured using the 
pTau217p assay

• Discriminative ability of the pTau217p assay 
versus amyloid-positron emission tomography 
visual read (amyloid-PET VR) status assessed 
using receiver operating characteristic-area 
under the curve (ROC-AUC) analysis 

• Two cutoffs for classifying pTau217p results 
into low, high and indeterminate likelihood of 
amyloid pathology were derived to achieve a 
combination of sensitivity/specificity ≥90% 
across care settings, per Global CEOi 
recommendations for acceptable performance 
of blood-based biomarker tests for clinical use5

• Overall, 20.4% of results fell in the intermediate 
zone (Figure 4).

• High performance was maintained regardless of 
care setting (Figure 4):
– Primary care (amyloid prevalence 21.1%): PPV 

84.8% at upper cutoff; NPV 96.7% at lower cutoff
– Secondary/tertiary care (amyloid prevalence 49.7%):    

PPV 92.3% at upper cutoff; NPV 90.8% at   
lower cutoff.
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