Discordance of plasma pTau-217 levels with amyloid PET and
CSF biomarkers in subjects with cognitive decline:
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Background

Detection of cerebral B-amyloid plaguss (ART) i essentisl for the disgnosis and therspeutic manzgement of
Alzheimer's disease (aD). Although amyloid FET and C5F biomarkers offer high disgnostic accwracy in early AD, their
invasivensss, cost and limited avsilability restrict widsspread implamentation. Plasma phosphorylsted teu at
E;r“mzn [pTau-217) has emergad as & promesing blood-based bomarker for AD.

Tor eveluate the diggnostic performance of pfasma pTaw-217 in comparizon with C5F biomarkers and amyloid PET

imaging in patients with cognitive impairment in routine clinical practice.

Maethods

SEWENDY-ONE pETIEnts [mean sge: 65.3 years, FWM=08/1) referred 1o our Memory Clinic for cognithve evaluation
were prospectively enrofled. AD dizgnosis was established through chnical assessment, supported by C5F biomarker
profiling and amyloid PET imaging. pTau-217 kevels were guantified wsing the LUNIPULSE® E1200 platform on K2-
EOTA plasma. & doubls-threshold model was employed to stratify patients into high-, intermediate- and low-risk
categories. The optimal cut-off valwe for pTau-217 wes defined betwesn 0.22 and 0.34, basad on litersture (1)

Rasults

pTaw-217 levels were below the lower cut-off value in 35 patients,
higher than the upper cutoff in 26 patients; 13% patients had an
intarmedizte level {Figure Z). Plasma pTauw-217 demonstrabed high
concordance with both PET and C5F findings. Agreement with
amyloid PET positivity was E7% and with C5F AR status was 55%.
bdezn bevel of pTau-217 in C5F +'- and amy-PET +/- are shown in
Figure 1 Mo corsfation was found between pTau-217 levets and
renal functicn {serum crestining and glomerular filration rate).
Wwithin the amyloid-positive group, there was & significant
comrsiation betwsen higher pTaw-217 levels and younger age (PET
4R patients, Spearman's rho = -0.5260, p = 0.0143; CSF-aAp°
patients, Spearman's o = -1. 7223, p=0.0001)

Eleven patients showed discordant pTauzl? with PET- or CSF-a8
findings; three patisnts wers pTau-217 negative and CSF positve, all
with CaA pathology. Eight patients were pTau-217/FETAR®, three of
wharm w2 disgnosed with cerebral amyioid angiopathy, sugsesting
the potential infiuence of non-parenchymal amyloid patholozy on
PET interpretation.

Conclusion

In this real-weorld cinical cohort, plasma pTaw-217 demonstrated
robust disgnostic performance snd substantizl sgreement with C3F
and PET biomarkers. These findings support its clinica! utility a5 3 non-
invasive, cost-effective, and scalable too] in the diagnostic work-up of
patients with cognitive impairment. Discordant cases highlizht the
complexity of AD diagnosis, AD-copathology and different dynamic of
amyloid concentrations in different compartments. 4 comprehensive
diagnostc framewark—coonsidering comorbid conditions and the
jpossible application of & duai-threshold for pTau-217 —may enhance
di3gnostic precision in challenging caszss.
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Fig.1: corrslation batween ptau217 levels and CSF Ab findings
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Fig-2: comelstion bstween ptau217 lavels and PET Ab findings
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Fig.5: distribution of p-tau 217 levels
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