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Introduction Results
Misdiagnosis of Alzheimer's disease in both memory clinics and primary care often delays confir- SPEAR Assay Shows Superior Sensitivity and Specificity
matory testing and shortens critical treatment windows for anti-amyloid therapies. Plasma pTau . . . L o
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SPEAR UltraDetect pTau 217 Workflow and Performance Fig. 5. SPEAR assay (a.) and Eli Lilly MSD assay (b.) ROC analysis for the single 54| 2A42%) — . . 2O
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compatible with gPCR Interplate %CV Shows Consistency Across Both Groups
Fig. 2. The SPEAR assay workflow is lab-deployable, requiring standard lab equipment, and the wash-free
workflow is easily adapted to automation. 40 Table 4. SPEAR assay interplate sample %CV across two runs.
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Table 1. SPEAR UltraDetect pTau 217 Specifications ©  Amyloid PET+ PET- PET+  Total
MRD 4x (EDTA Plasma) 106- 30 © Amyloid PET- Average %CV /5% 3.7%  5.4%
Sensitivity Analytical Functional L 10° N % Sample CV <15% 91% 100% 96%
LLoD (fg/mL) 4.9 19.7 R % 20 et Fig. 7. SPEAR assay plot of
LLoQ (fg/mL) . Y 5o 107 a5 : ° 0 interplate %CVacrosstwo  sing a3 semi-automated workflow and separate
Assay Range (fg/ml) __20.0-160000 80.0-640000 s LLoQ @ O ® O different_days for GAP oo mnle aliquots measuring with 1 pL of diluted
Precision (n=6) Inter-assay Intra-assay o S o] 0 o ° cohort. The verfica ine —  mple volume, the SPEAR assay achieves an
Mean (Range) 4.4% (2.9-6.7%)  3.3% (1.5-10.0%) o 1: ¢ indicates SPEAR assay >9MP I Y
Matrix Effects (n=3)  Spike-in Recovery  Dilution Linearity 0SS S S S S S fLLoQ and the hoorlzontal |nterp ate preC|S|on0 across two runs across two
Mean (Range) 106% (92-126%) 87% (77-95%) Conc. (fg/mL) line indicates a 20% CV. different days of 5.4%.
Interference Similar Protein Interferant | | ' | | | 0 Across the GAP cohort, 96% of Samp|e5 have an
Tau,pT181,pT231 Hb, TG, CB.UB Fig. 3. Represezntatlye calibration curve fitted 64 16384 interplate CV below 15%.
Not Significant Not Significant ywth 4PL. 1/y> weighting. Analytical LLoQ oTau 217 (fg/mL)
indicated in orange.
Cohort Data Conclusions
Table 2. GAP Cohort Demographics
- Amyloid PET + Amyloid PET - The SPEAR assay demonstrated a 4.9—fo|d increase in pTau-217 levels in PET-pos.iti.ve cases, ngarly doubling Fhe 2.5-fold seen with the
Cognitive Status MCl AD Total MCI AD Total Eli Lilly MSD assay. The assay quantified all samples across the cohort and exhibited robust inter-day precision at 5.4% average CV.
Population (n) 33 24 57 34 10 44 Using a single cutoff, SPEAR achieved 91.2% sensitivity, 93.2% specificity, 94.6% PPV, and 89.1% NPV, with 92.1% overall accuracy.
Age When optimizing for 295% specificity and sensitivity, the number of points in the indeterminate range was reduced from 34% for the
Seaneé(]‘;))(SD) 71.8 (6.1) 75.1 (5.3) 73.2 (5.9) 72.9 (7.3) 73.5 (5.6) 73.0 (6.9) Eli Lilly MSD assay to 12% for the SPEAR assay.
RaCFeer;\e(lcl)/e) 16 (48%) 12 (50%) 28 (49%) 17 (50%) 5 (50%) 22 (50%) The SPEAR UltraDetect pTau 217 assay offers improved clinical differentiation of amyloid PET status with >90% accuracy using a single
, 0 o : : : SIT -
White 30 (91%) 22 (92%) 52 (91%) 28 (82%) 7 (70%) 35 (80%) cutoff. Its minimal sample requirement c.)f.1 uL dllutgd plasma, wash-freg seml-agtomated workflow, and gPCR compatibility make it
Ethnicity N (% a scalable, cost-effective test for determining amyloid pathology of Alzheimer's Disease.
y, n (%)
Hispanic/Latino 5 (15%) 5 (21%) 10 (18%) 4 (12%) 2 (20%) 6 (14%)
MMSE
Mean (SD) 26.5 (1.9) 22.4 (2.5) 24.8 (3.0) 27.5 (1.7) 24.8 (1.2) 26.9 (2.4) ACkn OWI Edge ment
APOE, n (%) :
E3/E4 22 (67%) 7 (29%) 29 (51%) 9 (26%) 1 (10%) 10 (23%) KZEDTA plasma samples and assougted data were Distributed By
E4/E4 3 (9%) 4 (17%) 7 (12%) 0 (0%) 1 (10%) 1 (2%) part of the Bio-Hermes StUdy prowded by Global

Centiloid Alzheimer's Platformm Foundation, Washington, DC, " . - ®
Mean (SD) 82.5(39.9) 96.8(37.5)  88.4(39.2) -5.0 (16.9) 5.4 (26.1) -2.9(19.3) USA. 5 /‘ SpearB IO bIGteChne

Missing Data 2 (6%) 2 (8%) 4 (7%) 0 (0%) 1(10%) 1 (2%)




