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@ Abstract © Multi-Operator Training

Objective: To conduct an external validation of MSD’s Human AB42 and Human Total Tau Kits by independent testing sites, including academic
institutions, biopharmaceutical institutions, and CROs.

Background: The MSD® Human AB42 and Human Total Tau Kits have been validated internally for the detection of their respective analytes in human
cerebrospinal fluid (CSF) using fit-for-purpose criteria. Here we extend the validation of both kits to 8 independent testing sites to assess their functional

© Comparison of Intra-Site Variation

The intra-site sample %CV values are plotted below for calibrators 1-5, QCs, and CSF samples. Intra-site %CVs for calibrators and QC samples were
generally less than 5% and 10%, respectively. For ApB42, the intra-site variation for CSF samples was generally <20%. Some samples showed higher
variability than others. A marked difference was observed for the tau assay as the intra-site variation for the CSF samples was typically <10%. Site 8 was
excluded from the tau assay analysis due to several controls that did not meet specification.

In addition to the 8 sites that participated in the multi-site sample testing, a total of 15 sites and 25 operators were trained on each assay. Data is shown
for all 15 sites (25 operators), representing a total of 146 replicates for each control. The horizontal dashed bars indicate £ 25% recovery of each control.
The inter-operator %CVs for QC samples 1-3, respectively, were: AB42 = 8.7, 8.8, and 9.6%; tau = 7.3, 7.1, and 8.0%.

performance and intra- and inter-center variability.

Human AB42 Controls

Human Total Tau Controls

Design/Methods: All testing sites were trained by an MSD field application scientist (FAS) prior to conducting the validation experiments. Each site tested 200 ———— 2000 Human Abeta 42 Assay Human Total Tau Assay
standard curves, quality controls (QC), and 10-12 blinded CSF samples in 4 discrete runs per assay over 3 days. Matrix tolerance was evaluated by : " e [ S TR = Control 1 40 — 40
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issues may contribute to the increased inter-site variability observed for CSF samples compared to QC samples. % 6007, _..__'.._..'__' L % e L = Site 1_ . Site3 _ = s
Conclusions: Biomarker levels measured in CSF samples correlate across all testing sites with inter-site %CV values ranging from 17.1 to 33.8% for AB42 = £ T a1 T I . A K
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® The Human AB42 and Human Total Tau Kits have been internally validated by MSD. Data from the multi-lot validation can be found in each kit's & O ¥ T a® S o® G o® T e® S a® G o® O

product insert located at; www.mesoscale.com/CatalogSystem\Web/WebRoot/products/assays/alzheimers.aspx.

@ Intra-Run %CVs: Human AB42 Kit

Each site collected data for 4 runs of CSF samples (solid squares) and at least 7 runs of QC samples (open squares). For AB42, the intra-run

© Comparison of Site-to-Site Variations

AB42 MSD MULTI-SPOT® g concentration %CVs were typically <10% for both the CSF and QC samples. _ _ _ , ,
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3.0, 3.3, 3.7%. Error bars = 1SD.

Human AB42 Kit Dilution linearity was measured for 10 CSF sample pools on each assay at each site. Each sample was diluted 2-fold, 4-fold, 8-fold, 16-fold, and 32-fold.

The percent recovery at each dilution was normalized to the recommended dilution for the respective assay. Representative results are shown below for

@ Intra-Run %CVs: Human Total Tau Assay

Human Total Tau Kit
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" Sitel " Sitel Each site collected data for 4 runs of CSF (solid squares) and at least 7 runs of QC samples (open squares). For total tau, the intra-run concentration %CVs CSF sample 081512-002. All sites demonstrated comparable dilution linearity profiles for both assays. For the tau assay, analyte levels measured beyond
10000004 " St€? 1000004 i:ii were typically <10% for both the CSF and QC samples. the 8-fold dilution were BLQ and, therefore, were omitted from analysis.
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