Unbiased

Plasma Proteomic Landscape of Alzheimer's Disease:
An 1800-Sample Cohort Study

Khatereh Motamedchaboki', Benjamin Lacar’, Amir Alavi’, Guhan R Venkataraman', Harendra Guturu’, Daniel Hornburg', Matthijs de Geus?, Sudeshna Das?, Pia Kivisakk?,
Serafim Batzoglou?, Steven E. Arnold? and Asim Siddiqui™*

Large-scale

Deep and unbiased plasma proteomics for a large AD cohort Disease classification and biomarker characterization of cognitive disorder cohort
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(Seer Inc.) and liquid-chromatography mass-spectrometry analysis. Here, we report an extended | J2+" — avsrocaosoid e auc = 081 + 0.06) Model selection and tuning using a structured Automated ML | CaA
0.0 _ Chance pipeline (with Bayesian Optimization) Protein 12

study of 1800 samples and longitudinal samples from the same individual. We plan to investigate T oh 02 o6 o8 10 Y~

a variety of aspects related to Alzheimer's disease including a) a better classifier for False Positive Rate feature importance
neurocognitive disorders of aging including Alzheimer's disease, frontotemporal dementias, Lewy - o | Top classification features include known dementia
body disorders and healthy Cognitive aging; and b) Identifying potential biomarkers and Model reveals distinct differences between normal and dementia patients with good performance. biomarkers and potentially novel insights/biomarkers

pathophysiological pathways associated with heterogeneity in Alzheimer's disease including, age

of onset and rate of progression.
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Can|usion @ AutoML framework generates a classification curve of dementia vs controls with an AUC-ROC 0.81.

@ Enrichment analysis of top features reveal known pathways.
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