Cerebrospinal fluid proteomic profiling in frontotemporal lobar
degeneration, Alzheimer’s disease and Lewy body disease
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proteome in an autopsy cohort from University of
Pennsylvania, and included individuals with
frontotemporal lobar degeneration (FTLD) due to tau
pathology (including non-autopsied participants with
progressive supranuclear palsy and MAPT mutation
carriers [MC]), FTLD due to TDP-43 pathology (including
GRN and C9orfr2 MC), Alzheimer’s disease (AD,

Beta (log2 abundance difference) Beta (log2 abundance difference) Beta (log2 abundance difference) Beta (log2 abundance difference)

« To identify biological pathways underlying these changes, WGCNA
revealed 21 biologically annotated protein modules (mean [SD] size:
71 [55] proteins; Fig. 3). An Intermediate filament/Glia module was
increased across all pathologies (Fig. 3A), with the strongest
elevation in FTLD, particularly FTLD-TDP, suggesting a coordinated
release of neurofilament and glial-associated proteins. In contrast, a
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Figure 1. This figure displays the top 25 disease associated proteins (DAPs, lowest Prpg, all<0.05) from linear models and 3 (covariate-adjusted log, abundance
difference; 95% CIl) compared with controls. Note varying range of x-axis. 8 DAPs were found for Lewy body disease.
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mass spectrometer. Intensities were normalized between
batches (pool sample) and within samples (median), and
log,-transformed.
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point to a synaptic and extracellular matrix phenotype in FTLD,
particularly in FTLD-tau.

Figure 2. This figure displays the association () between disease associated proteins (DAPs; Prpr<0.05) and each pathology adjusted for the other pathologies,
age, and sex using linear regression models in individuals that underwent autopsy (n=131).

« All group comparisons or associations were performed
using linear models (controlling age and sex). When
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« Biological functions of each module were assessed using  PSENT 1(4.0%) 1(100%) 0 0 0 NA

Gene Ontology (GO) enrichment analysis in gprofiler. TARDBP 1(4.0%) 0 0 0 1(5.6%) NA Figgre 3. This figure show§ a gomparison of the weighteq gelne co-expression netvyork analysis (WGCi\lA) eigenprotein value across groups. The eigenprotein was

Significantly enriched GO terms (FDR<O 05) were derived from PC1 of proteins in each module. Hub proteins in each module are displayed in boxes. *Pgpr<0.05, **Prpr<0.01, ****P;2<0.0001 vs. controls.

. . . . . ' CSFpositive 69 (35%) 57 (85%) 4 (18%) 2 (5.9%) 6 (19%) NA
summarized into representative biological processes that
were used to annotate protein modules. Pathology '
P LATE 3(26%) 24 (41%) 7 (32%) 2 (8.0%) 0 Conclusions
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* These findings support biomarker development to improve patient stratification and targeted therapies.
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