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Figure S1: Principal component analyses for individual comparisons including CTRL
vs. CPY, CPY + AA vs. CPY, CPY + AA vs. CIRL, PD + CPY vs. PD, PD + CPY + AA vs.
PD + CPY, and PD + CPY + AA vs. PD. Volcano plots for CPY + AA vs. CTRL and PD +
CPY + AA vs. PD.

Figure S2: (A) Reactome enrichment analysis for CPY vs. CTRL displaying significant
alteration in Rho GTPase signaling, cellular response to stress, aerobic
respiration/electron transport chain, and apoptotic pathways. (B) PTM Enrichment
showing that over 50% of the altered proteins were phosphoproteins, followed by
acetylation and methylation. (C) KEGG enrichment showing significant change in
proteins involved in various neurodegeneration pathways including amyotrophic
lateral sclerosis, Alzheimer’s disease, Huntington’s disease, prion disease, and
Parkinson’s disease. (D) Log2(fold change) of proteins involved in apoptosis showing
significant increase in Ywhaz, Ywhae, Ywhaq, Dynll, and Mapkl and a significant
decrease in Gsn, H1-4, H1-5, Diablol1.

Figure S3: (A) Biological processes enrichment showing altered processes following
further exposure of pre-diabetic rats to chlorpyrifos (PD + CPY vs. PD). Various
pathways related to neuronal function were found to be dysregulated, including
nervous system development, neuronal projection development, neuronal
development, and neurogenesis. (B) KEGG enrichment highlighting significant
alterations in IgSF CAM signaling and focal adhesion proteins. (C) Expression of
proteins involved in neuron development that were disrupted following exposure of
pre-diabetic rats to chlorpyrifos. (D) Majority of the altered proteins were found to be
attenuated following AA supplementation (PD + CPY + AA vs. PD).

Figure S4: Expression of proteins involved in neuronal function or development

pathways that were altered following exposure of pre-diabetic rats to chlorpyrifos.

Figure S5: Representative boxplots for peptides following similar trends in PRM and
DDA for non-diabetic cohort.

Figure S6: Representa-tive boxplots for peptides following similar trends in PRM and
DDA for the Pre-diabetic cohort.

Table S1: Expression of DEPs across all comparisons. Comparisons may be identified via

sheet names.



Table S2: Expression of common DEPs between pre-diabetes and chlorpyrifos exposure.

Table S3: Moderated t-statistic results using limma statistical analysis.
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A) Reactome Enrichment
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Supplementary Figure S3

A) Biological Processes: PD + CPY vs. PD
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