First episode psychosis and schizophrenia are systemic neuro-immune disorders triggered by a biotic stimulus in individuals

with reduced immune regulation and neuroprotection.
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GO Cellular Component 2021
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Figure S1. Heatmap (top-10) of enriched GO cellular component terms accumulated in the differently expressed proteins in first
episode psychosis and schizophrenia.



Reactome 2016
Immune System Homo sapiens R-HSA-168256 *1.26e-37

Cytokine Signaling in Immune system Homo sapiens R-HSA-1280215 *1.38e-34
Signaling by Interleukins Homo sapiens R-HSA-449147 *1.23e-31

Signal Transduction Homo sapiens R-HSA-162582 *1.96e-31

Innate Immune System Homo sapiens R-HSA-168249 *5.85e-29

Interleukin-1 signaling Homo sapiens R-HSA-446652 *5.43e-25

Activated TLR4 signalling Homo sapiens R-HSA-166054 *1.47e-21
MyD88-independent TLR3/TLR4 cascade Homo sapiens R-HSA-166166 *6.e-21
Toll Like Receptor 3 (TLR3) Cascade Homo sapiens R-HSA-168164 *6.e-21

TRIF-mediated TLR3/TLR4 signaling Homo sapiens R-HSA-937061 *6.e-21
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Figure S2. Heatmap (top-10) of enriched Reactome terms over-represented in the differently expressed proteins in first episode
psychosis and schizophrenia.



Panther 2016
Interleukin signaling pathway Homo sapiens PO0036 *3.36e-35

CCKR signaling map ST Homo sapiens P06959 *2.79e-14

Toll receptor signaling pathway Homo sapiens PO0054 *1.09e-12
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Inflammation mediated by chemokine and cytokine signaling pathway Homo sapiens PO0031 *1.57e-08
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Figure S3. Heatmap (top-10) of enriched Panther Pathways that were over-represented in the differently expressed proteins in first
episode psychosis and schizophrenia.



WikiPathway 2021 Human
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Figure S4. Heatmap (top-10) of enriched WikiPathways that were over-represented in the differently expressed proteins in first
episode psychosis and schizophrenia.
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Figure S5. Protein-protein interaction network (built with OmicsNet and IntAct) of first episode psychosis and schizophrenia. The

top-3 transcriptional factors are shown as blue spots (SP1, NFkB1, and RELA). Proteins in green and bundles in pink.
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Figure S6. Protein-protein interaction network (built with inBio Discover) of differently expressed proteins in first episode psychosis
and schizophrenia. Shown are 4 top annotations that are over-represented in the gene list, namely: red color: immune system disease
(DOID:2914); blue color: inflammatory bowel disease (DOID:0050589); green color: intestinal disease (DOID:5295); yellow color:

autoimmune disease (DOID:417)
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Figure S7. Differently expressed proteins in the extended protein-protein interaction network that accumulated in intestinal disease

(DOID:5295).
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Figure S8. GO functional enrichment analysis of all differently expressed proteins in first episode psychosis and schizophrenia
using R package ClusterProfiler. Only annotated GO term leaves are shown in this figure. The x-axis shows the gene ratio and the y-
axis the annotated GO biological terms. The size of the dots is proportional to the gene number; p-values of all GO terms are colored as

indicated in the figure.



