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[bookmark: OLE_LINK83]Figure S1. RNA-seq of peripherical blood of healthy individuals and patients with schizophrenia
[bookmark: _Hlk228257368][bookmark: OLE_LINK84]a. The number of DEGs between healthy individuals and patients with schizophrenia (NC vs SCZ, selection criteria of DEGs: |Fold Change|≥1.5 and P value < 0.01) b. Volcano map of differential expression between NC vs SCZ c. Hierarchical cluster analysis heat map of DEGs d. Classification and annotation of environmental information pathways based on DEGs comparison between NC and SCZ in the KEGG database e. Interaction network of MAPK pathway-related gene homologues proteins and related proteins


[image: ]

[bookmark: OLE_LINK85]Figure S2. The results of HT22 pre-experiment and other data of mouse behavioral tests
[bookmark: OLE_LINK76]a. Timeline of HT22 cells exposed to ketamine, SB203580, PD98059 and SP600125 treatments. b-c. Protein levels of p-JNK, JNK, p-ERK, ERK, p-P38, P38, p-H3 (Ser10) and Histone H3 of HT22 cells for saline, ketamine, SB203580, PD98059 and SP600125 groups (n = 4). Western blot data were normalized to the NC group, and statistical comparisons were performed using one‑sample t‑test against the theoretical normalized value of 1. d. Center zone moving duration percents and center zone moving distance percents in the open field tests of the mice for NC, KET, SP600125+KET and SP600125 groups e. Resting time in forced swim tests of the mice for NC, KET, SP600125+KET and SP600125 groups. f. Center zone moving distance percents of the mice for the NC, KET, cKO-NC and cKO-KET groups. Statistical analyses of the open field test data were performed using repeated-measures two-way ANOVA, while the Barnes maze and forced swim test data were analyzed using two-way ANOVA, both followed by Šídák's multiple comparisons test. Data were presented as the mean ± standard deviation. The significance of differences compared to the NC group data was indicated by the symbol "*" (*p < 0.05, **p < 0.01, ***p < 0.001) and the significance of differences compared to the KET group data was indicated by the symbol "#" (#p < 0.05, ##p < 0.01, ###p < 0.001).
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Figure S3. Behavioral tests and protein levels in the PFC and hippocampus of mice for the NC, KET, cKO-NC and cKO-KET groups
[bookmark: OLE_LINK14] a. Timeline of intraperitoneal drug injection, behavioral tests and tissue collecting. b. Left: path diagrams for the open field tests of the four groups. Right: hot point map displaying the movement speed of mice from the four groups. c. Total distances, moving duration center zone moving duration percentage and central zone crossing times in the open field tests for the four groups (n= 5). Statistical analyses of the open field test data were performed using repeated-measures two-way ANOVA followed by Sidak's multiple comparisons test. d. Path diagrams for the Barnes maze tests of the four groups. e. Toal distances traveled and latency before the mice into the target hole in Barnes maze (n= 5). f. The resting time in the forced swim tests of the four groups (n= 5). Statistical analyses of the Barnes maze and forced swim test data were performed using two-way ANOVA followed by Sidak's multiple comparisons test. g-i. p-JNK, JNK, p-MKK4, p-ATF2, p-c-Jun, p-ERK, ERK, p-P38, P38, P-H3 (Ser10) and H3 protein levels in the PFC and hippocampus of mice for the four groups (n= 3). Statistical analyses were performed using two-way ANOVA followed by Sidak's multiple comparisons test. Data were presented as the mean ± standard deviation. The significance of differences compared to the NC group data was indicated by the symbol "*" (*p < 0.05, **p < 0.01, ***p < 0.001) and the significance of differences compared to the KET group data was indicated by the symbol "#" (#p < 0.05, ##p < 0.01, ###p < 0.001).
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[bookmark: OLE_LINK7][bookmark: OLE_LINK27][bookmark: _GoBack]Figure S4. Additional analysis of RNA-seq and RNA-ATAC combined analysis 
a. GO enrichment bubble plot of DEGs (molecular function) b. Protein-protein interaction network of DEGs c. Circos plot of ATAC-Seq signal and gene expression data at the chromosomal level. d. Nine-quadrant plot categorizing genes related to differentially accessible regions and differentially expressed genes. e. Venn diagram illustrating overlapping transcription factors enriched in the promoter regions of differentially opened regions and differentially expressed genes[image: ]
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