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Figure S1. Scree-plot of PCA of number factors
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Figure S2. Scree-plot of PCA number factors in frontal cortex
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Figure S3. Clustered heatmap of metabolites in the frontal cortex of individual rat
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Metabolites in the frontal
cortex
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Figure S4. Clustered mean frontal cortex concentration of metabolites in animal groups with pairwise comparison

between groups
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Figure S5. Clustered heatmap of metabolites in the frontal cortex of individual rat
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Metabolites in the
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Figure S6. Clustered mean hippocampus concentration of metabolites in animal groups with pairwise comparison

between groups

Table S1. Results from the pathway analysis; Total - the total number of compounds in the pathway; Hits - the actually matched
number from the user uploaded data; The p - the original p-value calculated from the enrichment analysis; Holm p - the p-value
adjusted by Holm-Bonferroni method; FDR - the p-value adjusted using False Discovery Rate; Impact - the pathway impact value
calculated from pathway topology analysis.

Pathway Name Total Hits P -log(p) Holmp FDR Impact

Metabolic pathways in frontal cortex related to depression-like behaviors induced by US stress.

Tryptophan metabolism 41 1  4.4473E-5  4.3519 0.0012 0.0012 0.1431
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Aminoacyl-tRNA biosynthesis 48 10 9.3534E-4 3.029 0.0243 0.0026 0.1667

Alanine, aspartate and glutamate metabolism 28 4 0.0011 2.9426 0.0285 0.0026 0.5072

Arginine and proline metabolism 38 4 0.0011 2.9414 0.0285 0.0026 0.2455
Arginine biosynthesis 14 4 0.0012 2.9381 0.0285 0.0026 0.4213
D-Glutamine and D-glutamate metabolism 6 1 0.0012 2.9331 0.0285 0.0026 0.5
Pentose phosphate pathway 21 1 0.0052 2.2855 0.0777 0.0108 0.185
Nicotinate and nicotinamide metabolism 15 2 0.0061 2.2133 0.0857 0.0118 0.1943
Glycine, serine and threonine metabolism 34 2 0.0344 1.4635 0.432 0.058 0.2307

B. Metabolic pathways in hippocampus related to antidepressant effect of intraperitoneal clomipramine

Purine metabolism 66 7 0.0216 1.665 0.6056 0.4853 0.1305




