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Figure S1. Anxiety, locomotion and exploration levels in the two experimental groups under basal
conditions.

(A) Top-down view of the Open field (OF) test, delineated with zones. Experimental groups were
separated into animals assigned to undergo mCRS (amCRS) or kept as unstressed control animals
(aCTR) and were tested in the OF for their time spent in the center, intermediate (inter), and wall zones
and for the distance travelled. (B) Top of the novel object (NO) test, delineated with zones. Animals
were tested in the NO for their time spent in the center, intermediate (inter), and wall zones in the
presence of an empty bottle as a novel object. Unpaired T-test, two-tailed; n=16/group. Data are
displayed as mean + SEM.
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Figure S2. Mapping efficiency of transcriptome study and top 20 differentially expressed genes in

mCRS mice.

(A) Bar diagram summarizing mapping statistics of the indicated samples for the PFC. (B) Bar diagram
summarizing mapping statistics of the indicated samples for the NAc. (C) List with the top 20
differentially expressed genes in the PFC. (D) List with the top 20 differentially expressed genes in the
NAc. Genes affected by mCRS can be implicated with stress-vulnerability and/or depression, including
the mTOR pathway gene Ddit4/Redd-1 ?, the gene of the hypocretin/orexin system Hcrt %3, the
transcription factor MIf1 %, and Rspo2, positive modulator of the wnt-signaling 5.
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Figure S3. gRT-PCR analysis of mitochondria encoded genes in the PFC of mCRS mice.

The complex | genes mt-Nd1 and mt-Nd3 were selected to technically verify the BRB-seq results for
the mtDNA encoded genes in the PFC of mCRS and CTR mice by gRT-PCR. In addition, the complex V
gene mt-ATP6 was analyzed which was not detected via BRB-seq. Gapdh served as a negative control.
Unpaired T-test, two-tailed; n=16/group. Data are displayed as mean + SEM.*, p < 0.05.
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Figure S4. Mitochondria-associated genes in the PFC of mice exposed to chronic variable stress.

Barcode plots for mitochondria-associated genes encoded by nDNA or mtDNA DNA in the PFC of mice
exposed to chronic variable stress (CVS) and corresponding unstressed CTR animals (PFC: n=19/group;
NAc: n=20/group). CVS exhibit an enrichment for up-regulation of mtDNA encoded gene expression.
Raw data for this analysis were obtained from a previously published data set °.
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Figure S5. Spectra of PFC and NAc in mice.

Typical spectra of mouse NAc (top) and PFC (bottom) with location of the related volume of interest
(VOI; white rectangle) on the anatomical images. The VOIs were 1.4 x 1.7 x 1.2 mm3 for PFC and 4.1 x
1.4 x 1.2 mm3 for NAc. Spectra are depicted with 2 Hz apodization. The fitted neurochemical profile
included following metabolites: taurine (Tau), creatine (Cr), phosphocreatine (PCr), glutamate (Glu), y-
aminobutyric acid (GABA), aspartate (Asp), glutamine (GIn), N-acetyl-aspartate (NAA), myo-inositol
(Ins), glucose (Glc), ascorbate (Asc), glutathione (GSH), phosphorylcholine (PCho),
glycerophorphorylcholine (GPC), lactate (Lac), N-acetylaspartyl-glutamate (NAAG),
phosphoethanolamine (PE), alanine (Ala), glycine (Gly), as well as macromolecules (Mac).



Supplementary Tables

Table S1. Differential expressed genes in the PFC and NAc upon mCRS.

Table S2. Gene enrichment analysis in the PFC and NAc upon mCRS.
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