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Figure S1. Principal component analysis (PCA) of RNAseq gene expression data, related to Figure 

3. Most genotype and/or experimental condition samples appear to cluster. Data were analyzed by DeSeq2 

method (see Methods section for further details).  
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Figure S2. KEGG pathways, related to Figure 3. The top 10 up-regulated and down-regulated terms in 

the KEGG database for functional enrichment of genes (Kyoto Encyclopedia of Genes and Genomes). In 

panel a., no KEGG terms were significantly down-regulated.  
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Figure S3. Top20 most differentially regulated genes and top10 most enriched Gene Ontology terms 

across the genotype and conditions, related to Figure 3. Left: Heatmap depicting the 20 most 

significantly differentially expressed genes in the Vipr2-/- vs Vipr2+/+ nSVE, Vipr2+/+ SVE vs nSVE Vipr2-/- 

SVE vs nSVE and Vipr2-/- SVE vs Vipr2+/+ nSVE comparisons. The colour intensity was calculated by 

dividing the gene count of each individual animal with the average for the whole cohort (1=100% of mean 

value, the darker the colour, the more up-regulated expression in the sample). Right: The 10 most enriched 

terms in the Biological Process of the Gene Ontology Enrichment Analysis. The size of the circle is a 

representation of the number of genes that have been annotated, whereas the colour is indicative of the q-

value.  
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Figure S4. Heatmap of core clock gene expression, related to Figure 4. Heatmap depicting changes 

in core clock gene expression quantified in RNAseq investigation in the suprachiasmatic nucleus of Vipr2+/+ 

and Vipr2-/- mice under nSVE and SVE conditions.  The gene expression for each animal was normalized 

to the gene’s average value in the entire dataset and expressed as Log10 (with the average value=1), 

darker colours indicate an above average expression, whereas lighter shades correspond to below average 

expression.  
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Figure S5. RNAseq gene expression counts of an expanded selection of genes that are differentially 

expressed across genotype and condition, related to Figure 4. Genes have been grouped by 

significance comparisons as illustrated in the Venn diagram on the right. For example, Per2 is amongst the 

52 genes (d) that are differentially expressed in the comparisons Vipr2-/- vs Vipr2+/+ nSVE and Vipr2+/+ SVE 

vs nSVE (intersection between the yellow and blue sets). Points show each animal’s gene expression count 

with bars denoting mean value± SEM. (q value <0.05 = *, <0.01 = **, <0.005 = ***, <0.001 = ****). 
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Figure S6. RNAseq gene expression counts of genes known to be enriched in the SCN across the 

animals, related to Figure 4. RNAseq gene counts were normalised using the built-in normalisation 

method in DeSeq2. A quantification of the genes described in the meta-analysis of Brown et al.127, except 

for RP24-361E14.1, is shown. All genes were found to be expressed in each sample, suggesting that the 

SCN was sampled consistent with other studies. The values are expressed as percentage of the mean 

value across all samples.  

 

 


