Supplementary Figure 1. The effect of agomelatine therapy on mRNA expression of Tph1 (A), Tph2 (B), KatI (C), KatII (D), Kmo (E) and Kynu (F) in PBMCs and in brain structures of animals exposed to CMS procedure for seven weeks and agomelatine administration (10 mg/kg) for five weeks (7 week stressed/5 week agomelatine). The effects are presented as fold change (2-ΔΔCt method; Schmittgen and Livak, 2008). Data represent means ± SEM. N = 6. *** p < 0.001 for differences between blood and all studied brain structures. 

Supplementary Figure 2. Methylation level of Tph1 promoter (A), Ido1 promoter (B),  Tdo2 promoter 1 (C) and Kmo promoter (D) in PBMCs of animals exposed to CMS for two weeks (2 week stress, 2 week unstressed) and in animals exposed to CMS for seven weeks and administered vehicle (1 ml/kg) or agomelatine (10 mg/kg) for five weeks (5 week agomelatine unstressed, 7 week stressed/5 week saline, and 7 week stressed/5 week agomelatine). Data represents means and min to max value. N = 6. No significant changes were found between any groups.

Supplementary Figure 3. The methylation level of Tph1 (A), Ido1 (B), Tdo2 promoter 1 (C) promoter 2 (D), Kmo (E) between brain structures and PBMCs of animals exposed to CMS for seven weeks and administered vehicle (1 ml/kg) or agomelatine (10 mg/kg) for five weeks (7 week stressed/5 week saline, 7 week stressed/5 week agomelatine). Data represent as means ± SEM. N = 6. * p < 0.05, ** p < 0.01, *** p < 0.001 for differences between blood and all studied brain structures.

Supplementary Figure 4. Protein expression of Kynu in animals exposed to CMS for two weeks (control, stressed) and in animals exposed to CMS for seven weeks and administered vehicle (1 ml/kg) or agomelatine (10 mg/kg) for five weeks (control/ago, stressed/saline, stressed/ago). Samples containing 25 μg of proteins were resolved by SDS-PAGE. The intensity of the bands corresponding to KYNU was analysed by densitometry, and integrated optical density (IOD) was normalized by protein content and a reference sample (see the Methods for details). The data show mean IODs of the bands from all analysed samples. The IODgene/IODACTB method was used to estimate the relative protein expression levels in the analysed samples. N = 6. No significant changes were found between any groups.

