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Supplementary Figures
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Fig. S1. Diffusion tensor imaging (DTI) parameters of the habenular commissure. (a) Relationship between fractional anisotropy (FA) of the habenular commissure (Hbc) and the HDRS-21 score in patients with major depressive disorder (MDD; blue) and healthy controls (red). (b) Relationship between axial diffusivity (AD) of the Hbc and HDRS-21 score. Hbc AD was significantly negatively correlated with HDRS-21 score (r = -0.394, p = 0.009). Shaded areas represent 95% confidence intervals. (CON, n = 25; MDD, n = 43).
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Fig. S2. Morphological alterations of the habenular commissure following chronic social defeat stress (CSDS).
(a) Representative Nissl-stained coronal section showing the habenular commissure (Hbc; outlined by a red dashed line). (b) Representative images of the Hbc in control (CON) and CSDS mice. (c) Quantification of the Hbc area showed a significant reduction in CSDS mice compared with controls. Data are presented as mean ± SEM (CON, n = 8; CSDS, n = 12; **p < 0.01). Scale bar = 100 µm.







Supplementary Methods
Light microscopic analysis
For light microscopy, semi-thin sections (1 m) were cut using a Leica EM UC6 ultramicrotome (Lecia Microsystems, Wetzlar, Germany) and stained with 1% toluidine blue in 1% sodium borate. The sections were examined using an EVOS M5000 Imaging System (Thermo Fisher Scientific, Waltham, MA, USA). From each section, five images were randomly acquired for quantitative analysis using Image J software (NIH, Bethesda, MD, USA).
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