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Supplementary Figure 1. Colocalization results of SRA1 from decode and PPD.
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描述已自动生成]
Regional association plots and scatter plot showing shared genetic signals between SRA1 pQTL and PPD GWAS. Lead SNP rs801465 (purple diamond) is highlighted. Point colors indicate LD (r²) with rs801465. PPD, postpartum depression; pQTL, protein quantitative trait locus; LD, linkage disequilibrium.














Supplementary Figure 2. Colocalization results of AGT from decode and PPD.
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Regional association plots and scatter plot showing shared genetic signals between AGT pQTL and PPD GWAS. Lead SNP rs6541328 (purple diamond) is highlighted. Point colors indicate LD (r²) with rs6541328. PPD, postpartum depression; pQTL, protein quantitative trait locus; LD, linkage disequilibrium.













Supplementary Figure 3. Colocalization results of PGP from decode and PPD.
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Regional association plots and scatter plot showing shared genetic signals between PGP pQTL and PPD GWAS. Lead SNP rs116977380 (purple diamond) is highlighted. Point colors indicate LD (r²) with rs116977380. PPD, postpartum depression; pQTL, protein quantitative trait locus; LD, linkage disequilibrium.














Supplementary Figure 4. Schematic illustration of the proposed mechanistic pathway linking peripartum hormonal fluctuations to postpartum depression via SRA1-mediated epigenomic and transcriptional dysregulation.
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PPD, postpartum depression; E2, estradiol; P4, progesterone; ER, estrogen receptor; PR, progesterone receptor; 5-HT, serotonin; DA, dopamine; GABA, γ-aminobutyric acid; HPA, hypothalamic–pituitary–adrenal.























Supplementary Figure 5. Sensitivity MR analysis of the effect of isoleucine on PPD.
[image: ]
(Top left) Scatter plot of SNP effects on isoleucine versus PPD across four MR methods. (Top right) Forest plot of per-SNP and summary MR effect estimates. (Bottom left) Leave-one-out analysis showing robustness of the overall estimate. (Bottom right) Funnel plot assessing directional pleiotropy. MR, Mendelian randomization; PPD, postpartum depression; IVW, inverse variance weighted; SNP, single nucleotide polymorphism.













Supplementary Figure 5. Mediation MR analysis results of SRA1, CSF and brain metabolites and PPD.
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(A) Classification of CSF and brain metabolites. (B) MR analysis of the effect of significant SRA1 on CSF and brain metabolites. (C) Mediation proportion of cross key blood metabolites. 
Abbreviation: CSF: Cerebrospinal fluid; PPD: Postpartum depression; SRA1: Steroid receptor RNA activator 1.













[bookmark: OLE_LINK1]Supplementary Figure 6. Sensitivity MR analysis of the effect of rfMRI connectivity (ICA100 edge 442) on PPD.
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(Top left) Scatter plot of SNP effects on rfMRI connectivity versus PPD across four MR methods. (Top right) Forest plot of per-SNP and summary MR effect estimates. (Bottom left) Leave-one-out analysis showing robustness of the overall estimate. (Bottom right) Funnel plot assessing directional pleiotropy. MR, Mendelian randomization; PPD, postpartum depression; rfMRI, resting-state functional MRI; IVW, inverse variance weighted; SNP, single nucleotide polymorphism.
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