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Fig. S1. Histogram of CTS sum score in UKB sample. 
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Fig. S2. SNP based Manhattan Plot of G×E GWAS
[bookmark: _1p60eyxttgzl]
[image: ]
[bookmark: _4dlpln722nge]Fig. S3. Association of childhood trauma score with membership to Cluster 6 depends on rs145772219 genotype, as our only genome-wide significant interaction result demonstrates (panel A), and the associations of rs145772219 genotype with brain imaging phenotypes in UK Biobank are shown (panel B). In our results, G allele of rs145772219, in contrast to CC genotype and in an additive manner, seems to protect against Cluster 6 membership in the absence of childhood trauma but confers a risk for cluster 6 membership in case of higher levels of childhood trauma. G allele, at the same time, is significantly associated with a higher volume of two parts of the right inferior frontal gyrus (https://open.win.ox.ac.uk/ukbiobank/big40/ , https://open.win.ox.ac.uk/ukbiobank/big40/pheweb33k/ , Elliott et al., 2018; Smith et al., 2021). Nearest gene to rs145772219 is IGSF1 (Immunglobulin Superfamily Member 1). In our results (panel A), males’ haploid genotypes are coded as if homozygous; and membership to Cluster 6 is a residual of the linear regression model applied in the GWAS analysis for the membership as outcome but without main effect terms of CTS score and the SNP, and their interaction term. CTS: Childhood Trauma Screener; SNP: single-nucleotide polymorphism.
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[bookmark: _q0pkaqi2b1g7]Fig. S4. FUMA regional plot for chromosome 23 (X chromosome) Cluster 6 genome-wide significant locus. 
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Fig. S5. Gene based Manhattan Plot from G×E GWAS
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Fig. S6. Correlation of Beta values from MDD-related clusters G×E GWAS in UKB (N = 76,856).
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Fig. S7. Heatmap matrix of pairwise linkage disequilibrium statistics of the 60 significant SNPs from MTHFR gene (created with LD matrix tool https://ldlink.nih.gov/?tab=ldmatrix). The 60 SNPs were chosen due to them being significant in five clusters.
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[image: ]Fig. S8. Correlation of beta values from four independent MTHFR SNPs (rs9727993, rs148411205, rs12561919, rs112131579) for all seven clusters. The four SNPs were chosen due to them being significant in five clusters.
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[bookmark: _ijondol916ki]Fig. S9. Heatmap matrix of beta values in all seven clusters. rs4936274 DRD2; rs74853132 FKBP5; rs9727993, rs148411205, rs12561919, rs112131579 MTHFR 
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Fig. S10. Associations of NTRK2 rs1147194 C allele with brain imaging phenotypes in UK Biobank. C allele is associated with reduced volumes of left nucleus accumbens and ventral striatum (https://open.win.ox.ac.uk/ukbiobank/big40/ , https://open.win.ox.ac.uk/ukbiobank/big40/pheweb33k/ , Elliott et al., 2018; Smith et al., 2021).
[bookmark: _x93uss5snm58]
[bookmark: _rrrztsagd66q]
[bookmark: _ybeim6bpbksy]
[bookmark: _9l38kw35qfdp]

[image: ]
Fig. S11. Associations of TNF (LTA) rs1041981 A allele with brain imaging phenotypes in UK Biobank. A allele is associated with reduced volumes of right thalamic nuclei, and reduced area parameters of the left superior temporal cortex (https://open.win.ox.ac.uk/ukbiobank/big40/ , https://open.win.ox.ac.uk/ukbiobank/big40/pheweb33k/ , Elliott et al., 2018; Smith et al., 2021).
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Fig. S12. Associations of IL6 rs367801961 A allele with brain imaging phenotypes in UK Biobank. A allele is associated with increased cortical volume parameters of bilateral precentral sulci, as well as an increased volume of right hippocampal CA3 head and higher fractional anisotropy (reflecting a higher tract integrity) in left cerebral peduncle (https://open.win.ox.ac.uk/ukbiobank/big40/ , https://open.win.ox.ac.uk/ukbiobank/big40/pheweb33k/ , Elliott et al., 2018; Smith et al., 2021).
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[bookmark: _obdtzj2tli6e]Fig. S13. Associations of TPH1 rs1800532 T allele with brain imaging phenotypes in UK Biobank. T allele is associated with a bilateral decreased intensity of pallidum, and with increased volumes of left entorhinal cortex, right hippocampal presubiculum-head, and right lateral nucleus of amygdala (https://open.win.ox.ac.uk/ukbiobank/big40/ , https://open.win.ox.ac.uk/ukbiobank/big40/pheweb33k/ , Elliott et al., 2018; Smith et al., 2021).
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