Marshe et al.
Supplementary Figures

Genome-wide analysis suggests the importance of vascular processes and neuroinflammation in
late-life antidepressant response

Initial sample with

enotype and phenotype data
. P (N =p453) ® Withdrawn for medical

reasons (N = 11)

Withdrawn consent (N = 35)

Withdrawn by PI for
adverse event (N = 19)

Withdrawn by Pl for
other reasons (N = 11)

Deceased (N =1)

Non-compliant or
administrative issues (N = 14)

Individuals passing phenotype
quality control

=iy Excessive heterozygosity (N = 13)

Divergent sex (N = 1)
Excessive relatedness (N = 1)

Excessive genotype missingness
Individuals passing genetic- (N=2)

quality control
(N =345)

Missing outcome or
covariate data (M = 10)

Final sample:
European-ancestry (N = 307)
African-ancestry (N = 22)
Other ancestries or admixed (N = 6)

Supplementary Figure 1. Sample selection flow diagram.
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Supplementary Figure 2. Ancestry analysis.

Principal component analysis in the total, mixed-ancestry sample (N=345) and European sub-sample (N=307)
across four extracted principal components.
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Supplementary Figure 3. Diagnostics of linear mixed-effects models.

Diagnostic plots are shown for rs6916777, including checks for linearity, homoscedasticity, and normality. Similar
results were observed for rs12597726.
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Supplementary Figure 4.

Time

Testing for proportional hazards.
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Plots show scaled Schoenfeld residuals for all covariates included within the Cox proportional hazards model for

rs12597726.



Marshe et al.

A

200+

150+

=
& 100
EVE

. ."0'5.’»’1“’, . N, i

Py
e e’s, Gy ,q& % U?@* ‘9‘@,‘9'5,393,, Cog, C\C‘//l\ ::,q_r,,,‘w, Gy 6};% 4,550 %1. s, pQ, /@ i@, i:‘P 'r }946%

=N s e, S, ‘5. 5 ),
J{,;ja@ ,,,; B,s&/: %;;a;;j ;;5 sy, ‘;% ,,.ﬁf;,fgf ;,;j,:gﬁv " e,
G T
S, SRR
O B 2 %, 1{::99;.:1’@ . Py
‘ 2y, 1;99.79 7 ey
iy
B
Single-tissue eQTL Single-tissue eQTL p-value
Tissue Samples NES p-value  m-value NES (with 95% CI) B versus Multitissue Posterior Probability
Brain - Cerebellar Hemisphere 175 0.215 0.03 0690 —_—
Uterus 129 0.189 0.03 0.640 —_—
® vagina 141 0.188 005 0846 -
Esophagus - Muscularis 465 0.154 9.4e-5 1.00 —
@ Esophagus - Gastroesophageal Junction 330 0.145 14e-3 0972 —a—
® Skin - Sun Exposed (Lower leg) 605 0105 3.1e5  1.00 - €
@ Esophagus - Mucosa 497 0.101 12e-3 0979 —
Colon - Sigmoid 318 0.0932 0.06 0.696 - .
Brain - Cerebellum 209 0.0838 0.4 0.373
@ Skin - Not Sun Exposad (Suprapubic) 517 007286 0005 0952 -
@ Heart - Left Ventricle 386 0.0884  0D.02 0.861 ——
® Whole Blood €70 0.0683 1.7e-6 1.00 .'
Minor Salivary Gland 144 0.0598 04 0.309 —_—
Kidrey - Cortex 73 0.0570 07T 0315
Cells - Cultured fibroblasts 483 0.0492 0.01 0.774 -
Piuslale 221 0.0422 05 0.205 —
© Adrenal Gland 233 0.0335 D5 0272 —r— .
Testis 322 00302 D4 0231 —i— -
Brain - Spinal cord (cervical c-1) 126 00298 0T 0200 8
@ Heart - Atrial Appendage 372 0.0284 D.4 0184 —i— E 4
Brain - Cortex 205 0.0234 0.6 0.201 e a
Lung 515 0.0230 05 0.0990 —— =
® Spicen 227 00211 07 0210 —_— 9
Muscle - Skeletal 706 0.0177 D5 0.0910 - E]
Pituitary 237 00158 0.7 0.148 —p— 2
Liver 208 0.00901 0.9 0.266 — B
® Adipose - Suboutaneous 501 000715 0.8 0.00800 - E
® Atery - Tivial 584 000713 07 0.0140 - @ .
Brain - Putamen (basal ganglia) 170 0.00204 1 0.0680 . §
Brain - Hypothalamus 170 0.000134 1 00940 — g
Stomach 324 -0.00500 0.9 0.0100 - '
Colan - Transverse 368 -0.00766 0.8 00180 —— ®
Brain - Nucleus accumbens (basal ganglia) 202 -0.00810 D& 00400 ——
Nerve - Tioial 532 -0.00947 D.8 0.0180 - .
Brain - Frontal Cortex (BAB) 175 -0.0120 0.8 0.0310 —_— ‘
® Anery - Aorta 387 -00120 0T 0.0100 —— @]
@ Thyroid 574 00129 07 00180 —— [ )
Adipose  Visceral (Omentum) 469 00168 05 0.00500 - - 00
Brain - Amygdala 129 -0.0191 08 0.0760 _— ®
Brain - Caudate {basal ganglia) 194 -0.0239 05 0.00700 — o O
Ovary 167 -0.0286 0.5 0.0260 ——— o)
Brain - Hippocampus 165 -0.0356 0.5 0.0940 ——
Brain - Anterior cingulate cortex (BA24) 147 -0.0385 0.3 0.00800 —
© Breast - Mammary Tissue 396 -0.0460 0.09 0.00 —— ﬁo
@ Small Intestine - Tenminal leun 174 -D0673 D02 00650 —a—
® Pancreas 305 -0.0867 D.04 0.00700 —— o©
@ Cells - EBV-transformed lymphocytes 147 -0.0871 D2 0.0770 ——— @ o
Artery - Coronary 213 -0.109 0.04 0.0180 e o o o O
Brain - Substantia nigra 14 -0 02 0.108 £
a2 00 0z 04 00 o2 04 s 08 1o
NES m-value (Posterior Probability from METASOFT)

Supplementary Figure 5. GTEx expression information for PIEZO1.

(A) Expression PEIZO1 across 54 GTEx tissues in transcripts per million (TPM; see
https://www.gtexportal.org/home/gene/PIEZ0O1). (B) Effects of rs12597726 on the expression of PIEZO1 across
tissues where NES is the normalized effect size, with positive being an association of the minor allele with higher

gene expression versus a negative value which would be decreased expression (see
https://www.gtexportal.org/home/snp/rs12597726).
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Affymetrix ID t3704376 stratified by rs12597726 (chrl16:88820301)
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Supplementary Figure 6. Brain tissue expression of PEIZO1.

Expression levels are for the total transcripts across brain regions, stratified by rs12597726 genotypes, from BRAINEAC. P-values for eQTL below the
names of brain regions compare levels of expression across genotypes.
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Supplementary Figure 7. GTEx expression information for RNF217.

(A) Expression RNF217 across 54 GTEx tissues in transcripts per million (TPM; see
https://www.gtexportal.org/home/gene/RNF217). (B) Effects of rs6916777 on the expression of RNF217 across
tissues where NES is the normalized effect size, with positive being an association of the minor allele with higher
gene expression versus a negative value which would be decreased expression (see
https://www.gtexportal.org/home/snp/rs6916777).
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Affymetrix ID t2924253 stratified by rs6916777 (chr6:125251374)
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Supplementary Figure 8. Brain tissue expression of RNF217.

Expression levels are for the total transcripts across brain regions, stratified by rs12597726 genotypes, from BRAINEAC. P-values for eQTL below the names
of brain regions compare levels of expression across genotype.



