Supplementary Figures S1

ppg plot of covariates included in the final models.The ppqg plots
visualize the distribution of p-values from a anova test when comparing
the regression model with and without the respective covariate.
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Supplementary Figures S2

Overlap of Cd associated genes in males with two recent AD
publication. The Venn diagramm show the overlap with the genetic
meta-analysis of diagnosed AD patients by Kunkle et al., 2019 (A) and
the single cell transcriptomic analysis by Mathys et al., 2019 (B).
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Supplementary Figures S3

Expression of top 50 significant Cd associated genes in males across brain

samples. The heatmap shows the expression in transcripts per million (TPM)

for the top 50 genes ranked by signiticance across whole blood and multiple

brain regions derived from the GTEx database (version 8) The data shows that

E)he lage majority of genes identified in blood are similarly expressed across all
rain tissue.




2.2e+28 4e+2

28 14 58

0.0

m m e n 9 . 1mu 8 z-0a .m_-_v%MM«
N T 77
BODORBRNNN CHBRENE 0 £
f BUBNNNNNNN RN 2,
* DONORNNNNN CHONID )
b [ T R R
, L T i g
TR A
ANNNNDN |§ NNCHOMNNNNE 47
1 HE L e
T TR T TR
T T
T R e
LT T T N R
DIRCEBRNRMNNNNNNE OMNNLEE Y
O R

B

L) L L ! N
H L

: |



Supplementary Figures S4

PPl network of Cd associated genes in males. The network was obtained from
Reactome FlIs using Cytoscape. To enable readability of this large network we applied
MCL Cluster and only selected for clusters with a minimum of 40 connected nodes.
This resulted in 8 subnetworks (A-H). Node sizes indicate the degree. Color indicates a
calculated GeneScore derived from the multiplication of the B-coefficient and —
logio(pvalue). A red shade indicates a significant positive, a blue shade a significant
negative association of the respective transcript with Cd exposure in men.



GeneScore

E 3

-1 1




GeneScore

E 3



()
—
o]
O

(%]
[
c
(]

(O]

i
1

1




GeneScore

_ll

1

@ @ ®
®-—@ @ ©
> g0t
R Ssad /|
DN ©)
i, 5
%0 @
@, N X Q 1
@».a; v@
©) ® @.@
o
)
@



GeneScore

» ©
® e
®
D o
5 ¢ ©
®
~ D
«@@
®/ ® ©
@ ®
® ©-@® &




