Supplemental Figure S1. Plots of negative log base 10 of mediation p-values versus the percentage of
reduction in trans-effects. The mediation p-values are calculated after accounting for cis-mediation, based
on mediation tests for all 44 tissue types adjusting for known covariates including age, gender and
genotype derived PCs and (A) with no adjustment of hidden confounders, (B) adjusting for all PEER
factors, (C) adjusting for adaptively selected PEER factors, and (D) adjusting for selected expression-

derived PCs (i.e., our final analysis). P-values are truncated at 10™°.



-log10{P-value of megiation)

~log10{P=value of mediation)

Adipose_Subcutaneous

A. AdJust Known Covariates Only

% reduction in trans—effects

C. Adjust Known + Adaptively Selected PEER

% reduction in trans-effects

—log10{P-value of mediation)

~log10{P-value of mediation)

15

10

15

10

=]

B. Adjust Known + All FEER

% reduction in trans—effects

. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)

% reduction in trans-effects




-log10{P-value of megiation)

~log10{P=value of mediation)

15

10

16

10

Adipose_Visceral_Omentum

A. AdJust Known Covariates Only

% reduction in trans—effects

C. Adjust Known + Adaptively Selected PEER

o = semew s
.I
-
. -
[T
-
- *
. ‘e
»
L]
. .
T AN
L]
L]
.
T T T T T T
-3 -2 0 1 2

% reduction in trans-effects

—log10{P-value of mediation)

~log10{P-value of mediation)

15

10

15

10

B. Adjust Known + All FEER

% reduction in trans—effects

. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)

% reduction in trans-effects



-log10{P-value of megiation)

~log10{P=value of mediation)

15

10

16

10

A. AdJust Known Covariates Only

Adrenal_Gland

-
- L
.
. .,
.
T T T
-3 -2 3
% reduction in trans—effects
C. Adjust Known + Adaptively Selected PEER
. ) -—
- - ®
L]
-
_ -
L]
L]
" LX3
- -
. " 2
., " .
T T T T T T
-3 -2 =1 0 1 3

% reduction in trans-effects

—log10{P-value of mediation)

~log10{P-value of mediation)

15

10

15

10

B. Adjust Known + All FEER

% reduction in trans—effects

. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)

EC——
¥
L]
[ ]
L]
1Y
T T T
-1 0 1

% reduction in trans-effects




-log10{P-value of megiation)

~log10{P=value of mediation)

15

10

16

10

A. AdJust Known Covariates Only

Artery_Aorta

L
=
=
k=]
T
i
1 E
B
©
d <
i
a
. g
B
8
» T
.
T
-3
% reduction in trans—effects
C. Adjust Known + Adaptively Selected PEER
]
E]
5
©
1 £
B
w
=2
T
i
- <
3
=)
o
[
T T T T T T
-3 -2 =1 0 1 3

% reduction in trans-effects

15

10

15

10

B. Adjust Known + All FEER

% reduction in trans—effects

. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)

% reduction in trans-effects




-log10{P-value of megiation)

~log10{P=value of mediation)

15

10

16

10

A. AdJust Known Covariates Only

Artery_Coronary

B. Adjust Known + All FEER

% reduction in trans-effects

- - »a . - an - s
s v 4 1
[
- -
. . o 5 L]
g
b
E 2 i
B .
2 .
H L N
I} L)
- %‘ w <"
o .
2
T
r
o -

T T T T T T T T T
-3 3 -3 -2 -1 a 1 2 3
% reduction in trans—effects % reduction in trans—effects

C. Adjust Known + Adaptively Selected PEER D. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)
- . wsme o es e ‘amames
v
. -
.- g
Iz
- T oo

- e £ A
an » s
» 3
T
o ;

* ISR

" 3 .
- T -
- .
Ll
o
T T T T T T T T T T T T T T
-3 -2 =1 0 1 2 3 -3 -2 =1 Q 1 2 3

% reduction in trans-effects



-log10{P-value of megiation)

~log10{P=value of mediation)

Artery_Tibial

A. AdJust Known Covariates Only

13}
-~
=
=
k=]
b
E S
B
©
2
@
i
a
= I3}
B
2
T
o
% reduction in trans—effects
C. Adjust Known + Adaptively Selected PEER
-
o | [t}
- -
g
E]
b
2 1 =
B
w
=2
T
i
a
v - 3 0
=)
. ¥
= - o
T T T T T T T
-3 -2 =1 0 1 2 3

% reduction in trans-effects

B. Adjust Known + All FEER

% reduction in trans—effects

. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)

** Cee o
)

[
[

% reduction in trans-effects




-log10{P-value of megiation)

~log10{P=value of mediation)

15

10

16

10

Brain_Anterior_cingulate_cortex_BA24

A. AdJust Known Covariates Only

-3
% reduction in trans—effects
C. Adjust Known + Adaptively Selected PEER
-e
.
.e
.
.
.
L] ’?
[
-
el o
-
T T T T T
-3 -2 =1 0 1 2

% reduction in trans-effects

—log10{P-value of mediation)

~log10{P-value of mediation)

8 10 12 14

6

15

10

B. Adjust Known + All FEER

% reduction in trans—effects

. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)

% reduction in trans-effects




-log10{P-value of megiation)

~log10{P=value of mediation)

15

10

16

10

A. AdJust Known Covariates Only

Brain_Caudate_basal_ganglia

% reduction in trans—effects

C. Adjust Known + Adaptively Selected PEER

- « s m=m
»
.
- .
a .
. -
[ ]
™
.
.
LI B
‘=
T T T
=1 0 1

% reduction in trans-effects

B. Adjust Known + All FEER

-ma
w
aid
5 -
E -
E o
g -
5 . .
©
2
7 .
£ w4 L)
= . Fl
F .
T .
e ®
o -
T T T T T T T
-3 -2 -1 a 1 2 3
% reduction in trans—effects
D. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)
-
v
- -
- .
g
E]
b
e 24 .
k3 a®
w
é . ' .. *
T - - -
% Lol * .
) ]
TU . . L A -t
-n’ . .
.
o
T T T T T T T
-3 -2 =1 Q 1 2 3

% reduction in trans-effects



-log10{P-value of megiation)

~log10{P=value of mediation)

15

10

16

10

Brain_Cerebellar_Hemisphere

A. AdJust Known Covariates Only

% reduction in trans-effects

- L] L1 ] na
. °.
.
-
.
&
.
L
*
[ L]
* L]
L} - e
-
T T
-3 -2
% reduction in trans—effects
C. Adjust Known + Adaptively Selected PEER
T T T T T T
-3 -2 =1 0 1 2

—log10{P-value of mediation)

~log10{P-value of mediation)

15

10

15

10

B. Adjust Known + All FEER

% reduction in trans—effects

. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)

% reduction in trans-effects



-log10{P-value of megiation)

~log10{P=value of mediation)

15

10

16

10

Brain_Cerebellum

A. AdJust Known Covariates Only

B. Adjust Known + All FEER

- aom
w
- .
=
2 .
s ?
£ 2+ .
5 L]
3 -
g .'
Q_‘L. - >,
g ¥ r
=)
? 2 R .
L 2
o -
T T T T T T T T
3 -3 -2 -1 a 1 2 3
% reduction in trans—effects % reduction in trans—effects
C. Adjust Known + Adaptively Selected PEER D. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)
ass o .
LR o4
-, ~
g
E]
L 5
. R
B
]
T
i
L 5 4
3
=)
o
[
o
T T T T T T T T T T T T T T
-3 -2 =1 0 1 2 3 -3 -2 =1 Q 1 2 3

% reduction in trans-effects

% reduction in trans-effects



-log10{P-value of megiation)

~log10{P=value of mediation)

15

10

16

10

Brain_Cortex

A. AdJust Known Covariates Only

- o™
—
=)
5 T
k-1
T
- £
B
. E ©
. :
a
] = <
. . ‘gn
. T o
-
r .
-1 o
T T
-3 3
% reduction in trans—effects
C. Adjust Known + Adaptively Selected PEER
- .
. w
. -
]
. £
- =]
5
b o
=2
L @
¢ - - D‘.’
- e 5 o
- =)
5
L -
-
, -
. . . o
T T T T T T T
-3 -2 =1 0 1 2 3

% reduction in trans-effects

B. Adjust Known + All FEER

% reduction in trans—effects

. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)

% reduction in trans-effects



-log10{P-value of megiation)

~log10{P=value of mediation)

15

10

16

10

Brain_Frontal_Cortex_BAS

A. AdJust Known Covariates Only

B. Adjust Known + All FEER

. a a B ans L] -
w
- o .l -
g
k=]
b
£ 2 .
k] .
E| v .
2
. a . .
g .
. =)
b st .
Nl
o -

T T T T T T T T T T T T T T
-3 -2 =1 0 1 2 3 -3 -2 -1 a 1 2 3
% reduction in trans—effects % reduction in trans—effects

C. Adjust Known + Adaptively Selected PEER D. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)
. -
[To I a
=4
]
- L 2 .
. P oo .
. b5 .
]
$ L .
. E w4 s
NS d
2 T
. o
L o
T T T T T T T T T T T T T T
-3 -2 =1 0 1 2 3 -3 -2 =1 Q 1 2 3

% reduction in trans-effects

% reduction in trans-effects



-log10{P-value of megiation)

~log10{P=value of mediation)

15

10

16

10

A. AdJust Known Covariates Only

Brain_Hippocampus

% reduction in trans-effects

- LI
4
o8
. . 5
. . b
T
i
. L] - £
B
©
El
2
a
g
B
2
b T
-
T T T T T T T
-3 -2 =1 0 1 2 3
% reduction in trans—effects
C. Adjust Known + Adaptively Selected PEER
- .
]
E]
b
L
£
P B
. he 2
o
- - ¥
<
3
=)
8
[
T T T T T T T
-3 -2 =1 0 1 2 3

15

10

15

10

B. Adjust Known + All FEER

% reduction in trans—effects

D. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)

% reduction in trans-effects



-log10{P-value of megiation)

~log10{P=value of mediation)

15

10

16

10

A. AdJust Known Covariates Only

Brain_Hypothalamus

am =as
=
]
. ¢ k=]
. . . . E
B
©
El
@
i
a
g
B
- * T
. . o
T T T
-3 -2 3
% reduction in trans—effects
C. Adjust Known + Adaptively Selected PEER
»
-

. ]
. o
- °
©
hd £
B
v H
T
i
. <
3
=)
8
[

T T T T T T T

-3 -2 =1 0 1 2 3

% reduction in trans-effects

15

10

15

10

B. Adjust Known + All FEER

-
L
.
.
hd
*
L4 oy .o
-
T T T T T T T
-3 -2 -1 a 1 2 3

% reduction in trans—effects

. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)

% reduction in trans-effects



-log10{P-value of megiation)

~log10{P=value of mediation)

15

10

16

10

Brain_Nucleus_accumbens_basal_ganglia

A. AdJust Known Covariates Only

B. Adjust Known + All FEER

o g
- L] -0 e - — -
- - o _
. s - -
. ]
. 3w o
. . . .
AR 4 s . -
. s © -
2
@
i
i < o .
=1 -
. ‘gn «*
. T oo hA
. . & Ml
o -

T T T T T T T T T
-3 3 -3 -2 -1 a 1 2 3
% reduction in trans—effects % reduction in trans—effects

C. Adjust Known + Adaptively Selected PEER D. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)
. .
v
=4
£
z L)
L] - o L
. £ 2o
- 5 -
. - 3 . .
T
i
<
. ERER. .
- 5
[
'Y o e
? H
o
T T T T T T T T T T T T T T
-3 -2 =1 0 1 2 3 -3 -2 =1 Q 1 2 3

% reduction in trans-effects

% reduction in trans-effects



-log10{P-value of megiation)

~log10{P=value of mediation)

15

10

16

10

Brain_Putamen_basal_ganglia

A. AdJust Known Covariates Only

-3
% reduction in trans—effects
C. Adjust Known + Adaptively Selected PEER
-
-
L]
-
. e
. ]
.
* .
.3 £
T T T T T T
-3 -2 =1 0 1 2

% reduction in trans-effects

—log10{P-value of mediation)

~log10{P-value of mediation)

8 10 12

53

15

10

B. Adjust Known + All FEER

% reduction in trans—effects

. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)

- -
.
L]
. .i_
e
* o .
g " e *
T T T T T T T
-3 -2 -1 a 1 2 3

% reduction in trans-effects



-log10{P-value of megiation)

~log10{P=value of mediation)

15

10

16

10

Breast_Mammary_Tissue

A. AdJust Known Covariates Only

L]
.
T
-3
% reduction in trans—effects
C. Adjust Known + Adaptively Selected PEER
. « o. 3
.
»
.
T T T T T T
-3 -2 =1 0 1 2

% reduction in trans-effects

—log10{P-value of mediation)

~log10{P-value of mediation)

15

10

15

10

B. Adjust Known + All FEER

% reduction in trans—effects

. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)

% reduction in trans-effects



-log10{P-value of megiation)

~log10{P=value of mediation)

15

10

16

10

Cells_EBV-transformed_lymphocytes

A. AdJust Known Covariates Only

B. Adjust Known + All FEER

L) L] —
| -
aid
B .
k=]
E o
% = . .
] . *
®
i
a L]
g .
3 Ly
T
.
-
: t
o -

T T T T T T T T T
-3 3 -3 -2 -1 a 1 2 3
% reduction in trans—effects % reduction in trans—effects

C. Adjust Known + Adaptively Selected PEER D. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)
. > » ammee o » . =
v
- -
g e
- -
. B .
. j=)
e £ A
-~ £ .
. z .
. T L]
5 e -~ %t
° g - .
‘ . .o‘ . %
b4 -
o
T T T T T T T T T T T T T T
-3 -2 =1 0 1 2 3 -3 -2 =1 Q 1 2 3

% reduction in trans-effects

% reduction in trans-effects



-log10{P-value of megiation)

~log10{P=value of mediation)

16

10

Cells_Transformed_fibroblasts

A. AdJust Known Covariates Only

5
g
T
i
E
B
©
El
@
i
a
g
B
2
T

% reduction in trans—effects

C. Adjust Known + Adaptively Selected PEER
e+ esmmmse
. - .

. e
LI ) —
5
-ty =
LY . ‘O E
-y £
. L] B
2 . v
. 3
S w>
) "i L
. g
s . T

o
¥ .‘
T T T T T T T
-3 -2 =1 0 1 2 3

% reduction in trans-effects

15

10

15

10

B. Adjust Known + All FEER

% reduction in trans—effects

. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)

% reduction in trans-effects




-log10{P-value of megiation)

~log10{P=value of mediation)

15

10

16

10

A. AdJust Known Covariates Only

Colon_Sigmoid

B. Adjust Known + All FEER

s amm &
w
-~ .
5
5 .
T
.
E 2
B
s
L] " .
i
a
g v
B
s
T »
e
. .
o -
T T T T T T T T T
-3 3 -3 -2 -1 a 1 2 3
% reduction in trans—effects % reduction in trans—effects
C. Adjust Known + Adaptively Selected PEER D. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)
snmm o osamm o
[To I .
=4
_ .
aw 5 -
H =
. 5 o
. 5 o
hd L g - 7 . L
E -t
H s
[
3
3 . o
- [
»
o
T T T T T T T T T T T T T T
-3 -2 =1 0 1 2 3 -3 -2 =1 Q 1 2 3

% reduction in trans-effects

% reduction in trans-effects



-log10{P-value of megiation)

~log10{P=value of mediation)

Colon_Transverse

A. AdJust Known Covariates Only

% reduction in trans—effects

C. Adjust Known + Adaptively Selected PEER

T -=-
€ 4 .
M .
<o
o .
-

o .

T T T T T T T

I 0 1 2 3

% reduction in trans-effects

—log10{P-value of mediation)

~log10{P-value of mediation)

15

10

15

10

D.

B. Adjust Known + All FEER

% reduction in trans—effects

. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)
-« - - mee
-2
-
[y
¢ »

% reduction in trans-effects



-log10{P-value of megiation)

~log10{P=value of mediation)

15

10

16

10

Esophagus_Gastroesophageal_Junction

A. AdJust Known Covariates Only

-
3
T
-3
% reduction in trans—effects
C. Adjust Known + Adaptively Selected PEER
- . me
- *
-~
.
-
'. »
..-.
»
[
¥,
. >
»
oa .
T T T T T
-3 -2 =1 0 1

% reduction in trans-effects

—log10{P-value of mediation)

~log10{P-value of mediation)

15

10

15

10

B. Adjust Known + All FEER

D. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)

% reduction in trans—effects

% reduction in trans-effects




-log10{P-value of megiation)

~log10{P=value of mediation)

15

10

16

10

A. AdJust Known Covariates Only

Esophagus_Mucosa
B. Adjust Known + All FEER

a
- w
-~
o
g
o k=]
b
— 3 e -
B
¥ ]
®
i
a
P & ow
i g
T
- » L]
- o -
T T T T T T T T T
-3 3 -3 -2 -1 a 1 2 3
% reduction in trans—effects % reduction in trans—effects
C. Adjust Known + Adaptively Selected PEER D. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)
see o oo
. L o o_]
=4
]
E]
b
— 5 S
. ]
]
T
i
- L 5 4
3
=)
3
T
.
. o
T T T T T T T T T T T
-3 -2 =1 0 1 2 3 -3 -2 2 3

% reduction in trans-effects

% reduction in trans-effects



-log10{P-value of megiation)

~log10{P=value of mediation)

Esophagus_Muscularis

A. AdJust Known Covariates Only B. Adjust Known + All FEER
- EnEN e -
w _] ¢
aid
=
=
k=]
b
E S+
B
©
2
@
i
a
g v
B
2
T
o -
T T T T
-3 -2 2 3
% reduction in trans—effects % reduction in trans—effects
C. Adjust Known + Adaptively Selected PEER D. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)
« ss e
o | - w |
- . -
. . g
g =
- 5
o . . Poe
B
w
5
T
i
a
o - 5 o -
- k=)
o
[
= - o -
T T T T T T T T T T T T T T
-3 -2 =1 0 1 2 3 -3 -2 =1 Q 1 2 3

% reduction in trans-effects % reduction in trans-effects



-log10{P-value of megiation)

~log10{P=value of mediation)

15

10

16

10

Heart_Atrial_Appendage

A. AdJust Known Covariates Only

L]
T
-3
% reduction in trans—effects
C. Adjust Known + Adaptively Selected PEER
" see ase
L]
-
-
»
e
*
L]
-»
- .
)
[
-
T T T T T T
-3 -2 =1 0 1 2

% reduction in trans-effects

—log10{P-value of mediation)

~log10{P-value of mediation)

15

10

15

10

=]

B. Adjust Known + All FEER

- L
a .
*
L
L *
E 1
. '
+ 3% 2 .0
»
T T T T T T T
-3 -2 -1 a 1 2 3

% reduction in trans—effects

. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)

% reduction in trans-effects



-log10{P-value of megiation)

~log10{P=value of mediation)

15

10

16

10

A. AdJust Known Covariates Only

Heart_Left_Ventricle
B. Adjust Known + All FEER

% reduction in trans-effects

L1} - - 8 -
w
aid
5 .,
= . .
. :
e 2 -
k] o]
©
2 .
. ‘g -
a -
. ERRI -
. . 3
T
b o -

T T T T T T T
-3 3 -3 -2 -1 a 1 2 3
% reduction in trans—effects % reduction in trans—effects

C. Adjust Known + Adaptively Selected PEER D. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)
- ) . ) X .
- . o4 . .
3’ 5 :
é L] -
] -
* e
o
" g + 7 13
- 5 -
T
\’ -
a
3 w o .
=)
9
[ - ..
o
T T T T T T T T T T T T T T
-3 -2 =1 0 1 2 3 -3 -2 =1 Q 1 2 3

% reduction in trans-effects



-log10{P-value of megiation)

~log10{P=value of mediation)

15

10

16

10

A. AdJust Known Covariates Only

-
-
L]
.
T T T T T T
-3 -2 =1 0 1 2
% reduction in trans—effects
C. Adjust Known + Adaptively Selected PEER
-
-
L]
.
-
: -
v
.
»
i
)
T T T T T T
-3 -2 =1 0 1 2

% reduction in trans-effects

Liver

—log10{P-value of mediation)

~log10{P-value of mediation)

15

10

15

10

B. Adjust Known + All FEER

% reduction in trans—effects

. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)

% reduction in trans-effects



-log10{P-value of megiation)

~log10{P=value of mediation)

16

10

A. AdJust Known Covariates Only

‘e

% reduction in trans—effects

C. Adjust Known + Adaptively Selected PEER

% reduction in trans-effects

Lung

—log10{P-value of mediation)

~log10{P-value of mediation)

15

10

15

10

B. Adjust Known + All FEER

% reduction in trans—effects

D. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)

% reduction in trans-effects



-log10{P-value of megiation)

~log10{P=value of mediation)

15

10

16

10

A. AdJust Known Covariates Only

Muscle_Skeletal

-
- w
-~
=
=
k=]
b
- . E S+
B
©
2
@
i
. a
— e s w o
. B
2
T
- o -
T
-3
% reduction in trans—effects
C. Adjust Known + Adaptively Selected PEER D.
] oo
=4
- é
Iz
b
— 5 S
B
w
=2
T
i
- L 5 4
3
=)
o
[
. o
T T T T T T T
-3 -2 =1 0 1 2 3

% reduction in trans-effects

B. Adjust Known + All FEER

% reduction in trans—effects

. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)

% reduction in trans-effects



-log10{P-value of megiation)

~log10{P=value of mediation)

15

10

16

10

A. AdJust Known Covariates Only

Nerve_Tibial

13}
-~
=
=
k=]
b
g =
©
2
@
i
a
= I3}
B
2
T
o
% reduction in trans—effects
C. Adjust Known + Adaptively Selected PEER
.
- [t}
=4
]
. E
5
=]
. B
w
=2
T
i
a
5 (8]
=)
o
[
o
T T T T T T T
-3 -2 =1 0 1 2 3

% reduction in trans-effects

B. Adjust Known + All FEER

% reduction in trans—effects

. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)

% reduction in trans-effects



-log10{P-value of megiation)

~log10{P=value of mediation)

15

10

16

10

A. AdJust Known Covariates Only

.
.
-
-
T T T T T T
-3 -2 =1 0 1 2
% reduction in trans—effects
C. Adjust Known + Adaptively Selected PEER
oas
L]
-
A »
-
T T T T T T
-3 -2 =1 0 1 2

% reduction in trans-effects

Qvary

—log10{P-value of mediation)

~log10{P-value of mediation)

15

10

15

10

B. Adjust Known + All FEER

-e
.
-
- .
.
.
- ..
.
.., .
T T T T T T T
-3 -2 -1 a 1 2 3

% reduction in trans—effects

. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)

-
- -
-
-
.
..
.
Ly ) ’-i':_
L] -
-
T T T T T T T
-3 -2 -1 a 1 2 3

% reduction in trans-effects



-log10{P-value of megiation)

~log10{P=value of mediation)

15

10

16

10

A. AdJust Known Covariates Only

Pancreas

B. Adjust Known + All FEER

L L] 2 nasas -
w _| L)
=

g
E >
k-1
Eoe -
B
3 .
] -
7 ]
[ " e
5
= . . * [
) o
T e

» --

o -

T T T T T T T T
-3 -3 -2 -1 a 1 2 3
% reduction in trans—effects % reduction in trans—effects

C. Adjust Known + Adaptively Selected PEER D. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)
. - - "m e

. o .

. . . *e
5

’ ‘.E . L
5

E a _] a®
-« ~o E . o
=2 -
T
i
a
. = w -
. =)
o
[
. L] .
.
o -
T T T T T T T T T T T T T
-3 -2 =1 0 1 2 -3 -2 =1 Q 1 2 3

% reduction in trans-effects

% reduction in trans-effects



Pituitary

A. AdJust Known Covariates Only B. Adjust Known + All FEER

-log10{P-value of megiation)

15

10

~log10{P=value of mediation)

16

10

- - e L]
[Ty -
aid
. _
- 5
]
. o
L] 2 o
. E
° . 5
3 [
@
7 .
oo .
B
2
T
- ...I'
.
o -
T T T T T T T T
3 -3 -2 -1 a 1 2 3
% reduction in trans—effects % reduction in trans—effects
C. Adjust Known + Adaptively Selected PEER D. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)
ae « o
O s
=4
]
E]
5
- E o
., 5 -
w L
5
.® * $
. a
. 5 @
e . -« " E
- T
“w ﬁ. * .
o
T T T

-1 0 1

% reduction in trans-effects

T
2

% reduction in trans-effects



-log10{P-value of megiation)

~log10{P=value of mediation)

15

10

15

10

A. AdJust Known Covariates Only

-3
% reduction in trans—effects
C. Adjust Known + Adaptively Selected PEER
-
. .
.
.
L]
. jetn
-
T T T T T
-3 -2 =1 0 1

% reduction in trans-effects

Prostate

—log10{P-value of mediation)

~log10{P-value of mediation)

8 10 12

8

10

B. Adjust Known + All FEER

% reduction in trans—effects

. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)

% reduction in trans-effects




-log10{P-value of megiation)

~log10{P=value of mediation)

15

10

16

10

Skin_Not_Sun_Exposed_Suprapubic

A. AdJust Known Covariates Only

- o = - L
- -
.
_I
e
-
L]
-
T
-3
% reduction in trans—effects
C. Adjust Known + Adaptively Selected PEER
.
-
.
T T T T T T
-3 -2 =1 0 1 2

% reduction in trans-effects

—log10{P-value of mediation)

~log10{P-value of mediation)

15

10

15

10

B. Adjust Known + All FEER

» smme e
.« *
.
.
.
. ..
. [
P 3
2o
'
» .
. .
T T T T T T T
-3 -2 -1 Q 1 2 3

% reduction in trans—effects

. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)

% reduction in trans-effects



-log10{P-value of megiation)

~log10{P=value of mediation)

Skin_Sun_Exposed_Lower_leg

A. AdJust Known Covariates Only

% reduction in trans—effects

C. Adjust Known + Adaptively Selected PEER

o .ot
(3]
. -
LTS
L]
(=T

% reduction in trans-effects

—log10{P-value of mediation)

~log10{P-value of mediation)

15

10

15

10

B. Adjust Known + All FEER

% reduction in trans—effects

. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)

% reduction in trans-effects




-log10{P-value of megiation)

~log10{P=value of mediation)

15

10

16

10

Small_Intestine_Terminal_lleum

A. AdJust Known Covariates Only

% reduction in trans—effects

C. Adjust Known + Adaptively Selected PEER

% reduction in trans-effects

—log10{P-value of mediation)

~log10{P-value of mediation)

15

10

B. Adjust Known + All FEER

% reduction in trans—effects

. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)

H
-
.
-
..
. .
‘. .
e .
S AR :
T T T T T T T
-3 -2 -1 Q 1 2 3

% reduction in trans-effects



-log10{P-value of megiation)

~log10{P=value of mediation)

15

10

16

10

A. AdJust Known Covariates Only

-
T
-3
% reduction in trans—effects
C. Adjust Known + Adaptively Selected PEER
==
— a -
L L]
-
L)
.
.
.
- - .
-
- [
. * 'l. -
— . .
T T T T T T
-3 -2 =1 0 1 2

% reduction in trans-effects

Spleen

B. Adjust Known + All FEER

-
w
aid
=
= -
g
b
E S+
B
3 3
‘g -
a
g v
B
2
T
o -
T T T T T
-3 -2 -1 a 1 2 3
% reduction in trans—effects
D. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)
- . -
v
=4
.
g .
E]
5
£ e
B
z .
w L]
i
L 5 4
3
=)
3
T
.
o L}
T T T T T T T
-3 -2 =1 Q 1 2 3

% reduction in trans-effects



-log10{P-value of megiation)

~log10{P=value of mediation)

15

10

16

10

A. AdJust Known Covariates Only

Stomach

.
=
=
g
. b
E
* 5
©
2
@
. i
[ @
. g
- %
T
L
T
3
% reduction in trans—effects
C. Adjust Known + Adaptively Selected PEER
. > -
- -

£
- o
. . - E
. E
B
w
=2
T
i
<
3
. g
T

T T T T T T T

-3 -2 =1 0 1 2 3

% reduction in trans-effects

15

10

15

10

B. Adjust Known + All FEER

% reduction in trans—effects

D. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)

. s emes o
-
1 .
an
L]
.

% reduction in trans-effects



-log10{P-value of megiation)

~log10{P=value of mediation)

16

10

A. AdJust Known Covariates Only

C. Adjust Known + Adaptively Selected PEER

% reduction in trans—effects

% reduction in trans-effects

Testis

—log10{P-value of mediation)

~log10{P-value of mediation)

15

10

15

10

B. Adjust Known + All FEER

% reduction in trans—effects

. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)

S XY

% reduction in trans-effects




-log10{P-value of megiation)

~log10{P=value of mediation)

16

10

A. AdJust Known Covariates Only

% reduction in trans—effects

C. Adjust Known + Adaptively Selected PEER

R R

- e
. * :‘
. . X
. o,

% reduction in trans-effects

Thyroid

—log10{P-value of mediation)

~log10{P-value of mediation)

15

10

15

10

B. Adjust Known + All FEER

% reduction in trans—effects

. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)

" mseon emmmmes

LI ’.'. *

. *
. s .
.
L]

T T T T T T T
-3 -2 =1 Q 1 2 3

% reduction in trans-effects



-log10{P-value of megiation)

~log10{P=value of mediation)

15

10

16

10

A. AdJust Known Covariates Only

.
. Ll *
L]
L
L
L] L
YT
- - - - .
‘¢ - ] s e
KRN A -t
. .Y ]
s ]
T T T T T T
-3 -2 =1 0 1 2
% reduction in trans—effects
C. Adjust Known + Adaptively Selected PEER
»
.
-
- * *
N
L]
T T T T T T
-3 -2 =1 0 1 2

% reduction in trans-effects

Uterus

—log10{P-value of mediation)

~log10{P-value of mediation)

15

10

B. Adjust Known + All FEER

.
.
-
a *
. - F
L -
-
. % .
.
T T T T T T T
-3 -2 -1 a 1 2 3

% reduction in trans—effects

. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)

% reduction in trans-effects



-log10{P-value of megiation)

~log10{P=value of mediation)

15

10

16

10

A. AdJust Known Covariates Only

-
L)
.
-
.
T T
-3 2
% reduction in trans—effects
C. Adjust Known + Adaptively Selected PEER
.
-
.
.
.
»
-
. i .
. e *
o
-
T T T T T T
-3 -2 =1 0 1 2

% reduction in trans-effects

Vagina

—log10{P-value of mediation)

~log10{P-value of mediation)

12

10

15

10

B. Adjust Known + All FEER

% reduction in trans—effects

. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)

% reduction in trans-effects




-log10{P-value of megiation)

~log10{P=value of mediation)

15

10

16

10

A. AdJust Known Covariates Only

Whole_Blood

13}
-~
. 5
]
. B
E S
B
©
2
@
i
. a
= I3}
B
2
T
o
T
3
% reduction in trans—effects
C. Adjust Known + Adaptively Selected PEER
[t}
-
£
E]
b
e 2
B
w
=2
T
i
a
5 (8]
=)
- 3
T
o
T T T T T T
-3 -2 =1 0 1 3

% reduction in trans-effects

B. Adjust Known + All FEER

% reduction in trans—effects

. Adjust Known Covariates + Adaptively Selectad PC (Final Analysis)

% reduction in trans-effects




Supplemental Figure S2. Histograms of mappability for cis-genes that appear to mediate a trans-eQTL
(mediation P<0.05), stratified by number of trans targets and number of tissues. On the left side, A shows
all cis-mediators, B shows those with >2 trans targets, and C shows those >4 trans targets. On the right
side, D shows all trans targets of cis-mediators, E contains only the cis-mediators showing evidence of

mediation in >2 tissues, and F contains only the cis-mediators showing evidence of mediation in >3
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Supplemental Figure S3. Alignment of IF144 (query) and IFI44L (Sbjct) mRNA sequences shows two

regions of similarity. Results obtained from NCBI BLAST (https://blast.ncbi.nim.nih.gov/Blast.cgi).
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