Figure S1. Co-localization analyses support a causal role of proteins in BMI-unadjusted adult type 2 diabetes (A-F,
H&I), BMI-adjusted adult type 2 diabetes (G), and youth-onset type 2 diabetes (J-L). The cis-pQTLs of each protein is
displayed as a purple diamond. The P-values of the SNPs were extracted from the adult type 2 diabetes GWAS by
Mahajan et al (A-I), and from youth-onset type 2 diabetes by Srinivasan et al (J-L), and from the protein GWAS by
Sun et al. The dots in the scatter plots represent SNPs and are colored according to their linkage disequilibrium (LD) to
the colocalization lead variant (cis-pQTL). LD i1s calculated based on the 1000 Genomes phase 3 European reference.
A. Co-localization analysis of the cis-pQTL for MRC2 (rs11657101) B. Co-localization analysis of the cis-pQTL for
ATPIB2 (rs rs858518) C. Co-localization analysis of the cis-pQTL for SPATA20 (rs8077755) D. Co-localization
analysis of the cis-pQTL for HP (rs8051717) E. Co-localization analysis of the cis-pQTL for ABO (rs505922) F. Co-
localization analysis of the cis-pQTL for MANSC4 (rs10842994). G. Co-localization analysis of the cis-pQTL for
EROILB (rs2463185) with BMI-adjusted type 2 diabetes. H. Co-localization analysis of the cis-pQTL for PAM
(rs115505614). 1. Co-localization analysis of the cis-pQTL for MANBA (rs7674212). J. Co-localization analysis of the
cis-pQTL for GDF15 (rs10577640) with youth-onset type 2 diabetes. K.Co-localization analysis of the cis-pQTL for
SVEP1 (rs61751937) with youth-onset type 2 diabetes. L. Co-localization analysis of the cis-pQTL for ABO
(rs505922) with youth-onset type 2 diabetes.



cisQTL -10g14(P)

[

MRC2-adult type 2 diabetes

o

o
a
Q4
o
o
|
2
2
<
o Q
’ ()]
= 0
i o =
..
ec %11657109
Qo » O
o = 9
o ‘ 0.8 ~
. \
06 &,
04
'._
02 o
@ 34
‘O
2 4 6 60.3 60.6 60.9

T2D-GWAS -log4o(P) chr17 (Mb)



cisQTL -log4o(P)

201

104

0-1

ATP1B2-adult type 2 diabetes

& r3858518$.
8 o
o = 7]
o
oS
O |
o] ()]
$ . =
=
rs858518@ O
®e 8 '
o a
%) ~
O o] = 0
’% 30 g
r2
. [ ] a\
® Mos L] rs85851
2 6
¢ 2 0.4
o o2
L)
.‘ CI)
(E' é 3, ?'2 7.'5 7'8 8?0

T2D-GWAS -log+,(P) chr17 (Mb)



)

20 1

cisQTL -logq4(P)

0+

10 1

SPATA20-adult type 2 diabetes

O
F 4 6 4 rs8077755
° o
> 44
(@] ° (_l)
o] w
<L
; 2
G
(o)
N
° — 0
o]
%
2
° r 20 ‘
a o
o 08 < o
3 &
| e
=10 rs8077755
g /
(&

L] L L] L L L)
2 - 6 48.3 48.6 48.9

T2D-GWAS -log+,(P) chr17 (Mb)



D)

200 1

cisQTL -log4o(P)

o

100 4

HP-adult type 2 diabetes

o ¢® rs8051717
o oy
=]
(@)]
o
|
o @
Q@
OQ3 (91
= — 0
& ¢
@ oR
200 -
o
150
10(
F‘C
0 2 4 716 718 720 722 724 726

T2D-GWAS -10g14(P) chr16 (Mb)



E) ABO-adult type 2 diabetes

\..u_r55-05922 rs505922
b ¢
300 -
o) @ o o
: 3 g
(4 8’ (o}
o e o
0o w
X2 <
< 3
%
o 2001 )
S e
b g 15505922
o) 00 4
}_ 2 SUU .
: , e
o gy
Q.
100 - ® 08 "6 6
% 200
0.6 =
% &
0.4 e
= & %%
0.2 O 1C|C
7
‘©
0
0 3 6 9 1356 13:5.9 1325.2 13::, 5

T2D-GWAS -log,(P) chr9 (Mb)



0
o
'

cisQTL -10gso(P)

o
A

MANSC4-adult type 2 diabetes

. rs10842994
g 20 1
o o 15
€ 3 4
-
T 10
8 %)
r510%2994 <
® =
o G
S
® = 0
& 120 g
O
o e} |'2 %
® =~ 90-
! 08 & 0510842994
® 0.6 4 6
= 60-
S 1 04 #
o -
02 o L
2 30 )
5 10 15 20 27.6 27.9 28.2
T2D-GWAS -logqs(P) chr12 (Mb)



G) ERO1LB-adult type 2 diabetes

rs2463185
. ’r52463185
® -~
a
S 47
¢ 8
|
U) -~
40 1 & <§( <
o ° O
Q .Ooo o
2 N o4
8 - "
|
ad
-
c
@
© 201 B o
i
o
°
|
-
5 201
w
c
0-
01

0 2 4 236.1 2364 2367
T2D-GWAS -log(P) chr1 (Mb)



H)

60 +

40 4

cisQTL -log44(P)

20 1 ®

0.8

Ol 0.6

0.4
0.2

rs 11550561 4?

e
B
0-'

Ll
- o e
0 10 20

T2 D'GWAS — |Og10(P)

30

T2D-GWAS - |Og1o(P)

cisQTL - |Og1Q(P)

A0 -

U

A
20 A1

PR
U1

60 1

20 1

PAM-adult type 2 diabetes

o)
oa® s 19505614.

102.0

102.2 102.5

chr5 (Mb)



w0

cisQTL -log4o(P)

MANBA-adult type 2 diabetes

rey 67421
° Qg .

5 = 7.5
& &po =
o >

O 501
|
. %)
<C

rs7674212 < 25
o =

N ~

o l_ 0.0 4

—~ 90 -
Q
0a © >

# L 5p4
[s) |
.i | =
Ce @]

0 0 304
(&

i o

0.0 25 5.0 7. 1032 1035 1038 104.0
T2D-GWAS -log+,(P) chrd (Mb)

o]



J) GDF15-youth onset-type 2 diabetes

100 1 oo
s
Q
o
. [®]
& :
2 °
=% 50 o o
- o
o o 2
v [e)
(&)
8¢ 0.8
(o]
£ ® o
2\_-.-1 ® ‘ 0.6
g 0.4
Q
¥ oo aea rs105H6%0
° o J.@ o®
0 - e o

L) L] L] L]
0 1 2 3

T2D-GWAS - log;o(P)

T2D-GWAS -log1(P)

cisQTL -logqo(P)

..rs1 057‘640 ‘

18.0 18.2 18.5 18.8 19.0

chr19 (Mb)



K) SVEP1-youth onset -type 2 diabetes

50 - §61751937
& 5
‘.é
° g
40 1 _I
® 2N
. S
[} o
o 9
a a)
- 30 o O N 0
o) ="
o
| ”
’__j 50
, 2
@ 201 : i ©
o ey Y
08 % { o
0.6 8’ 30 ® O
10 1 04 |
— 201
0.2
G
B 1
o
04
0 1 2 113.0 113.2 113.5 113.8

T2D-GWAS -logq,(P) chr9 (Mb)



L)

cisQTL -logq(P)

2004

100 1

ABO-youth onset -type 2 diabetes

T2D-GWAS -log,(P)

cisQTL -logqo(P)

rs505922
v oy Wy
¢ o
o “
®
0]
O
R
Ce
]
2
0.8
L J
0.6
0.4
0.2
NS T

T2D-GWAS -log;4(P)

N

rs505922

!
1

200 1

v
e
[
®

(o]

<

A

rs505922

135.9

136.2

chr9 (Mb)

T
136.5



