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The stroke outcome is highly variable and depends on multiple factors, including genetics. Proteome-Wide Association
studies (PWAS) could help to identify how genetic variants are affecting the stroke outcome through the modulation
at the proteomic level.

To identify new protein biomarkers for the long-term outcome (modified Rankin scale at three months (mRS3))
combining genomics and proteomics data.

Table 1: Significant PWAS results in the Discovery, Replication 1, Replication 2 and meta-

e ————————————————— analysis
We performed d four-stage PWAS using FUSION. DISCOVERY REPLICATION1 REPLICATION2 Ar:;(‘:.s
Discovery: dorsolateral prefrontal cortex (dPFC) b | oqml oarLz PWAS PWAS COLOC _ TTpQTL PWAS PWAS|  TpQTL PWA PWA |  Q
proteomic data from the ROS/MAP cohort (1,475 —— =~ > £ £ ° £ £ 30 e
heritable proteins; 376 subjects) and the GODS stroke ~ mewa i’ 107 300 %05 05 Tl s ase U0 336 w08 23 g FOF O0F
OUtCOme GWAS (N=1'791 and 8'895’027 SNV)) 'GSTPl .r57941‘ 8.99 '_2 56'1'04E’ 0.7 .r51695‘-9 13‘ .06 .3.93E‘r5794‘ 9 .-0 06. 9.55 | 1.40E-.6.42E-4
6438 ' ' -02 ' ' ' -02 | 1648 ' E-01 02 01
Replication 1: dPFC proteomic dataset from the oLy TS8136 o oo L77E o 9619 . 9.3%E rs813 . 528 B.66E- 398E-
Banner Sun Health Research Institute (1,139 St U S [ . S o ol IS B ol Mo Bl
proteins; 152 su bjects) Figure 1: Conditional analysis
A
THEMS m
Replication 2: ROS/MAP proteomic dataset with a L RIADL B TORKH EEGI00I321 B L S100NIL B
new mRS3 GWAS (N=688; 7,502,471 SNV). L TR e e e
We validated the results’ causality with a Bayesian £ 5o
colocalization analysis and Summary-based-data Sl I o
Mendelian Randomization (SMR). B R AL b
All the PWAS were meta-analyzed with the adaptively . o
weighted Fisher’s method. chr 1 physical posiion (ME)
’ s iy "
Three proteins were significantly associated with the g
mMRS3 (P < 0.05) in the discovery with high posterior { 7 Far
probability 4 in the colocalization. The three proteins Bosq ¢ AR S ,
were significant in the Replication1 but only THEM4 ood T, L e TR P P
in the Replication2 (Table 1 and Figure 1). THEMA4

chr 1 physical position (MB)

and APOL2 were significant after Bonferroni

adj ustment in the meta-ana Iysis (Table 1 ) Conditional analysis for the GODS GWAS used in the discovery (A) and for the new GWAS

with GODS criteria used in the Replication 2 (B).

. . Table 2: Significant SMR result
The SMR results confirmed the causal association an’e < >gnitican restits

of THEM4 and APOL2 with the stroke outcome sene PSMR | seSMR | PSMR
(Table 2). . THEMA4 . 0.62 . 0.21 ‘ 2.85E-03 '

APOL2 -0.84 0.32 9.40E-03

Funding: EPIGENESIS project (Carlos Il Institute/ Fondo Europeo de Desarrollo Regional (FEDER)- P117/02089,

: : - Maraté TV3 and Fundacié MutuaTerrassa), MAESTRO project (Carlos lll Institute/ FEDER - PI18/01338), iBioStroke

Our rESUItS Indlcated that the StrOke OUtcome IS project (Eranet-Neuron, European research grants), the EPINEXO project- P120/00678 (Carlos Ill Institute /

: - T-- FEDER), SEDMAN Study (Boehringer Ingelheim), APHAS Study (Pfizer/Bristol Myers), Fondo Europeo de

mOdUIa_tEd by genEtlc Va.rlants through a CIs Desarrollo Regional (FEDER), 2017SGR-1427 (AGAUR), the RETICS Network INVICTUS + and the RICORDS
regulation at the proteomic level. Stroke network.

NC, CG, JC,EM,LLL, JMC, IFC and JK have nothing to disclose,

2*"" Fundacio
Stroke enomics B %...%t Docéncia i Recerca _ : :
santp “# MatuaTerrassa Contact: natalia.cullell@gmail.com




