SUPPLEMENTARY TABLE 8. Over-represented Pathways and Gene Ontology for the Upregulated Exons

Cardioembolic Ischemic Stroke

SIGNIFICANTLY ENRICHED CANONICAL PATHWAYS OF CARDIOEMBOLIC ISCHEMIC STROKE

Ingenuity Canonical B-H p- .
- - Molecules
Pathways log(p-value) value Ratio
Semaphorin Signaling 6.9E-03- 1.89E-
. PLXNB1
in Neurons 1.41€00 7.47E-02 02
GENE ONTOLOGY OF CARDIOEMBOLIC ISCHEMIC STROKE
Annotation Cluster 1 Enrichment Score: 1.5478345985149118
List Pop Pop Fold L
o
Category Term Count % PValue Genes Total | Hits | Total | Enrichment Benjamini | FDR
GOTERM_MF_FAT GO0:0046872~metal ion binding 9 47.37 0.03 STEAP3, ZNF33A, UPF1, LPP, ZNF417, ZNF814, TRPV5, TTN, SLC10A1 14 4140 12983 2.02 0.89 24.97
GOTERM_MF_FAT  G0:0043169~cation binding 9 47.37 0.03 STEAP3, ZNF33A, UPF1, LPP, ZNF417, ZNF814, TRPVS5, TTN, SLC10A1 14 4179 12983 2.00 0.69 26.24
GOTERM_MF_FAT  G0:0043167~ion binding 9 47.37 0.03 STEAP3, ZNF33A, UPF1, LPP, ZNF417, ZNF814, TRPVS5, TTN, SLC10A1 14 4241 12983 1.97 0.58 28.33
Annotation Cluster 2 Enrichment Score: 1.4272404656779223
List Pop Pop Fold L
9
Category Term Count % PValue Genes Total | Hits | Total | Enrichment Benjamini | FDR
GOTERM_CC_FAT GO0:0005887~integral to plasma membrane 4 21.05 0.03 PLXNB1, PTPRN2, TRPVS5, SLC10A1 9 1188 12782 4.78 0.75 25.81
GOTERM_CC_FAT  GO0:0031226"intrinsic to plasma membrane 4 21.05 0.03 PLXNB1, PTPRN2, TRPV5, SLC10A1 9 1215 12782 4.68 0.53 27.17
GOTERM_CC_FAT  GO:0044459~plasma membrane part 5 26.32 0.03 PLXNB1, LPP, PTPRN2, TRPV5, SLC10A1 9 2203 12782 3.22 0.40 27.86
GOTERM_CC_FAT GO0:0005886~plasma membrane 6 31.58 0.05 STEAP3, PLXNB1, LPP, PTPRN2, TRPV5, SLC10A1 9 3777 12782 2.26 0.46 40.79
Annotation Cluster 3 Enrichment Score: 1.228190007997564
List Pop Pop Fold L
o
Category Term Count % PValue Genes Total | Hits | Total | Enrichment Benjamini | FDR
GOTERM_BP_FAT  G0:0030001~metal ion transport 3 15.79 0.05 STEAP3, TRPVS5, SLC10A1 12 465 13528 7.27 1.00 48.17
GOTERM_CC_FAT GO0:0005886~plasma membrane 6 31.58 0.05 STEAP3, PLXNB1, LPP, PTPRN2, TRPV5, SLC10A1 9 3777 12782 2.26 0.46 40.79
GOTERM_BP_FAT  G0:0006812~cation transport 3 15.79 0.07 STEAP3, TRPVS5, SLC10A1 12 553 13528 6.12 1.00 59.48

Large Vessel Ischemic Stroke

SIGNIFICANTLY ENRICHED CANONICAL PATHWAYS OF LARGE VESSEL ISCHEMIC STROKE

Ingenuity Canonical -log(B-H
genulty ! -log(p-value) 8l Ratio Molecules
Pathways p-value)
Oxidized GTP and 3.33E-
xdized BT and 5 44k00 1E00 NUDT1

dGTP Detoxification




UDP-N-acetyl-D-

1.67E-

glucosamine 2.14E00 1E00 01 GNPNAT1
Biosynthesis Il
Glycoaminoglycan- 1.43F
protein Linkage 2.08E00 1E00 0‘1 B3GAT3
Region Biosynthesis
UDP-N-acetyl-D- 111E-
galactosamine 1.97E00 1E00 0'1 GNPNAT1
Biosynthesis Il
Thyroid Hormone
Metabolism Il (via —, )cqq 70201 2% B3gars
Conjugation and/or 02
Degradation)
Nuclejotlde Excision 138600 7.92E-01 2.86E- ERCCS
Repair Pathway 02
GENE ONTOLOGY OF LARGE VESSEL ISCHEMIC STROKE
Annotation Cluster 1 Enrichment Score: 1.9116473785151364
List Pop Pop Fold .
Category Term Count % PValue Genes Total | Hits | Total | Enrichment Benjamini | FDR
GOTERM_CC_FAT  GO0:0070013~intracellular organelle lumen 8 26.667 0.01 PDK1, ERCC5, PNMA3, CENPF, PCSK6, DIMT1L, DNAJA3, CBX5 20 1779 12782 2.87 0.64 11.29
GOTERM_CC_FAT GO0:0043233~organelle lumen 8 26.667 0.01 PDK1, ERCC5, PNMA3, CENPF, PCSK6, DIMT1L, DNAJA3, CBX5 20 1820 12782 2.81 0.43 12.68
GOTERM_CC_FAT GO0:0031974~membrane-enclosed lumen 8 26.667 0.01 PDK1, ERCC5, PNMA3, CENPF, PCSK6, DIMT1L, DNAJA3, CBX5 20 1856 12782 2.75 0.34 13.98
Annotation Cluster 2 Enrichment Score: 1.6656724740255078
List Pop Pop Fold L
0
Category Term Count % PValue Genes Total | Hits | Total | Enrichment Benjamini | FDR
10043066 negati lation of
GOTERM_BP_FAT S’Sjg:’o:ifse negative regulation o 4 13.333 0.01 ERCCS, RIPK2, PCSK6, DNAJA3 20 354 13528 7.64 1.00 16.49
:0043069~negati lation of
GOTERM_BP_FAT  C0:0043069™negative regulation o 4 13.333 0.01 ERCCS, RIPK2, PCSK6, DNAJA3 20 359 13528 7.54 0.95 17.07
programmed cell death
GOTERM_BP_FAT jgf: 60548~ negative regulation of cell 13.333 0.01 ERCCS, RIPK2, PCSK6, DNAJA3 20 360 13528 7.52 0.87 17.19
GOTERM_BP_FAT  G0:0042981~regulation of apoptosis 4 13.333 0.10 ERCCS5, RIPK2, PCSK6, DNAJA3 20 804 13528 3.37 0.96 77.51
Annotation Cluster 3 Enrichment Score: 1.3439751095199926
List Pop Pop Fold L
0
Category Term Count % PValue Genes Total | Hits | Total | Enrichment Benjamini | FDR
GOTERM_BP_FAT ig;ggrliiﬁii negative regulation of 4 13.333 0.03 LMCD1, CENPF, NSD1, CBX5 20 459 13528 5.89 0.94 30.30
GOTERM_MF_FAT  G0:0003682~chromatin binding 3 10 0.03 CENPF, NSD1, CBX5 24 150 12983 10.82 0.98 28.76
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Lacunar Ischemic Stroke

SIGNIFICANTLY ENRICHED CANONICAL PATHWAYS OF LACUNAR ISCHEMIC STROKE

Ingenuity Canonical -log(B-H
genuity : -log(p-value) gl Ratio Molecules
Pathways p-value)
Eumelanin 2.34E00 7.036-01 2.5E-01 DDT
Biosynthesis
G Protein Signaling L43E00 6.15E-01 3.03E- GNG3

Mediated by Tubby

GENE ONTOLOGY OF LACUNAR ISCHEMIC STROKE

Not Available with 0.1 Ease

Intracerebral Hemorrhagic Stroke

SIGNIFICANTLY ENRICHED CANONICAL PATHWAYS OF INTRACEREBRAL HEMORRHAGIC STROKE
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Pathways
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Endocytic Pathways 02
VEGF Signaling 1.35E00 5E-01 3.3E-02 SHC1,AKT1,PDGFC
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mediated 3.23E
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Monocytes
- 3.19E-
PPAR Signaling 1.31E00 5E-01 02 SHC1,SRA1,PDGFC
. . . 2.53E-
Tec Kinase Signaling  1.31E00 5E-01 02 GTF2I,ITGA5,GNGS5,ITGA4
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Glioma Signaling 1.3E00 5E-01 02 SHC1,AKT1,PDGFC
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Signaling 02
GENE ONTOLOGY OF INTRACEREBRAL HEMORRHAGIC STROKE
Annotation Cluster 1 Enrichment Score: 2.0008035747785273
List P P Fold
Category Term Count % PValue Genes s 9p op X ° Benjamini FDR
Total | Hits | Total Enrichment
RGPD6, SCAMP1, ARL6IP1, FYB, RGPD5, RGPD8, SCAMP2, RAB5C, CHMP5,
GOTERM_BP_FAT  G0:0015031~protein transport 19 10.053 6.74E-04 NAPB, CLTC, AKT1, SFT2D2, AP1S2, TOMMS6, ATGA4C, LYST, FXC1, 138 762 13528 2.44 0.57 1.09

TOMMA40L, RAB5A, PPP3CB




G0:0045184~establishment of protein

RGPD6, SCAMP1, ARL6IP1, FYB, RGPDS5, RGPD8, SCAMP2, RAB5C, CHMPS,

GOTERM_BP_FAT °~ """ 19 10.053 7.50E-04 NAPB, CLTC, AKT1, SFT2D2, AP152, TOMMS6, ATG4C, LYST, FXCL, 138 769 13528 2.42 037 121
TOMMA40L, RABSA, PPP3CB
RGPD6, SCAMP1, ARL6IP1, FYB, RGPD5, RGPD8, SCAMP2, RABSC, CHMPS,
GOTERM_BP_FAT  G0:0008104~protein localization 19 10.053 3.43E-03 NAPB, CLTC, AKTL, SFT2D2, AP152, TOMMS, ATG4C, LYST, FXCL, 138 882 13528 2.11 0.76 5.43
TOMMA40L, RABSA, PPP3CB
RGPD6, ARL6IP1, FYB, SCAMPL, RGPD5, RGPD8, SCAMP2, KIF5B, CHMP5
GOTERM_BP_FAT  GO:0046907~intracellular t t 15 7.9365 6.75E-03 g TS g ' ' s KPS '’ 138 657 13528 2.24 0.88 10.42
- intraceflufar transpor NAPB, CLTC, AKT1, AP152, ATG4C, LYST, FXC1, PPP3CB
GOTERM_BP_FAT  GO:0006886~intracellular protein transport 9 47619 3.64E-02 FYB, ARL6IP1, AKT1, AP1S2, ATG4C, FXCL, PPP3CB, NAPB, CLTC 138 374 13528 2.36 1.00 45.30
GOTERM_BP_FAT  GO:0034613~cellular protein localization 9 47619 5.75E-02 FYB, ARL6IP1, AKT1, AP1S2, ATG4C, FXCL, PPP3CB, NAPB, CLTC 138 411 13528 2.15 1.00 61.82
GOTERM_BP_FAT ESaﬂSZSZ? cellular macromolecule 9 47619 5.95E-02 FYB, ARL6IP1, AKT1, AP1S2, ATG4C, FXCL, PPP3CB, NAPB, CLTC 138 414 13528 2.13 1.00 63.10
GOTERM_BP_FAT  GO:0006605~protein targeting 6 3.1746 6.75E-02 FYB, ARL6IP1, AKT1, ATGAC, FXCL, PPP3CB 138 215 13528 2.74 0.99 67.90
Annotation Cluster 2 Enrichment Score: 1.946654262059368
List Pop Pop Fold .
T C PVal B FDR
Category erm ount % alue Genes Total | Hits | Total | Enrichment enjamini
SDCCAGS, SEPT2, KIF5B, TTLLS, DNHD1, CHEKL, DNAHL, WRN, AKTL
GOTERM_CC_FAT :0015630~mi | kel 1 4 54E-04 g s (PS8, 1 TLLS, ’ ’ » RIS, ARTL 12 49 12782 291 . 4
_CC_| G0:0015630~microtubule cytoskeleton 6 8.4656 3.54E-0 PBXIPL, CEP350, ATGAC, NAVL, LYST, FBXO5, CNTLN 8 549 8 9 0.09 0.46
FYB, CTTNBP2NL, SDCCAGS, SEPT2, KIFSB, DIAPH1, UBR4, DNHD1, TTLLS,
GOTERM_CC_FAT  GO:0005856cytoskeleton 23 12,169 1.70E-02 DNAH1, CHEKL, WRN, ZNF174, AKT1, MAST2, PBXIP1, NAV1, CEP350, 128 1381 12782 1.66 058 20.05
ATGAC, LYST, FAAH, FBXOS, CNTLN
CTTNBP2NL, SDCCAGS, SEPT2, HMGN2, DIAPH1, RPSL5A, TTLLS, DNAH1,
60:0043939~ ntracellular nom-membrane CHEKZ, ZNF174, AKT1, DCAF13, PBXIP1, DGCRS, FBXOS, CNTLN, ZWILCH,
GOTERM_CC_FAT ~*" "> T 37 19.577 1.85E-02 FYB, EXOSCY, KIF5B, UBR4, SYCE2, DNHD1, WRN, EXOSCL, ATRX, PAPOLA, 128 2596 12782 142 0.54 21.53
& MAST2, NAV1, APITD1, CEP350, ATG4C, LYST, FAAH, TEPL, RPS10, CORT,
TBX19
CTTNBP2NL, SDCCAGS, SEPT2, HMGN2, DIAPH1, RPS15A, TTLLS, DNAH1,
600043298 o membrane-bounded CHEK1, ZNF174, AKT1, DCAF13, PBXIP1, DGCRS, FBXOS, CNTLN, ZWILCH,
GOTERM_CC_FAT """ 37 19.577 1.85E-02 FYB, EXOSCY, KIF5B, UBR4, SYCE2, DNHD1, WRN, EXOSCL, ATRX, PAPOLA, 128 2596 12782 1.42 0.54 21.53
& MAST2, NAV1, APITD1, CEP350, ATG4C, LYST, FAAH, TEPL, RPS10, CORT,
TBX19
SDCCAGS, SEPT2, KIF5B, TTLLS, DNHD1, CHEKL, DNAHL, WRN, AKT1
TERM CC FAT : . . 00E- : , KIF5B, TTLLS, , , , WRN, AKTL, ‘ ‘ .
GOTERM_CC_ G0:0044430~cytoskeletal part 15 7.9365 9.00E-02 PBXIPL, CEP350, ATGAC. NAVL. FEXOS, CNTLN 128 952 12782 157 0.68 70.68
Annotation Cluster 3 Enrichment Score: 1.4567585294932377
Lst | P P Fold
Category Term Count % PValue Genes s (?p op X ° Benjamini FDR
Total Hits | Total Enrichment
GOTERM_CC_FAT _ G0:0030136~clathrin-coated vesicle 6 3.1746 0.01 SCAMPL, ATP7A, AP152, PI4K2A, RABSA, CLTC 128 132 12782 454 0.58 12.44
GOTERM_CC_FAT i\i;ggf:::s clathrin coated vesicle 4 21164 0.02 SCAMP1, AP1S2, PI4K2A, CLTC 128 53 12782 7.54 0.63 18.55
GOTERM_BP_FAT ﬁg;fngfgz post-Golgi vesicle-mediated 21164 0.02 SCAMP1, AP1S2, SCAMP2, CLTC 138 58 13528 6.76 0.99 29.07
GOTERM_CC_FAT  GO:0030135~coated vesicle 6 3.1746 0.02 SCAMP1, ATP7A, AP1S2, PI4K2A, RABSA, CLTC 128 159 12782 3.77 0.54 24.29




G0:0030140~trans-Golgi network transport 3

GOTERM_CC_FAT vesicle 1.5873 0.02 ATP7A, AP1S2, CLTC 128 24 12782 12.48 0.49 26.56
GOTERM_CC_FAT  GO0:0030133~transport vesicle 4 2.1164 0.03 ATP7A, AP1S2, PI4K2A, CLTC 128 66 12782 6.05 0.51 30.76
GOTERM_CC_FAT GO0:0030662~coated vesicle membrane 4 2.1164 0.04 SCAMP1, AP1S2, PI4K2A, CLTC 128 73 12782 5.47 0.54 37.96
GOTERM_CC_FAT GO0:0005768~endosome 8 4.2328 0.04 SCAMP1, ATP7A, SCAMP2, RAB5C, CHMPS5, PI14K2A, RAB5A, CYBASC3 128 315 12782 2.54 0.53 39.32
GOTERM_CC_FAT  GO0:0030659~cytoplasmic vesicle membrane 5 2.6455 0.05 SCAMP1, AP1S2, PI4K2A, RAB5A, CLTC 128 139 12782 3.59 0.60 48.53
GOTERM_CC_FAT GO0:0012506~vesicle membrane 5 2.6455 0.06 SCAMP1, AP1S2, PI4K2A, RAB5A, CLTC 128 151 12782 3.31 0.65 57.50
GOTERM_CC_FAT GO0:0044431~Golgi apparatus part 7 3.7037 0.07 SCAMP1, ATP7A, AP1S2, SCAMP2, PDGFC, CLIP3, CLTC 128 294 12782 2.38 0.68 62.65
ARL6IP1, SCAMP1, RGPD6, RGPD5, RGPD8, SCAMP2, CLTC, AP1S2, STT3A,

TERM FAT . ~ ) ] ) , , , A , , ) , ] ' _
GO _CC_| G0:0012505~endomembrane system 13 6.8783 0.09 INSIG2, SERINCL, PI4K2A, RABSA, PDGFC, ASPH 128 782 12782 1.66 0.69 69.95
GOTERM_CC_FAT GO0:0005798~Golgi-associated vesicle 3 1.5873 0.09 ATP7A, AP1S2, CLTC 128 51 12782 5.87 0.67 71.19
Annotation Cluster 4 Enrichment Score: 1.2483614903873126

List Pop Pop Fold L
Category Term Count % PValue Genes Total | Hits | Total | Enrichment Benjamini | FDR
GOTERM_BP_FAT  G0:0006665~sphingolipid metabolic process 4 2.1164 0.04 GBA2, SERINC1, LASS2, GALC 138 75 13528 5.23 1.00 48.90
GOTERM_BP_FAT ngii““rmembra”e lipid metabolic 2.1164 0.05 GBA2, SERINCI, LASS2, GALC 138 81 13528 4.84 1.00 55.78
GOTERM_BP_FAT  G0:0006672~ceramide metabolic process 3 1.5873 0.07 GBA2, LASS2, GALC 138 42 13528 7.00 1.00 67.83
GOTERM_BP_FAT  G0:0046519~sphingoid metabolic process 3 1.5873 0.08 GBA2, LASS2, GALC 138 45 13528 6.54 1.00 72.33
Annotation Cluster 5 Enrichment Score: 1.1612816039563372
List Pop Pop Fold L
0
Category Term Count % PValue Genes Total | Hits | Total | Enrichment Benjamini | FDR
GOTERM_CC_FAT GO0:0042470~melanosome 4 2.1164 0.06 RABS5C, RABSA, CLTC, PRDX1 128 89 12782 4.49 0.64 54.53
GOTERM_CC_FAT GO0:0048770~pigment granule 4 2.1164 0.06 RABS5C, RABSA, CLTC, PRDX1 128 89 12782 4.49 0.64 54.53
GOTERM_CC_FaT ~ 00:0009898internal side of plasma 7 37037 0.10 AP152, MTMR1, MAST2, RABSC, RABSA, CLTC, GNGS5 128 316 12782 2.21 0.67 72.75

membrane

Control Subjects

SIGNIFICANTLY ENRICHED CANONICAL PATHWAYS OF CONTROL SUBJECTS

Ingenuity Canonical

Pathways
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-log(p-value)
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3.35E00
02
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Molecules
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GENE ONTOLOGY OF CONTROL SUBJECTS
Annotation Cluster 1 Enrichment Score: 1.556431804209894

List Pop Pop Fold o
0,

Category Term Count % PValue Genes Total vits | Total Enrichment Benjamini FDR
GOTERM_CC_FAT  G0:0044432~endoplasmic reticulum part 4 21.053 0.00 TAP2, FOXRED2, HLA-DOB, PORCN 14 347 12782 10.52 0.30 4.79
GOTERM_MF_FAT GO0:0001882~nucleoside binding 5 26.316 0.07 IARS, ACTN4, TAP2, FOXRED2, HLA-DOB 14 1612 12983 2.88 1.00 52.67
GOTERM_CC_FAT G0:0005783~endoplasmic reticulum 4 21.053 0.07 TAP2, FOXRED2, HLA-DOB, PORCN 14 960 12782 3.80 0.94 52.80






