Impact of reperfusion on plasma oxylipins in ST-segment Elevation Myocardial Infarction
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Table S1: List of oxylipin compounds that were quantified in plasma of by reversed-phase

HPLC-MS/MS
pratye | pattway | G | i | QM | imernalstandard | T | mespore | Figg ™ o
(Da) (min) (ng/ul) (ng/ul)
PGD2 cox AA 351 271 (d4) PGD2.1S 7.91 228045 | 0.003 22.22
PGE2 cox AA 351 271 (d4) PGE2.IS 7.59 868273 | 0.003 22.22
5-HETE LOX AA 319 115 (d8) 5-HETE.IS 1713 | 090038 | 0.0002 22.22
5-0x0ETE LOX AA 317 203 (d7) 5-0x0ETE.IS 175 1.04473 | 0.0002 22.22
8-HETE LOX AA 319 155 (d8) 5-HETE.IS 16.66 1.24638 | 0.0009 22.22
9-HETE LOX AA 319 123 (d8) 5-HETE.IS 16.8 0.29958 | 0.003 2222
11-HETE LOX AA 319 167 (d8) 12-HETE.IS 16.39 7.67408 | 0.0009 2222
12-HETE LOX AA 319 135 (d8) 12-HETE.IS 1656 | 015621 | 0.003 22.22
12-0x0ETE LOX AA 317 153 (d7) 5-0x0ETE.IS 1654 | 0.12689 0.04 22.22
;‘;”liré"TrE LOX AA 265 109 (d8) 12-HETE.IS 13.29 2.40204 | 0.0002 22.22
15-HETE LOX AA 319 175 (d8) 15-HETE.IS 1605 | 085626 | 0.003 22.22
15-0x0ETE LOX AA 317 113 (d7) 5-0x0ETE.IS 1611 | 326434 | 00002 22.22
9-HOTIE LOX ALA | 293 171 (d4) 9-HODE.IS 14.46 150163 | 0.003 22.22
9-0x00TrE LOX ALA | 201 185 (d7) 5-0x0ETE.IS 14.96 22951 | 0.0002 22.22
13-HOTrE LOX ALA | 293 195 (d4) 13-HODE.IS 146 115092 | 0.003 22.22
5-HEPE LOX EPA | 317 115 (d8) 5-HETE.IS 1579 | 068513 | 0.003 22.22
12-HEPE LOX EPA | 317 179 (d8) 12-HETE.IS 15.32 173582 | 0.003 22.22
15-HEPE LOX EPA | 317 219 (d8) 15-HETE.IS 14.98 156695 | 0.148 22.22
4-HDoHE LOX DHA | 343 101 (d8) 5-HETE.IS 1732 | 039766 | 0.003 22.22
7-HDOHE LOX DHA | 343 141 (d8) 5-HETE.IS 1666 | 051513 | 0.0009 2222
8-HDoHE LOX DHA | 343 100 (d8) 5-HETE.IS 1673 | 025003 | 0.003 22.22
10-HDOHE LOX DHA | 343 153 (d8) 12-HETE.IS 16.35 1.68431 | 0.0002 22.22
14-HDOHE LOX DHA | 343 205 (d8) 15-HETE.IS 1629 | 078401 | 0.003 22.22
16-HDOHE LOX DHA | 343 233 (d8) 15-HETE.IS 1597 | 311823 | 0.0009 22.22
17-HDOHE LOX DHA | 343 245 (d8) 15-HETE.IS 16.03 0.2437 0.042 22.22
g'_ﬁto' LOX DHA | 341 297 (d7) 5-0x0ETE.IS 1628 | 011372 | o0.042 22.22
11-HDOHE "Oﬁ " | DHA | 343 149 (d8) 12-HETE.IS 1648 | 088676 | 0003 22.22
13-HDOHE Loﬁ o1 | oHA | 343 221 (d8) 12-HETE.IS 1617 | 050603 | 0.003 22.22
1D7F;§ew LOX DPA | 343 247 (d7) 5-0x0ETE.IS 16.86 0.1154 0.012 22.22
9-HODE LOX LA 295 171 (d4) 9-HODE.IS 15.93 1.33961 | 0.0002 22.22
9-0x00DE LOX LA 293 185 (d7) 5-0x0ETE.IS 1626 | 095769 | 0.012 22.22
13-HODE LOX LA 295 195 (d4) 13-HODE.IS 1578 | 334877 | 0.0002 22.22
13-0x00DE LOX LA 293 167 (d7) 5-0x0ETE.IS 1595 | 065942 | 0.012 22.22




aa0as | LOXICYP A | a2 171 | @4)9,10diHOMENS | 744 | 3948725 | 0.0002 22.22
aals | LOXICYP A | 20 211 09 1213 738 | 6141712 | 0.0002 22.22
3{3‘H0TrE' LOX GLA | 293 193 (d4) 13-HODE.IS 1488 | 326404 | 0.0034 2222
8-HETTE Lox | DGLA | 321 157 (d8) 5-HETE.IS 1707 | 187458 | 0.0009 22,22
15-HETYE Lox | DGLA | 321 221 (d8) 15-HETE.IS 16.7 379631 | 0.0009 22,22
A cyre | AA | 337 145 | (d11)89DiHETIENS | 1555 | 178532 | 0.0034 22.22
S cyre | AA | 337 127 | (@1 89DiHETIENS | 1485 | 177545 | 0.0034 22.22
oz cyre | AA | 337 167 w1112 1427 | 912136 | 0.0034 22.22
L CYP-e AA | 337 207 I(D(:]-H]I-E)‘I}:Ellss 1356 | 893326 | 000028 2222
Ef)’é%E cyre | ALA | 203 183 d(i(|1-|4c))r%/|2é1.|35 1617 | 21.70636 | 0.0009 22.22
i cyre | ALA | 311 183 d(itljjc)) a1 1124 | 3486462 | 0.00028 22.22
ol cyre | DHA | 361 233 (i) 1418 1393 | 623301 | 0.00098 22.22
1E%2D%'PE cyre | pHA | 343 241 i) 1415 1687 | 110022 | 0012 22.22
e cyre | DHA | 361 229 I(D(:lHJI-E)'I:'Lé]-ISS 1335 | 091613 | 0012 22,22
?E’;gME CYP-e LA | 205 171 | @4)9,10diHOMEIs | 17.35 | 37.33001 | 0.0009 22,22
e CYP-e LA | 313 201 | (d4)910diHOMEIS | 1324 | 7972576 | 0.0009 22.22
1E2;3(1)3ME CYP-e LA 205 195 d(i‘ﬁ())bzéfs 1717 | 2285861 | 0.0034 2222
ey CYP-e LA | 313 183 d(itlj-f% el 1271 | 346768 | 0.00028 22.22
16-HETE cyr-h | Aa | 319 189 (d8) 15-HETE.IS 155 072228 | 0.0009 22.22
17-HETE cyr-h | Aa | 319 247 (d8) 15-HETE.IS 15.4 273002 | 0.0034 22,22
18-HETE cyr-h | Aa | 319 261 (d6) 20-HETE.IS 1526 | 258404 | 00034 22.22
19-HETE cyr-h | Aa | 319 231 (d6) 20-HETE.IS 1488 | 017759 | 0.148 22,22
20-HETE cyr-h | Aa | 319 245 (d6) 20-HETE.IS 1500 | 032666 | 0.0034 22.22
20COOH- | cypn | Aa | 33 271 (d5) EPAIS 1441 | 064699 | 0012 22,22
18-HEPE cyr-h | epa | 317 215 (d8) 15-HETE.IS 14.49 1.1901 0.003 22,22
20-HDOHE | CYP-h | DHA | 343 241 (d6) 20-HETE.IS 15.7 0.8816 0.012 22.22

Abbreviations: AA: Arachidonic acid, ALA: Alpha linoleic acid, COX: Cyclooxygenase, CYP-e:
Cytochrome P450 epoxygenase, CYP-h: Cytochrome P450 hydroxylase, DGLA: Dihemo gamma-linoleic
acid, DHA: Docosahexaenoic acid, DIiHDPE: Dihydroxydocosapentaenoic acid, DIiHETE:
Dihydroxyeicosatetraenoic acid, DIHETTE: Dihydroxy-eicosatrienoic acid, DPA: Docosapentaenoic acid,
EPA: Eicosapentaenoic acid, EpDPE: Epoxydocosapentaenoic acid, EpODE: Epoxy-octadecadienoic acid,
EpOME: Epoxy-octadecenoic acid, GLA: Gamma-linolenic acid, HDoHE: Hydroxy-docosahexaenoic
acid, HEPE: Hydroxyeicosapentaenoic acid, HETE: Hydroxyeicosatetraenoic acid, HETIE:
Hydroxyeicosatrienoic acid, HODE: Hydroxyoctadecadienoic acid, HOTrE: Hydroxy-octadecatrienoic
acid, LA: Linoleic acid, LLOD: Lower limit of detection, LOX: Lipoxygenase, MPO: Myeloperoxidase,
non-enz: Non-enzymatic oxidation, Oxo-ETE: Oxo-eicosatetraenoic acid, OxoODE: Oxo-octadecadienoic
acid, OxoOTrE: Oxo-octadecatrienoic acid, PG: Prostaglandin, TriHOME: Trihydroxy-octadecenoic
acid,ULOD: Upper limit of detection.



Table S2. All quantified oxylipins in STEMI groups during I/R.

Compounds FA Pathway Isch (mM) R-2h(nM) R-24h(nM) R-48h(nM) R-30d(nM)
11,12 DIHETrE ~ AA CYP-e 0.320.04  0.35:0.05 0.23+0.03 0.25+0.03 0.33+0.02
1415 DiIHETrE ~ AA CYP-e 0.39+0.05  0.40+0.05 0.24+0.03 0.23+0.02 b 0.330.02

56DiHETTE  AA CYP-e 020<0.03  0.19+0.03  0.08:0.01ab 0.08:0.01ab  0.11x0.01

89 DIHETrE  AA CYP-e 0.19+0.03  0.20+0.04 0.10+0.01 0.09+0.01 b 0.13+0.01

16-HETE AA CYP-h 029+0.03  0.27+0.03 0.20+0.02 0.20+0.02 0.33+0.03
18-HETE AA CYP-h 0.110.02  0.15:0.03  0.04:0.01b  0.03:0.01b  0.05:0.01b
20-COOH-AA  AA CYP-h 60.69+7.59 7359+1127  46.92+6.28 50.57+5.86  65.58+11.03
20-HETE AA CYP-h 0.87¢0.14  0.69+0.09  039+0.05a  0.38+0.05a 0.54+0.13
12-HETE AA LOX 0.75:0.30  0.52+0.16 0.46+0.14 0.53+0.16 0.12+0.07 a
5-HETE AA LOX 395:092 2514025  1.33+0.19a  1.44+0.18a  1.21+021a
5-0x0ETE AA LOX 0.10<0.01  0.07+0.01  0.03+0.007a  0.03+0.01a 0.05+0.01
8-HETE AA LOX 1.00:0.15  0.70:0.07  057+0.06a  0.54+0.06 a 0.62+0.14
tetranor 12-HETE  AA LOX 047+0.07  0.65:0.10  0.38:0.05b  0.29+0.04b 0.38+0.04
15-HETE AA  LOX/COX  1.61x032  1.15+0.14 0.80.11 a 0.80.09 a 0.58+0.07 a
11-HETE AA POXICOXOn- 6 1y 610 025005  016:004a  015:004a  0.13£0.02a
enzyme
9-HETE AA  LOX/non-enz 030:020  0.10:0.06 0.10+0.05 0.12+0.06 0.27+0.13
15-0xoETE  AA LOX 0.06:0.01  0.05:0.01  0.02¢0.00a  0.03:0.00a  0.02+0.01a
12,13 diHODE  ALA CYP-e 0.16£0.05  0.120.01 0.09+0.01 0.13+0.03 0.17+0.02
12,13EpODE  ALA CYP-e 0.07+0.01  0.09+0.01 0.06+0.01 0.08+0.03 0.07+0.01
90x0OTrE  ALA LOX 028+0.03  0.28+0.04  0.10:0.02ab 0.10:0.03ab  0.09:0.02 a,b
9-HOTrE ALA LOX 5204071  459+0.71  1.84+022ab 1.84:029ab  2.32+0.34ab
15-HETrE ~ DGLA LOX 0.3120.06  021+0.03  0.09+0.01a  0.12¢0.02a  0.100.01a
SHETrE  DGLA LOX 026:0.06  0.17+0.02  0.07+0.01a  0.08:0.01a  0.09+0.01a
16,17 DIHDPE DHA CYP-e 0.04+0.01  0.04+0.01 0.03+0.00 0.03+0.00 0.04+0.01

16,17 EpDPE  DHA CYP-e 0.03+0.02  0.03+0.02 0.01%0.01 0.01%0.01 0.06=0.06
19,20 DiIHDPE DHA CYP-e 159017  1.72+026  093+0.12ab 0.89+0.11ab  0.83+0.07 ab

1920 EpDPE  DHA CYP-e 0.02¢0.01  0.01x0.01  0.001x0.00a  0.002+0.00a  0.008+0.01

20-HDoHE  DHA CYP-h 052+0.11  0.35:0.06  021+0.05a  0.17+0.05a  0.14+0.05a
10-HDoHE  DHA LOX 0.18+0.04  0.08+0.01 0.08+0.03 0.05+0.01 a 0.08+0.02
14-HDoHE  DHA LOX 0.63+0.12  0.35+0.05  028+0.05a  026+0.05a  0.22+0.04a
16-HDoHE ~ DHA LOX 027+0.06  0.16x0.03 0.12+0.03 0.09+0.02a  0.09+0.02 a
17-HDoHE  DHA LOX 117023  0.84+0.14  058:0.10a  053:0.09a  027+0.15a
17-keto DHA  DHA LOX 5304092  4.27+0.63 6.74+1.25 6.36+1.09 3.87+0.70
4-HDoHE  DHA LOX 2674045  1.68:023  0.82+0.09a  096:0.09a  0.80:0.16a
7-HDoHE  DHA LOX 057+0.07  037+0.06  025:0.04a  026+0.05a  0.20+0.08 a
8HDoHE  DHA LOX 0.86:0.16  0.69+0.11  030=0.09a  028+0.07a  0.26+0.11a
11-HDoHE  DHA LOX/non-enz  0.06+0.04 0+0.00 0.03+0.03 0.00+0.00 0.00+0.00
13-HDoHE ~ DHA LOX/non-enz 0.24:0.10  0.06:0.03 0.08+0.04 0.02+0.02 0.00+0.00
17-ketoDPA  DPA LOX 455+0.82  4.08+0.49 4.08+0.99 3.97+0.77 2.89+0.85
1415 diHETE  EPA CYP-e 1121012 1.12+0.21 0.77+0.09 0.63+0.05 0.65+0.04
17,18 iHETE  EPA CYP-e 2674026 263039  1.6:019ab  157+018ab 1.18:0.10 a,b
18-HEPE EPA CYP-h 0.56+0.08  0.41+0.06  0.15:0.03ab  0.09:0.01ab  0.14x0.02 a,b




12-HEPE EPA LOX 0.80+0.23 0.47+0.07 0.15+0.03 a 0.10+0.03 a 0.08+0.02 a

5-HEPE EPA LOX 1.18+0.17 0.94+0.14 0.38+0.07ab  0.18+0.05ab  0.29+0.08 a,b
15-HEPE EPA LOX/COX 0.25+0.04 0.19+0.04 0.07+0.01 a 0.07+0.01a 0.08+0.01 a
13-HOTrE GLA LOX 3.02+0.39 2.35+0.28 1.84+0.32 a 1.50+0.18 a 2.07+0.24
13-HOTrE-y GLA LOX 0.47+0.06 0.34+0.05 0.11+0.02ab  0.10+£0.01 a,b 0.19+0.03 a
9,10 diHOME LA CYP-e 3.59+0.84 3.05+0.49 2.86+0.91 3.93+1.86 3.21+0.40
12,13 EpOME LA CYP-e 1.84+0.16 2.16+0.20 1.32+0.16 b 1.38+0.25 b 1.12+0.13 b
12,13 diHOME LA CYP-e 5.99+2.38 3.96+0.42 3.78+0.55 4.25+1.24 4.97+0.60
9,10 EpOME LA CYP-e 0.78+0.10 0.83+0.10 0.39+0.07 0.51+0.16 0.34+0.08 b
13-HODE LA LOX 27.48+3.60  23.23+2.84 14.82+2.03 a 14.19+1.98 a 13.63+£1.19 a
13-0x0ODE LA LOX 3.58+0.27 3.09+0.27 2.06£0.18 ab  2.15+0.25a,b  1.77+0.16 a,b
9-HODE LA LOX 31.68+3.61 28.23+3.75 13.18+1.62ab 13.41+1.97ab 12.59+14ab
9-0x0ODE LA LOX 4.05+0.32 4.12+0.42 1.87+0.24a,b  2.05+0.27 a,b 1.5+0.20 a,b

910,13 triHOME LA LOX/CYP-e  11.83%0.98 9.01+0.85 6.83+0.67 a 7.00+0.61 a 5.87+0.70 a

912,13 triHOME LA LOX/CYP-e 3.58+0.37 2.74+0.24 2.43+0.27 2.31+0.22 a 2.59+0.31

Values are means + SEM. a Significant difference from Isch, b Significant difference
from R-2h (One way analysis of variance (ANOVA) with a post-hoc Tukey test for
multiple comparisons was used to determine statistical significance between study
groups, (p<0.05). (Isch, n=45), (R-2h, n=42), (R-24h, n=442), (R-48h, n=43), (R-30d,
n=29), Control n=44). Abbreviations: AA: Arachidonic acid, ALA: Alpha-linoleic acid,
COX: Cyclooxygenase, CYP-e: Cytochrome P450 epoxygenase, CYP-h: Cytochrome
P450 hydroxylase, DGLA: Dihomo gamma-linoleic acid, DHA: Docosahexaenoic acid,
DiHDPE: Dihydroxy-docosapentaenoic acid, DiHETE: Dihydroxy-eicosatetraenoic
acid, DiHETtE: Dihydroxy-eicosatrienoic acid, DPA: Docosapentaenoic acid, EPA:
Eicosapentaenoic acid, EpDPE: Epoxy-docosapentaenoic acid, EpODE: Epoxy-
octadecadienoic acid, EpPOME: Epoxy-octadecenoic acid, GLA: Gamma-linoleic acid,
HDoHE: Hydroxy-docosahexaenoic acid, HEPE: Hydroxy-eicosapentaenoic acid,
HETE: Hydroxy-eicosatetraenoic acid, HETrE: Hydroxy-eicosatrienoic acid, HODE:
Hydroxy-octadecadienoic acid, HOTrE: Hydroxy-octadecatrienoic acid, LA: Linoleic
acid, LOX: Lipoxygenase, non-enz: Non-enzymatic oxidation, Oxo-ETE: Oxo-
eicosatetraenoic acid, OxoODE: Oxo-octadecadienoic acid, OxoOTrE: Oxo-
octadecatrienoic acid, PG: Prostaglandin, TriHOME: Trihydroxy-octadecenoic acid.
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