Supplementary Table 1:
(EtOH)-fed states.

The hepatic oxylipin levels (nM/g) in Ephx2"f and Alb-Cre; Ephx2%f mice under pair-and ethanol

9,12,13-

9,10,13-

Alb-Cre;Ephx2/#-EtOH 7

Group 6-keto-PGFla TrHOME TrHOME PGF2a PGE2 PGD2 LXA4 THF diol 15,16-DiHODE] 8,15-DIiHETE | 9,10-DiHODE {12,13-DiHODE | 17,18-DiHETE | 14,15-DiHETE | 11,12-DiHETE {12,13-DIHOME] 8,9-DiHETE | 9,10-DiHOME | 19,20-DiHDPE |14,15-DiHETrE| L83
Ephx2//f-Pair 1 58.8 233 13.1 23.2 5.4 8.4 0.7 0.3 10.1 0.9 1.6 13 17.4 9.8 3.0 115.3 2.2 62.1 166.4 90.8 0.8
Ephx27/-Pair_2 79.9 306.9 114.7 13.2 3.0 8.5 1.2 0.2 11.8 4.3 2.3 1.8 22.8 13.7 5.0 185.7 4.0 105.2 245.1 163.0 13
Ephx2//f-Pair 3 103.7 548.5 352.6 22.4 4.2 18.1 1.6 0.4 13.8 1.7 1.7 1.5 215 12.1 5.1 136.4 3.1 63.4 165.8 89.0 1.6
Ephx2//-Pair_4 113.7 64.1 40.7 17.6 3.9 13.1 0.9 0.2 15.8 1.2 1.7 1.5 25.4 12.2 4.2 206.5 2.7 76.2 244.4 115.8 13
Ephx2f/f-Pair 5 59.7 513 22.3 20.3 1.8 115 0.8 0.3 20.7 2.2 3.0 2.2 28.0 16.3 5.4 2219 4.1 98.0 258.3 131.1 1.0
Ephx2//f-Pair_6 74.8 109.6 52.7 21.2 2.2 12.8 1.0 0.7 27.7 19 4.4 2.9 28.6 15.7 5.7 2713 4.2 116.7 271.7 117.7 0.8
EEhxzﬂ/ﬂ,Pa\r 7 158.1 108.2 38.7 37.3 3.4 13.8 1.1 0.3 7.9 3.0 1.1 1.5 22.1 11.1 3.5 207.5 1.8 78.5 224.1 143.6 1.3
Ephx2//f-Pair 8 132.4 124.3 56.4 22.6 3.7 11.4 1.1 0.3 18.4 1.1 14 19 19.6 9.7 3.2 154.9 2.2 46.4 167.6 86.0 0.8

Alb-Cre;Ephx2//f-Pair_1 69.3 180.8 105.4 11.1 1.2 5.6 13 0.3 4.5 6.8 0.9 1.0 23.4 8.9 3.0 77.3 1.5 44.4 189.3 57.8 0.7
Alb-Cre;Ephx2//f-Pair 2 94.7 42.9 28.2 21.4 2.6 17.5 1.1 0.2 3.1 1.4 1.2 0.7 25.7 11.6 4.0 71.8 2.4 44.5 224.5 66.9 0.4
Alb-Cre;Ephx27/f-Pair_3 78.8 86.2 56.8 15.1 2.5 10.6 1.0 0.2 3.4 1.7 1.5 1.0 19.3 7.0 3.0 80.7 1.3 53.9 236.8 84.9 1.0
Alb-Cre;Ephx2//f-Pair_4 83.9 138.6 88.5 14.4 2.1 12.0 12 0.2 3.6 2.1 1.6 1.1 25.7 9.6 4.3 86.6 2.2 58.8 238.2 79.4 0.9
Alb-Cre;Ephx2//fi-Pair 5 69.7 102.4 66.0 17.9 1.3 9.6 0.8 0.3 7.4 1.2 1.5 1.6 24.7 10.9 3.8 148.7 2.3 46.3 218.0 75.0 0.8
Alb-Cre;Ephx2//f-Pair_6 144.2 107.7 58.6 22.5 2.2 6.8 1.2 0.4 4.5 3.6 0.9 13 22.5 10.2 3.8 127.7 2.3 42.9 172.5 95.1 0.8
Alb-Cre;Ephx2//f-Pair_7 81.7 94.0 63.5 15.8 2.3 6.5 1.4 0.3 8.4 1.4 1.5 2.1 27.0 19.9 5.9 108.7 3.0 44.5 2239 78.7 0.8
Alb-Cre;Ephx2//f-Pair_8 166.8 89.2 55.4 335 3.2 25.5 1.2 0.9 7.3 2.0 1.9 18 19.9 10.3 3.4 132.5 2.1 62.4 208.1 94.2 1.1
Ephx2///-EtOH_1 62.3 84.9 40.8 32.0 2.4 9.5 0.8 0.3 8.1 2.0 2.1 1.3 18.1 11.0 4.0 93.1 2.7 67.0 196.2 97.7 0.9
Eehx?"/f’ EtOH_2 55.6 65.5 31.4 18.6 3.2 11.2 0.5 0.4 9.3 2.9 2.1 12 17.1 8.8 3.9 96.1 2.5 70.2 214.8 96.9 0.9
Ephx2//f-EtOH_3 109.1 120.7 61.1 23.8 2.4 9.1 0.6 0.2 9.9 2.4 5.3 2.4 16.1 11.2 3.8 135.1 3.0 112.0 189.9 87.5 0.9
Ephx2//f-EtOH_4 40.0 97.6 54.0 31.7 4.4 12.8 0.8 0.2 18.3 0.8 3.4 1.8 32.7 21.1 6.9 86.7 5.6 66.5 2418 65.6 0.7
Ephx2//f-EtOH_5 129.1 107.8 54.5 29.0 2.8 7.8 1.1 0.3 8.6 2.7 2.5 1.1 12.4 7.3 3.3 65.9 2.7 65.3 135.4 65.6 0.6
Ephx27/7-EtOH_6 104.3 72.6 38.6 42.3 3.4 16.5 1.0 0.9 24.8 6.1 12.3 4.7 47.8 29.0 113 261.8 9.7 251.8 151.5 92.0 0.3
Ephx2//f-EtOH_7 216.6 74.2 32.1 8.8 5.1 10.9 0.8 0.7 56.0 6.8 13.8 9.9 93.6 52.4 18.2 591.2 7.3 127.5 361.7 137.4 0.3
Ephx27/1-EtOH_8 158.1 119.6 57.3 34.5 2.5 13.1 1.1 0.4 16.6 3.1 4.4 2.8 31.2 15.3 4.5 190.5 3.7 118.2 268.8 118.6 1.4
Alb-Cre;Ephx2//f-EtOH_1 197.6 249.0 121.6 25.1 5.8 16.7 4.3 0.6 23.8 5.2 14.1 20.0 23.9 21.3 8.5 174.2 10.9 150.0 258.5 80.1 2.3
Alb-Cre;Ephx2//i-EtOH_2 63.5 132.9 75.5 15.0 2.4 5.8 1.1 0.4 2.6 3.8 1.4 0.5 213 5.3 4.6 47.2 3.6 39.9 94.2 32.1 0.3
Alb-Cre;Ephx2//f-EtOH_3 123.0 57.6 34.5 32.4 2.3 13.0 1.0 0.5 12.0 2.9 4.1 2.4 46.8 9.4 3.3 107.9 4.8 87.8 2426 60.5 0.5
Alb-Cre;Ephx2//f-EtOH_4 53.4 38.8 26.1 13.4 0.9 5.4 0.6 0.3 3.8 1.0 2.0 0.8 26.0 9.1 3.5 40.9 2.1 44.8 113.0 25.1 0.4
A/brCre;EEhxszr,EtOH 5 106.1 92.1 58.3 14.3 14 7.2 0.7 0.2 3.1 1.9 2.7 0.9 14.6 12.5 4.5 38.8 4.7 50.5 96.5 25.8 0.4
Alb-Cre;Ephx2//f-EtOH_6 98.4 39.1 24.0 17.9 1.8 9.9 0.6 0.4 12.1 33 3.5 2.4 29.8 15.6 5.8 134.0 2.2 44.9 214.2 61.8 0.6
A/b'CrCFEEhXZM"E‘OH 7 54.7 74.4 48.2 18.5 1.9 8.7 0.7 0.3 5.3 0.9 1.8 1.2 16.7 17.9 4.4 52.9 5.9 36.5 95.8 23.2 0.3
(continued)

Group 1617-0H0PE | 11,12-0iETE | 13,14-DiHOPE 9HOTIE 10,11-DIHDPE 8,9-DIHETE EKODE 13-HOTrE, 15-de0xy-PGI2 7,8-DIHDPE 20-HETE 15-HEPE 5,6-DIHETIE 5HEPE 4,5-DIHDPE 13-HODE 9-HODE 15(16)-€p0DE 15-HETE 9(10)-EpODE 17(18)-EpETE
Ephx2//f-Pair 1 543 575 282 33 19.0 318 18.1 115 146 7.4 30 34 54 28 30.0 2465 177.9 40 712 15 17
Ephx2//f-Pair_2 799 998 426 43 324 611 180 52 336 99 38 43 65 51 335 3283 2607 54 2512 15 21
EEth"//‘rPa\r 3 57.2 539 324 34 223 289 73 4.1 259 54 3.1 6.7 24 4.2 232 232.7 2294 45 117.0 05 1.0
Ephx2//f-Pair_4 67.2 56.7 29.0 46 189 372 14.1 5.0 24.4 75 40 107 44 45 145 2439 2178 a7 1174 09 11
Eghxzf’/f‘—Pa\r 5 65.8 612 268 48 186 345 166 133 48.7 7.0 43 6.7 52 42 324 302.1 256.2 55 105.0 11 16
Ephx2//f-Pair_6 703 56.2 292 45 204 37.0 176 119 464 7.1 58 738 52 40 406 3350 304.0 148 1313 6.4 6.1
Ephx2//f-Pair_7 731 795 341 27 203 209 118 201 318 63 55 109 47 20 234 445.7 2988 45 209.1 13 19
Ephx2//f-Pair_8 512 478 229 32 160 27.1 126 126 242 56 131 62 37 24 28 3117 2714 67 911 2.1 17

Alb-Cre;Ephx27/f-Pair_1 779 508 a1 23 158 137 96 161 374 23 37 89 18 21 498 5925 3315 174 2318 13 67
Alb-Cre;Ephx2//-Pair_2 629 343 238 14 132 162 65 36 283 33 40 68 13 32 736 2107 1865 76 1093 07 79
Alb-Cre;Ephx2//fi-Pair_3 61.9 425 2838 2.0 156 150 6.1 36 169 17 7.4 2.0 13 24 399 205.1 194.0 125 1132 09 5.1
Alb-Cre;Ephx2//f-Pair_4. 63.1 43.7 303 25 20.0 162 86 43 163 30 112 43 17 5.4 753 249.1 2120 164 153.0 10 115
Alb-Cre;Ephx2//f-Pair_5 608 385 262 19 117 105 73 22 137 23 27 33 12 a0 475 227.0 207.4 211 139.1 14 6.4
Alb-Cre;Ephx2/4-pair_6 565 370 216 16 121 104 60 85 267 20 55 70 16 29 344 4212 289.7 126 207.1 09 58
Alb-Cre;Ephx2//fi-Pair_7 910 366 384 31 259 130 105 26 139 29 42 60 15 84 68.4 306.0 27455 282 1288 17 138
A/brCre;EEhxsz‘—Pa\r 8 728 443 337 36 254 15.7 122 7.1 64 23 6.7 8.0 17 35 503 4271 3858 249 1728 22 74
Ephx2///-EtOH_1 854 479 513 27 340 236 85 86 101 53 52 62 35 a5 552 238 1950 65 1263 30 29
Eghxzf‘/"rEtOH 2 756 486 453 22 142 128 39 26 120 36 58 42 34 a5 47.6 2220 216.7 42 143.0 17 16
Ephx2///-EtOH_3 57.0 396 265 51 211 258 84 85 140 73 8.4 46 37 2.1 619 3638 3445 a4 1158 13 11
Ephx2//i1-EtOH_4 72.1 218 23 24 182 55 43 28 758 70 37 65 27 54 748 2205 2287 110 723 45 79
Ephx2///-EtOH_5 512 375 388 45 283 190 9.0 7.6 172 62 157 50 39 28 565 3036 2399 117 819 60 58
Ephx2//7-EtOH_6 667 859 478 37 585 420 108 48 62 102 142 33 77 33 1601 306.4 2982 125 1230 67 56
Ephx2//1-EtOH_7 69.0 335 27.4 21 19.8 17.0 54 52 41 55 67 48 30 86 1159 4548 265.9 80 89.0 26 24
£phx2//7-EtOH_8 365 212 136 13 106 104 57 25 42 42 87 29 37 123 665 3293 2205 86 1101 49 29
A/brCre;EEth"//’rE(OH 1 79.5 436 34.7 86 376 286 144 38.0 118 85 74 383 2.5 30 85.5 5955 519.1 242 161.4 26 85
Alb-Cre;Ephx2//f-EtOH_2 309 241 292 29 218 105 154 72 148 24 42 38 16 21 53.0 3419 2839 104 87.0 31 60
A/brCre;Eghxzﬂ/f‘—EtOH 3 60.7 28.1 209 44 182 16.1 8.4 104 9.2 3.3 7.4 7.0 21 25 838 386.3 404.5 176 117.4 32 9.9
Alb-Cre;Ephx2//-EtOH_4 313 133 148 17 59 5.7 59 20 48 19 a5 24 11 36 56.4 1625 1600 100 57.7 24 98
AVbrCre;Egthﬂ/f‘—EtOH 5 295 167 19.6 2.7 233 82 114 34 65 26 8.5 5.7 12 28 57.8 2425 236.1 114 84.1 19 66
Alb-Cre;Ephx2//-EtOH_6 595 308 289 24 179 135 57 37 738 33 53 36 16 19 58.2 242.1 2324 188 1083 27 6.4
AVbrCre;Egthﬂ/f‘—EtOH 7 372 117 14.7 2.9 264 6.9 85 3.1 22 3.3 53 42 13 20 98.9 239.1 2236 197 496 7.8 106
(continued)
Ephx2//f-Pair_1 426 08 118 366 420 30417 47 207 216.1 254 176 46.0 206 415 7.1 75 118 390 2823 255 2247
Eghxzf//ﬂrpa‘r 2 87.1 04 115 442 66.0 25955 10.4 74.2 1535 432 175 449 232 41.0 5.1 48 9.4 502 249.6 30.2 323.5
Ephx2//f-Pair_3 713 02 35 27.7 463 1625.0 99 54.1 791 264 86 230 59 173 23 18 36 12.1 696 7.0 391
Eghxzﬂ/ﬂrpa\r 4 59.4 0.7 86 47.6 56.0 15014 13.1 504 1416 269 126 35.1 103 243 3.0 30 5.0 18.9 119.2 123 79.4
Ephx2///-Pair_5 535 06 126 584 478 13356 9.4 4838 1260 246 169 430 12.7 282 26 40 57 251 155.0 151 170.1
Eghxzﬂ/"—Pa\r 6 64.3 3.3 135 564 536 12183 118 446 139.1 255 423 1544 488 1256 122 12.1 229 985 7408 61.1 691.0
Ephx2//!-Pair 7 994 09 118 386 728 30423 19.4 715 199.2 247 254 814 319 559 a7 56 121 663 344.7 436 4162
Ephx2//f-Pair_8 582 13 88 474 33.1 10327 838 36.1 85.7 185 200 617 169 463 31 4.0 81 301 2024 18.1 1885
Alb-Cre;Ephx2//fi-Pair _1 1038 08 77 324 411 11520 174 1096 913 194 826 1719 1119 414 147 62 165 872 3336 435 1864
Alb-Cre;Ephx2//f-Pair_2 535 0.4 57 172 321 9048 87 185 656 175 592 7.6 670 2.4 102 59 141 as9 3333 204 1085
Alb-Cre;Ephx2//i-Pair 3 520 09 54 209 335 5509 76 445 501 196 673 1046 737 296 96 56 130 536 297.1 306 1268
Alb-Cre;Ephx2//fi-Pair_4 65.0 07 5.7 262 49.1 10235 142 529 7.1 295 1051 1183 783 359 17.1 50 211 665 4962 400 1696
Alb-Cre;Ephx2//f-Pair S 69.8 15 66 29.7 443 609.0 1.0 579 106.2 27.4 57.1 1595 723 373 72 33 122 735 275.7 398 1099
Alb-Cre;Ephx2//fi-Pair_6 95.7 08 58 286 53.1 1368.6 143 823 107.7 279 437 1090 445 288 6.1 36 105 60.2 2412 358 1523
Alb-Cre;Ephx2//f-Pair_7 650 11 62 367 362 8993 92 a5 804 250 670 9856 459 301 12 62 155 496 3526 299 1416
Alb-Cre;Ephx2//f-Pair_8 1011 15 60 375 502 22931 116 584 1104 230 717 1086 55.1 422 112 72 167 538 3908 350 1693
Ephx2///-EtOH_1 645 14 59 276 354 1048.5 93 454 740 18.4 318 64.0 30.1 544 115 127 262 540 547.7 299 278.7
Eehxzf‘/ﬂrE(OH 2 715 0.7 5.4 249 372 998.9 121 57.1 60.4 233 138 323 13.7 219 33 a0 63 201 15455 108 1003
Ephx2//1-EtOH_3 646 07 45 267 431 7108 116 495 536 15.7 150 323 98 215 34 31 58 14.1 1355 82 98.1
Eehxzf’/ﬂrE(OH 4 46.6 2.1 50 317 248 803.9 5.7 284 56.4 147 385 74.2 200 542 112 12.6 268 404 6336 26.0 2003
Ephx2//1-EtOH_5 504 31 5.7 276 281 7696 11.7 388 54.7 182 74.9 1417 56.7 1255 356 411 79.8 107.7 1684.6 712 126.7
£phx2//7-EtOH_6 838 36 9.1 316 545 1584.1 196 410 1018 264 649 1416 76.1 1262 287 295 621 1252 15138 905 2590
Ephx2//f-EtOH 7 533 14 5.2 268 343 5564 172 393 740 409 313 1058 389 83.4 155 175 307 77.0 7728 49.4 414
Ephx2///-EtOH_8 60.1 20 67 199 422 954.4 188 163 9856 515 571 1657 589 1329 311 330 576 1499 14124 15 47.7
A/brCre;Eghxzﬂ/f‘—EtOH 1 86.7 2.1 82 44.7 519 13165 282 818 1439 213 626 1029 62.9 61.6 157 8.9 188 549 595.6 46.7 1102
Alb-Cre;Ephx2//f-EtOH_2 380 13 49 606 172 4117 86 34.0 57.4 132 262 743 536 59.9 125 117 222 56.9 534.1 406 2288
AVbrCre;Eghxzﬂ/lr,EtoH 3 63.8 22 55 288 303 12043 130 426 101.8 18.7 538 905 64.1 62.8 150 9.9 233 586 562.0 40.1 2181
Alb-Cre;Ephx2//-EtOH_4 317 17 38 19.0 147 3088 50 208 49.1 132 433 6.1 473 466 136 116 253 437 5710 279 1726
AVbrCre;Eghxzﬂ/lr,EtoH 5 48.9 14 63 302 196 366.8 8.0 312 653 10.2 332 55.0 312 374 112 9.5 20.1 270 4414 17.8 1046
Alb-Cre;Ephx2///-EtOH_6 650 17 70 329 324 5033 115 417 570 128 339 702 479 457 20 67 170 445 4079 331 155.2




