Supplemental Table 1A: Cyclooxygenase (COX) metabolite concentration (pmol/g) in young and aged mouse tibialis anterior (TA) muscle homog

Uninjured Day 1 post-injury Day 3 post-injury Day 5 post-injury
Pathway | Substrate Analyte Young Aged Young Aged Young Aged Young Aged
20:3n-6 PGE1 ND ND +0.27 ND +1.95 332 £ 142 843 * 1.06 228 +1.10
20:3n-6 PGF1a 131 £0.13 098 +0.05 ND G - 0.20 +037 1.55 £ 0.11 1.48 £ 0.40 +023
20:3n-6 15-keto PGE1 ND ND ND ND ND ND ND ND
20:3n-6 13,14dhPGE1 ND ND ND ND ND ND ND ND
20:3n-6 13,14dh-15k-PGE1 ND ND ND ND 064 t018  [N0B2 018 [0S0 :023  [081 £ 0.21
20:3n-6 D17-PGE1 ND ND ND ND ND ND ND ND
20:3n-6 Bicyclo PGET ND ND ND ND +017  [N0S8 £ 0.19 ND ND
20:3n-6 6-keto PGE1 ND ND ND ND ND ND ND ND
20:3n-6 2,3-dinor PGE1 ND ND ND ND ND ND ND ND
20:3n-6 19(R)-hydroxy PGE1 ND ND ND ND ND ND ND ND
20:3n-6 15(R)-PGE1 ND ND ND ND ND ND ND
20:4n-6 TXB2 2379 411 19.89 + 4.2 211 £ 083 679 || 4500 < 7.23 33.80 t 5.24 38.23 + 4.42
20:4n-6 12(S)-HHTIE +3.07 +5.71 +330 +3.49 134.23 + 17.98 149.24 + 28.94 +1256  [LA7042) £ 30.79
20:4n-6 PGD2 +0.73 +3.24 +1.01 +1.58 +63.33 172,63 + 41.49 224.40 + 30.18 110.94 + 39.28
20:4n-6 PGE2 +4.05 +9.08 +544 +4.74 +32.21 218.60 + 42.19 +4263 233.04 + 50.86
20:4n-6 PGF2a 35.31 2,51 31.88 +4.28 +053 +2.14 30.65 + 5.84 48.36 + 6.56 43.27 + 568 +8.42
20:4n-6 6kPGF1a +0.86 +1.23 +074 +0.43 32.99 +4.58 22,00 + 2,61 +12.16 49.26 +7.31
20:4n-6 PGJ2 +0.19 £0.20 +0.13 £0.22 +331 15.70 + 3.73 +6.41 15.11 £ 5.19
20:4n-6 PGA2 +0.21 +0.50 +0.41 +0.35 18.22 + 7.40 12.79 + 5.96 +9.07 1357 + 6.58
o| 204n6 15-keto PGE2 +0.52 +0.66 +0.55 +0.60 +1.88 6.40 + 148 +1.94 6.94 +1.95
S| 204n-6 15-keto PGF2a ND ND ND +161 4.61 £1.20 6.17 +092  [NINGIEE + 1.14
S| 204n-6 13,14dh-15k-PGE2 +037  [AES + 0.26 ND +158 9.00 + 1.62 6.65 + 2.56 1022 + 2.01
S| 204n-6 13,14dh-15k-PGD2 4.56 £ 0.70 4.39 +1.04 +0.58 - +0.14 +3.42 7.56 + 1.68 +327 7.22 £2.12
9| 20:4n6 | 19(R)-OH PGF2a & 20-OH PGF2a 061 +0.08 061 £0.05 079 +0.12 +0.45 071 £ 0.12 +0.13 +0.23 059 +0.15
O 204n6 8-isoPGF2a & 11bPGF2a 1.10 £ 0.05 114 +0.25 +0.13 0.94 +0.07 1.89 +0.53 - +0.51 254 +038 N8 £ 075
20:4n-6 11dh-2,3-dinor TXB2 +0.38 +048 ND ND ND ND ND
20:4n-6 D12-PGJ2 +0.11 +1.15 +016  [JNOIE = 0.28 +592 8.03 + 257 9.76 + 3.14 3.76 + 246
20:4n-6 tetranor PGEM ND ND ND ND ND ND ND ND
20:4n-6 15d-D12,14-PGJ2 ND ND ND ND ND ND ND ND
20:4n-6 Bicyclo PGE2 ND ND ND ND +014  [IINGIE : 0.25 ND ND
20:4n-6 | 19(R)-OH PGE2 & 20-OH PGE2 ND ND ND ND ND ND ND ND
20:4n-6 2,3-dinor TXB2 ND ND ND ND ND ND ND ND
20:4n-6 11dh-TXB2 ND ND ND ND ND ND ND ND
20:4n-6 13,14dh-15k-PGF2a ND ND ND ND ND ND ND ND
20:4n-6 6,15-diketo PGFa ND ND ND ND ND ND ND ND
20:4n-6 iPF-VI ND ND ND ND ND ND ND ND
20:5n-3 TXB3 2.93 £ 0.71 1.86 + 0.42 - $022 ND +1.20 257 £ 0.24 3.75 £ 0.87 - +0.39
20:5n-3 PGE3 - +018 | 082 +025 +0.19 ND +0.96 3.62 +0.68 5.43 £ 1.07 +0.94
20:5n-3 PGF3a +0.03 0.56 + 0.04 ND ND ND +0.07 ND ND
20:5n-3 PGD3 ND ND ND ND +1.41 ND +0.88 ND
20:5n-3 11dh TXB3 ND ND ND ND ND ND ND ND
20:5n-3 15d-D12,14-PGJ3 ND D ND ND ND ND ND ND
Sum + 1159 +20.84 + 1324 £12.19 + 145.99 740.86 + 139.65 +125.70 730.84 + 157.98
A change 11.59 29.84 +13.24 +12.19 + 145.99 536.61 + 139.65 +125.70 52659 + 157.98

Values are mean + SEM of 5-7 mice/group. ND = Below limits of detection of the assay in 2 50% of samples. Remaining missing values were replaced with half the minimum positive value in the original data set.

Relative concentration

Low

High



Supplemental Table 1B: Lipoxygenase (LOX) metabolite concentration (pmol/g) in young and aged mouse tibialis anterior (TA) muscle homogenates

Uninjured Day 1 post-injury Day 3 post-injury Day 5 post-injury
Pathway | Substrate Analyte Aged ‘Young Aged Young Aged ‘Young Aged
18:3n-3 9(S)-HOTIE 142 |68 £ 0.77 £1.20 837 £234 10.97 & 156 812 +1.70 +134  [689 £ 0.70
18:3n-3 9-Ox00TrE +0.65 3.73 + 0.65 +038 462 + 165 6.25 + 1.22 393 +0.77 +1.34 4.80 +0.70
20:3n-9 5(S)-HETTE 071 £ 0.04 +0.03 065 + 0.1 070 +023 1.25 £ 0.34 1.74 £ 0.14 0.83 +0.08
20:4n-6 5-HETE +4.50 +213 52.83 + 9.47 55.51 + 13.26 67.85 + 17.31 115.65 + 4.79 49.63 + 5.57
20:4n-6 5-0x0ETE £207 +0.71 14.84 £3.19 16.94 +4.13 19.91 +5.30 32.23 £ 3.25 15.99 +2.24
x| 204n6 LTB4 ND ND ND ND ND ND
S| 204ns 12-Ox0LTB4 0.86 + 0.29 ND |INGEA : 020 GG + 0.10 1.44 +0.69 1.86 + 0.76 ND
| 20503 5-HEPE +0.32 +0.62 7.06 +1.08 6.68 + 1.21 11.83 + 2.59 £1.28 719 £ 1.42
20:5n-3 LTB5 +044 +0.30 ND ND ND ND ND
22:6n-3 4-HDoHE +3.36 +4.54 141.37 + 35.53 105.76 +28.34 92.50 + 22.30 102.08 + 8.47 +4.09
22:6n-3 7-HDoHE + 040 + 057 20.99 + 5.65 17.91 + 763 14.55 + 2.84 1521 £2.18 +1.18
5-LOX sum +9.68 +9.24 247.76 + 53.34 217.39 +58.35 221,65 + 51.52 319.95 + 17.75 135.76 + 13.61
5-LOX A change +9.68 +9.24 134.79 +53.34 143.72 + 58.35 147.98 + 51.52 206.98 + 17.75 62.09 + 13.61
20:4n-6 8-HETE 19.22 116 +2.00 25.25 + 3.87 29.35 + 10.90 4053 + 9.82 +588 32.88 + 4.48
3| 20503 8-HEPE 370 + 027 +0.56 4.71 £ 0.74 373 +0.82 8.01 +1.33 +1.07 4.44 +0.90
2 8-LOX sum 22.92 135 +2.39 29.96 + 4.50 33.08 + 11.70 48.53 £ 10.97 +6.72 37.33 £5.26
8-LOX A change +1.35 +2.39 +4.50 23.46 + 11.70 38.92 +10.97 +6.72 27.71 +5.26
18:2n-6 9-HODE +8.72 +8.42 +947 238.76 + 44.01 243.55 + 31.30 283.17 + 15.76 +33.91
18:2n-6 9-Ox00DE +14.06 +15.23 +24.19 170.24 + 51.30 144.06 + 23.25 217.42 + 34.53 192,93 + 28.54
20:3n-6 8(S)-HETIE 5.83 +0.70 +0.50 +097 464 +0.82 7.06 +1.19 14.66 + 1.46 6.00 +0.79
20:2n-6 11(R)-HEDE £0.15 +0.34 +049 4.39 +0.64 13.04 +2.77 17.68 + 1.29 8.95 + 1.08
20:4n-6 12-HETE 3924.38 + 557.26 +49273 + 564.56 +250.09 7283.21 + 1413.43 +1200.48 | 7809.81 +761.53
x| 204n6 5(S),12(S)-DIHETE 7812 £ 17.20 +9.71 +8.71 +6.28 86.97 + 11.37 89.72 + 16.71 82.18 +20.92
S| 204n6 tetranor 12-HETE 753  1.00 868 + 153 +044 £1.13 522 +0.96 +234 522 +0.70
S| 204n-6 12-OxoETE ND ND ND ND ND ND
20:5n-3 12-HEPE 908.14 + 184.26 +153.89 + 86.99 +58.46 1462.73 + 225.65 +303.91 1134.75 + 197.87
22:6n-3 14-HDoHE 226.44 + 56.59 +33.80 246.42 + 46.97 +29.11 312.73 + 56.20 393.04 + 34.31 232.19 + 26.10
12-LOX sum 5406.54 + 804.62 + 665.86 +701.44 +342.85 9568.61 + 1722.33 +1507.16 | 9778.96 + 894.38
12-LOX sum (No HODES) 5164.82 + 809.65 + 664.45 + 694.29 +313.29 9171.00 + 1681.06 +1537.53  9279.14 + 890.25
12-LOX A change + 804.62 + 665.86 +701.44 327.90 + 342.85 +1722.33 + 1507.16 +894.38
12-LOX_A change (No HODES) + 809.65 + 664.45 £694.20 | 10657 + 313.29 + 1681.06 + 1537.53 + 800.25
18:2n-6 13-HODE 78359 + 59.04 +47.51 +5272 897.92 + 175.07 1037.86 + 132.62 +51.96 1153.73 + 76.43
18:2n-6 13-Ox0ODE 22673 + 15.31 +15.04 +30.18 383.41 +110.22 306.15 + 40.31 392.42 + 47.48 302.48 + 16.50
18:3n-3 13(S)-HOTrE 17.51 1.38 085 827 181 922 133 1.71 1445 197
18:3n-6 13(S)-HOTrE(g) +0.50 ND 4.18 +1.69 5.82 +2.14 +222
20:2n-6 15(S)-HEDE +0.07 £0.17 1.08 + 0.28 273 + 056 447 +0.23 210 £0.18
20:2n-6 15-Ox0EDE ND £023 +0.20 1.45 +0.27 1.37 £ 0.36 ND
20:4n-6 15-HETE R - 412 +9.29 77.52 + 16.72 152.81 + 35.38 +10.10 150.88 + 20.75
x| 20ans 15-Ox0ETE 3.95 +1.31 +0.67 4.37 +1.08 5.04 £ 1.15 +1.06 4.65 + 047
2| 204n6 8(S),15(S)-DIHETE ND ND £027 ND
= 204n-6 5(S),15(S)-DIHETE ND ND ND ND
20:5n-3 15(S)-HEPE 086  [117419 079 2118 + 874 +6.59 11.34 + 269
20:5n-3 5(S),15(S)-DiHEPE ND ND ND ND
22:6n-3 17-HDOHE +397 16.99 + 7.57 30.78 + 10.05 48.73 £ 5.73 20.06 £ 5.11
15-LOX sum +93.14 1398.70 + 310.55 1572.02 + 215.04 +99.51 1668.32 + 115.12
15-LOX sum (No HODES) 103.18 + 12.88 117.37 + 28.17 228.01 + 5543 £17.73 21210 + 28.21
15-LOX A change +93.14 684.74 + 310.55 858.06 + 215.04 +99.51 954.36 + 115.12
15-LOX A change (No HODES) +12.88 60.19 + 28.17 170.83 + 5543 £17.73 154.92 + 28.21
Total LOX sum +791.11 +618.52 11400.81 + 1968.10 +1474.97 | 11620.36 + 1002.30
Total LOX A change £791.11 | 1179.82 + 618.52 + 1968.10 +1474.97 | 7320.06 + 1002.30

Values are mean + SEM of 5-7 mice/group. ND = Below limits of detection of the assay in 2 50% of samples. Remaining missing values were replaced with half the minimum positive value in the original data set.

Relative concentration

Low

High



Supplemental Table 1C: Epoxygenase (CYP) metabolite concentration (pmol/g) in young and aged mouse tibialis anterior (TA) muscle homogenates

Uninjured Day 1 post-injury Day 3 post-injury Day 5 post-injury
Pathway | Substrate Analyte Aged Young Aged Young Aged Young Aged
18:2n-6 9(10)-EpOME +31.97 239.46 + 35.10 182.58 + 119.88 22098 + 7828 | 140.80 + 30.86 253.68 + 51.27 -1 24.91
18:2n-6 12(13)-EpOME +15.18 119.19 + 16.32 149.20 + 45.28 + 2429 +11.25 131.71 + 13.96 +3.46
18:2n-6 9,10-DIHOME +364 20.02 + 1.64 20.13 £ 1.82 2489 + 242 25.38 + 2.72 +252 27.37 +2.47
18:2n-6 12,13-DIHOME +3.25 21.01 + 219 20.21 +1.68 2255 + 236 25.21 +2.87 +4.61 31.68 + 3.01
20:4n-6 5(6)-EpETIE 522 + 157 17.36 + 3.20 993 £272 17.66 = 4.00 +1.09 6.82 + 1.02 +024
20:4n-6 8(9)-EpETIE +1.07 ND ND 546 + 1.97 8.65 + 1.41 7.05 £ 164 7.14 196
20:4n-6 11(12)-EpETrE +237 32.86 +5.79 30.22 +8.95 + 1458 26.71 + 6.47 4195 506  [NAANS + 0.47
20:4n-6 14(15)-EpETrE +1.28 20.85 + 3.64 16.06 + 4.91 + 887 14.24 + 3.54 23.20 +3.32 20.29 +2.03
20:4n-6 5,6-DIHETTE +0.04 041 +0.12 +0.20 022+ 006 0.26 + 0.09 040 £ 0.11 +0.12
20:4n-6 8,9-DIHETFE 0.64 +0.06 +0.08 0.57 £0.07 0.59 +0.12 + 016 054 +0.11 0.69 +0.14 +0.18
20:4n-6 11,12-DIHETTE 3.24 £0.28 217 +0.42 2.38 +0.28 - +0.15 + 053 363 +0.34 4.04 +0.43 3.57 +0.49
g| 204ns6 14,16-DIHETIE 4.24 0,34 +0.69 +0.40 +0.32 + 083 556 + 0.30 +0.58 +053
g1 20uns 20-HETE 33.22 +4.85 +3.14 67.70 + 13.00 64.39 + 25.45 + 2979 40.66 + 12.16 66.12 + 11.99 +1.26
5[ 20503 8(9)-EpETE 1.06 +0.13 1.07 £0.20 +027 + 098 1.08 +0.45 1.81 £ 0.52 ND
g| 20503 11(12)-EpETE 1.33 +0.38 ND 1.06 + 0.41 +033 + 078 ND 1.79 + 091 ND
Wl 20503 14(15)-EpETE 294 £ 129 +0.50 3.05 +1.17 14 379 £1.19 4.87 +1.46 281 076
20:5n-3 17(18)-EpETE 2.96 +0.41 +0.38 271 £0.34 2,05 +0.49 + 130 327 £103 |  665:068 | 145 +048
20:5n-3 18-HEPE 5.07 + 046 +0.75 6.79 £ 0.95 6.18 + 1.14 + 344 1259 + 1.96 1857 + 1.93 6.28 +1.78
22:6n-3 7(8)-EpDPE 8.69 £ 0.51 121 19.33 + 5.23 1247 + 4.45 t 640 8.34 £ 208 914 124 +025
22:6n-3 10(11)-EpDPE 32.30 +2.20 +4.37 78.58 + 21.26 49.95 + 18.85 + 27.93 30.05 + 6.58 36.16 + 5.42 +0.68
22:6n-3 13(14)-EpDPE 1657 + 1.31 £222 37.85 + 9.65 23.05 +7.43 + 1133 16.44 +3.13 19.30 + 2.69 +0.64
22:6n-3 16(17)-EpDPE 1217 £0.97 +1.56 26.87 + 6.62 16.46 + 5.37 821 1249 £ 2.10 14.61 £ 156 +037
22:6n-3 19(20)-EpDPE +0.83 +2.14 46.68 + 13.82 2461 +8.13 + 984 35.18 +6.33 31.26 + 1.56 +0.50
Sum 843.95 + 50.37 £ 6151 769.90 £ 12268 | 896,97 + 21.18 + 16820 50470 £ 6155 763.45 + 88.98 £27.03
Sum (no EpOMES) 236.22 + 17.46 +21.87 370.22 + 79.00 185.29 + 38.65 + 12744 20849 +47.72 300.90 + 35.39 +512
 change 0.00 + 50.37 0.00 £ 6151 F 122,68 146.10 £ 21.18 + 168.20 [11258182 « 6155 £ 8898 68.19 + 27.03
A change (no EpOMES) |06 + 17.46 +21.87 134.00 * 79.00 98.72 + 38.65 + 12744 14192 +47.72 64.68 + 35.39 +5.12

Values are mean + SEM of 5-7 mice/group. ND = Below limits of detection of the assay in = 50% of samples. Remaining missing values were replaced with half the minimum positive value in the original data set.

Relative concentration

Low

High




Supplemental Table 1D: Sp i pro-r (SPM) concentration (pmol/g) in young and aged mouse tibialis anterior (TA) muscle homogenates
Uninjured Day 1 post-injury Day 3 post-injury Day 5 post-injury

Pathway | Substrate Analyte Young Aged Young Aged Young Aged Young Aged

20:4n-6 LXAd 038 £0.11 N0 £ 0.09 037 £0.16 031 £ 0.12 +034 050 021 0.86 + 0.21 043 +0.19
20:4n-6 LXAS ND ND ND ND ND ND ND ND
20:4n-6 LXB4 ND ND ND ND ND ND ND ND
20:4n-6 15-epi LXA4 ND ND ND ND ND ND ND ND
20:4n-6 15-0x0 LXA4 ND ND ND ND ND ND ND ND
20:5n-3 RVE1 ND ND ND ND ND ND ND ND
20:5n-3 RVE2 ND ND ND ND ND ND ND ND
20:5n-3 RVE3 +0.29 ND ND ND ND ND ND ND
22:5n-3 RVD5(, 30pa) ND ND ND ND ND ND ND ND
22:5n-3 PD1(n3, opay ND ND ND ND ND ND ND ND
22:5n-3 MaR 1 50pa) +048 [T + 0.32 223 +1.19 [N + 050 |IINNGIRT + 1.00 251 £0.74 1.96 +092 ND
o| 22603 RvD1 ND ND ND ND ND ND ND ND
S| 226n3 8-0x0RVD1 +0.21 ND |G + 0.28 ND ND ND ND ND
2| 22603 17-0x0RVD1 ND ND ND ND ND ND ND ND
5| 226n3 RvD2 ND ND ND ND ND ND ND ND
S| 22603 RvD3 ND ND ND ND ND ND ND ND
22:6n-3 AT-RVD3 ND ND ND ND ND ND ND ND
22:6n-3 RvD4 ND ND ND ND ND ND ND ND
22:6n-3 RvD5 ND ND ND ND ND ND ND ND

22:6n-3 RvVD6 |AGE] + 0.0s  [NAGE] + 0.13 3.34 £ 0.84 2.86 +0.63 1.21 3.58 + 0.62 2.74 + 033 195 +0.37
22:6n-3 PD1 ND ND ND ND 10.23 ND - +3.15 ND
22:6n-3 PDX ND ND ND ND 15.71 ND +6.19 ND
22:6n-3 AT-PD1 ND ND ND ND ND ND ND ND
22:6n-3 22-OH-PD1 ND ND ND ND ND ND ND ND
22:6n-3 MaR1 1121 £390  [AGS + 0.92 ND ND +9.77 ND 7.78 224 ND
22:6n-3 7(S)-MaR1 ND ND ND ND ND ND ND ND

Sum 16.87 + 4.26 +1.38 15.66 + 5.93 10.64 + 4.93 +34.38 9.73 £ 1.65 39.84 + 6.47 +0.53

A change 0.00 +4.26 0.00 + 1.38 +5.93 5.09 +4.93 +34.38 4.17 +1.65 2297 + 647 +0.53

Values are mean + SEM of 5-7 mice/group. ND = Below limits of detection of the assay in =2 50% of samples. Remaining missing values were replaced with half the minimum positive value in the original data set.

Relative concentration

Low

High



Supplemental Table 1E: Non-enzymatic metabolite cc tration (pmol/g) in young and aged mouse tibialis anterior (TA) muscle homogenates
Uninjured Day 1 post-injury Day 3 post-injury Day 5 post-injury
Pathway | Substrate Analyte Young Aged Young Aged Young Aged Young Aged
20:4n-6 9-HETE ND ND ND ND ND ND ND ND
20:4n-6 11-HETE +4.17 +10.82 98.10 + 13.23 110.00 * 24.49 +45.42 245.83 + 56.58 +22.13 211.98 +27.31
20:5n-3 9-HEPE +6.38 +4.90 +295 +1.89 +11.53 52.06 +8.14 +11.29 39.48 +6.62
o |__20:5n-3 11-HEPE +0.32 +0.75 5.66 + 0.85 5.96 + 1.28 + 3.66 14.40 + 2.95 +0.76 7.95 + 1.92
T 22:6n-3 8-HDoHE +1.18 +235 60.75 + 15.07 46.36 + 19.21 +18.59 34.33 +7.45 39.90 + 4.62 +1.52
% 22:6n-3 10-HDoHE +3.20 +3.45 58.36 + 12.35 47.81 £ 17.75 +13.75 44.49 £7.03 50.35 + 3.61 +2.66
5 22:6n-3 11-HDoHE +3.62 +1.44 41.30 + 10.50 32.79 + 13.25 +12.86 29.54 +5.39 31.08 + 3.62 +1.47
é 22:6n-3 13-HDoHE +0.79 +2.88 58.98 + 12.83 47.74 £ 16.51 + 15.46 53.97 + 10.16 64.41 + 548 30.42 + 3.38
22:6n-3 16-HDoHE +1.91 +4.00 83.24 + 19.54 71.69 +28.18 +24.12 61.79 +9.86 70.10 £ 9.91 +3.76
22:6n-3 20-HDoHE +0.98 +3.47 70.68 + 15.95 59.62 + 17.82 +21.60 67.20 + 10.48 66.77 +5.18 35.17 + 3.62
Sum +9.32 +31.01 492.78 + 97.68 434.35 + 136.70 + 150.77 603.64 + 114.54 778.96 + 40.40 408.86 + 46.02
A change +9.32 +31.01 256.95 + 97.68 282.64 + 136.70 + 150.77 451.94 + 114.54 543.13 + 40.40 257.15 + 46.02

Values are mean + SEM of 5-7 mice/group. ND = Below limits of detection of the assay in = 50% of samples. Remaining missing values were replaced with half the minimum positive value in the original data set.

Relative concentration

Low

High
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