Evaluation of the metabolite profile of Fish Oil Omega-3 fatty acids (n-3 FAs) in

Micellar and Enteric Coated Forms— A Randomized, Cross-Over Human Study

Supplementary Data
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Figure S1: LC-HRMS chromatograms of n3-FAs and their metabolites. (a) 18-HEPE, (b) 15-HETE-dS, (c) 17-
HDHA, (d) 14-HDHA, (e) DPA, (f) EPA, (g) DHA, (h) RvE], (i) RvE2, (j) RvD1, (k) RvD2, () RvD3, (m)
RvD4, (n) RvDS5, (o) RvD6, (p) EPA-d5, (q) 15(S)-HETE, (r) 12(S)-HETE, (s) 5(S)-HETE, (t) 12(S)-HHTrE
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Figure S2: LC-HRMS chromatograms of n3-FAs and their metabolites as detected in participants’ blood
samples. (a) 18-HEPE, (b) 15-HETE-dS, (c) 17-HDHA, (d) 14-HDHA, (e) DPA, (f) EPA, (g) DHA, (h) RvEl,




(i) RvE2, (j) RvD1, (k) RvD5, (I) RvD6, (m) EPA-d5, (n) 15(S)-HETE, (o) 12(S)-HETE, (p) 5(S)-HETE, (q) 12(S)-
HHT:E.

Table S1. HRMS data extraction parameters for n-3 FA and their metabolites

Compound Name Compound Adduct Rete.ntlon
Formula Time
10-HDHA C22H3203 M-H 7.53
11-HDHA C22H3203 M-H 7.60
11-HEPE C20H3003 M-H 7.09
12(S)-HEPE C20H3003 M-H 7.25
12(S)-HETE C20H3203 M-H 7.60
12(S)-HHTrE C17H2803 M-H 6.66
14(s)-HDHA C22H3203 M-H 7.58
15(s)-HEPE C20H3003 M-H 7.10
15(S)-HETE C20H3203 M-H 7.26
15-HETE-d8 C20H24D80O3 M-H 7.26
17(S)-HDHA C22H3203 M-H 7.32
18-HEPE C20H3003 M-H 6.83
5(S)-HEPE C20H3003 M-H 7.33
5(S)-HETE C20H3203 M-H 7.85
6-keto_Prostaglandin_F1 C20H3406 M-H 6.15
8-HEPE C20H3003 M-H 7.06
9-HEPE C20H3003 M-H 7.13
DHA C22H3202 M-H 9.12
DHA-d5 C22H2702D5 M-H 9.12
DPA3 C22H3402 M-H 941
EPA C20H3002 M-H 8.74
EPA-d5 C20H25D502 M-H 8.74
Mrl C22H3204 M-H 6.22
Mr2 C22H3204 M-H 6.24
PrD1 C22H3204 M-H 6.24
Prostaglandin E3 C20H3005 M-H 4.36
Prostaglandin F3a C20H3005 M-H 4.36
Prostaglandin_D2 C20H3205 M-H 4.87
Prostaglandin_E2 C20H3205 M-H 4.78
Prostaglandin_F2a C20H3405 M-H 5.03
RvD1 C22H3205 M-H 4.75
RvD2 C22H3205 M-H 4.97
RvD3 C22H3205 M-H 4.87
RvD4 C22H3205 M-H 5.62
RvD5 C22H3204 M-H 6.15
RvD6 C22H3204 M-H 6.51
RvE1l C20H3005 M-H 3.46




RvE2
Thromboxane_B2

C20H3004 M-H 5.65
C20H3406 M-H 4.51

Table S2: Serum triglycerides at various time points during treatment.

Time (h) LMF STD ENT

0 2.14+0.73 2.16 £ 0.68 1.27£0.21
3 1.98 + 0.50 2.24 +0.57 1.51+0.24
6 2.34+0.40 2.34+0.53 1.78 £ 0.30
12 2.53 +0.67 2.58 £0.70 2.38 + 0.49%
24 1.81 £0.52 2.09 +0.69 1.45 +0.33
48 1.49 £0.40* 299 +1.20* 1.35+£0.32
72 1.41 £ 0.24* 1.54 £0.38 1.44 +£0.34
96 1.45 £ 0.29* 1.81 £0.46 1.24+0.24
120 1.84 £ 0.61* 1.40 £ 0.37 1.38 £0.45

2-way ANOVA Repeated Measures using Time 0 as Control with Dunnet multiple
comparison correction. * denotes p < 0.05.

Table S3: Blood HDL at various time points during treatment.

Time (h) LMF STD ENT

0 3.80+0.41 4.31+0.61 4.10+0.52
3 365+034 438+0.67 4.03+0.57
6 378+038 428+0.69 4.28+0.61
12 389+047 4.04+064 4.04+0.68
24 3.88 +0.41 423+0.68  4.32+0.60
48 373+040 419+083 4.31+0.56
72 378+038 4.12+0.66 4.10+0.51
96 344+039 4.09+066 3.79+042
120 363+054 418+x0.66 4.17+0.53

2-way ANOVA Repeated Measures using Time 0 as Control with Dunnet multiple

comparison correction. No significance was found.

Table S4: Blood LDL at various time points during treatment.

Time (h) LMF STD ENT

0 290+04 331+£049 3.52+047
3 278+035 336+049 3.34+0.50
6 277+036 321+052 346+0.52
12 281+049 264+040 3.09+0.49
24 3.13+047 328+046 3.65+0.49
48 3.05+£036 332+0.65 3.69+047
72 3.14+037 394+033 3.44+0.39




2-way ANOVA Repeated Measures using Time 0 as Control with Dunnet multiple

96
120

2.78 £0.36
2.79+0.49

3.26 +0.49
4.04 +0.42

3.22+0.34
3.54+0.41

comparison correction. No significance was found.

Table S5: Blood LDL/HDL Ratio at various time points during treatment.

Time (h) LMF STD ENT

0 203+032 272+054 223+0.50
3 202+029 294+065 213+045
6 224+034 3.08+0.79 251+0.54
12 210+039 243+059 2351057
24 227+033 3.04+064 233+044
48 259+041 293+0.79 236+0.44
72 246030 3.58+023 227+040
96 228+040 278+055 221+042
120 254+061 395+032 2.65+040

2-way ANOVA Repeated Measures using Time 0 as Control with Dunnet multiple

comparison correction. No significance was found.

Table S6: Blood TC at various time points during treatment.

Time (h) LMEF STD ENT

0 52+0.36 5.7+0.38 5.88 +0.43
3 5.02+0.35 5.73 +0.47 579+0.5
6 5.03+£0.39 5.54 +0.47 5.87 +£0.53
12 52+0.42 5.23+0.46 5.34+0.52
24 5.26 +0.42 55+£05 6.03 £0.52
48 5.03+0.35 5.81+0.52 6.03 +0.49
72 515+0.4 5.42 £ 0.51 5.77 £0.48
96 4.77 £0.34 544 +0.5 5.43+0.33
120 492 +0.38 5.43 +0.49 5.59 +0.55

2-way ANOVA Repeated Measures using Time 0 as Control with Dunnet multiple

comparison correction. No significance was found.

Table S7: Blood non-HDL cholesterol at various time points during treatment.

Time (h) LMF STD ENT

0 3.8+0.41 4.31+0.61 4.1+0.52

3 3.65+0.34 4.38 +0.67 4.03+0.57
6 3.78 +£0.38 4.28 £0.69 4.28 +0.61
12 3.89 +0.47 4.04 +0.64 4.04 +0.68
24 3.88 +0.41 4.23 +0.68 4.32+0.6

48 3.73+0.4 4.19+0.83 4.31+0.56
72 3.78 £0.38 4.12 +0.66 4.1+0.51




96 3.44+0.39 4.09 £0.66 3.79+0.42
120 3.63 +0.54 4.18 = 0.66 4.17 £ 0.53
2-way ANOVA Repeated Measures using Time 0 as Control with Dunnet multiple

comparison correction. No significance was found.

Table S8: Serum lipid parameters combining all treatments.

Time

(h) HDL LDL LDL/HDL TC TRG non-HDL
0 1.55+0.11 327+0.26 229+027 5.60+023 1.80+032 4.05+0.28
3 1.52+0.11 3.17+£0.26 231+027 550+026 1.86+024 398+0.3
6 1.38+0.10* 3.14+0.27 256+0.31 545+0.27 214+023 4.08+0.3

12 1.34 +0.10* 2.88+0.26" 2.29+0.29 526+0.26 249+0.33* 3.98+0.32
24 1.47+0.10* 3.36+0.27 249+026 559+027 175+028 4.12+0.3
48 148+0.11 336+0.26 257+0.28 5.60+0.27 1.83+038 4.06+0.31
72 146+010 3.42+022 2.63+022 543+026 145+0.17 3.98+0.27
96 146+011 3.09+0.22 239+025 521+0.22* 147+0.18 3.76+0.27
120 1.33+0.12* 3.42+0.27 2.96+0.30" 533+0.27 153+0.27 4.00+0.31
2-way ANOVA Repeated Measures using Time 0 as Control with Dunnet multiple

comparison correction. * denotes p < 0.05.



