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Analysis of fatty acids 

Fatty acid profiling was performed using an aliquot (one tenth) of the samples as obtained directly after alkaline hydrolysis and subsequent neutralization with acetic acid.  These aliquots were diluted 1:10 with methanol containing internal fatty acid standards (1 µg of each C15:0, C21:0 50 µg, C20:4-d8, C18:2-d4 5 µg, C20:5-d5 and C22:6-d5). HPLC-measurement was performed using an Agilent 1200 HPLC system with binary pump, autosampler and column thermostat equipped with a Phenomenex Kinetex-C18 column 2.6 µm, 2.1 x 15 mm column using a solvent system of aqueous formic acid (0.1%) and acetonitrile. The solvent gradient started at 70 % acetonitrile and was increased to 98 % within 10 min and hold until 14 min with a flow rate of 0.4 mL/min. The injection volume was 5 µL. The HPLC was coupled with an Agilent 6460 triplequad mass spectrometer with electrospray ionization source (parameters in Table 1S) operated in negative selected ion mode (parameters in Table 2S).
Supplemental Tables and Figures
Table 1S - Ion source parameters for fatty acid analysis using LC-MS
	Gas Temp
	210 °C

	Gas Flow
	7 L/min

	Nebulizer press
	45 psi

	Sheath Gas Temp
	350 °C

	Sheath Gas Flow
	11 L/min

	Capillary voltage
	4000 V

	Nozzel voltage
	1500 V


Table 2S - MS parameters for fatty acids

	Compound 
	ISTD
	Mass
	Dwell
	Fragmentor

	C 12:0
	 
	199
	30
	140

	C 14:1
	 
	225
	30
	140

	C 14:0
	 
	227
	30
	140

	C 15:0
	x
	241
	30
	140

	C 16:1
	 
	253
	30
	140

	C 16:0
	 
	255
	50
	140

	C 18:3
	 
	277
	30
	140

	C 18:2
	 
	279
	30
	140

	C 18:1
	 
	281
	80
	140

	C 18:2-d4
	x
	283
	30
	140

	C 18:2-d4
	x
	283
	50
	140

	C 18:0
	 
	283
	80
	140

	C 20:5
	 
	301
	30
	140

	C 20:4
	 
	303
	30
	140

	C 20:3
	 
	305
	50
	140

	C 20:5-d5
	x
	306
	30
	140

	C 20:1
	 
	309
	80
	140

	C 20:4-d8
	x
	311
	30
	140

	C 21:0
	x
	325
	80
	140

	C 22:6
	 
	327
	30
	140

	C 22:5
	 
	329
	50
	140

	C 22:6-d5
	x
	332
	30
	140

	C 22:1
	 
	337
	80
	140
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Figure 1S – Saturated and monounsaturated fatty acid composition of RBCS from mice fed a chow or n-3 PUFA-enriched diet and exposed to control or TCDD.  Data were analyzed by two way ANOVA with post hoc Holm-Sidak comparisons.  *Above a horizontal line, indicates a statistically significant difference between chow and n-3 diet, p < 0.05.
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Figure 2S – Ratio of epoxide/diol metabolites as an index of soluble epoxide hydrolase activity from mice fed a chow or n n-3 PUFA-enriched diet and exposed to control or TCDD.  A-B, Liver and plasma levels of EET/DHET ratio.  C-D, Liver and plasma levels of EEQ/DiHETE ratio.  E-F, Liver and plasma levels of EDP/DiHDPA ratio.  Data were analyzed by two way ANOVA with post hoc Holm-Sidak comparisons.  *Above a horizontal line, indicates a statistically significant difference between chow and n-3 diet, p < 0.05.  *Above a vertical bar indicates a significant difference between control and TCDD treatment groups within the same diet, p < 0.05.  EET, epoxyeicosatrienoic acid; EEQ, epoxyeicosatetraenoic acid; EDP, epoxydocosapentaenoic acid; DHET, dihydroxyeicosatrienoic acid; DiHETE, dihydroxyeicosatetraenoic acid; DiHDPA, dihydroxydocosapentaenoic acid.
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Figure 3S – Autoxidation products derived from arachidonic acid (HETE), eicosapentanoic acid (HEPE), and docosahexanoic acid (HDHA) from mice fed a chow or n n-3 PUFA-enriched diet and exposed to control or TCDD.  A, Liver and B, plasma levels of HETEs, HEPEs, HDHAs.  Data were analyzed by two way ANOVA with post hoc Holm-Sidak comparisons.  *Above a horizontal line, indicates a statistically significant difference between chow and n-3 diet, p < 0.05.  *Above a vertical bar indicates a significant difference between control and TCDD treatment groups within the same diet, p < 0.05. HETE, hydroxyeicosatetraenoic acid; HEPE, hydroxyeicosapentaenoic acid; HDHA, hydroxydocosahexaenoic acid.
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Figure 4S – Lipoxygenase-5-derived products from arachidonic acid (HETE), eicosapentanoic acid (HEPE), and docosahexanoic acid (HDHA) from mice fed a chow or n n-3 PUFA-enriched diet and exposed to control or TCDD.  A, Liver and B, plasma levels of HETEs, HEPEs, HDHAs.  Data were analyzed by two way ANOVA with post hoc Holm-Sidak comparisons.  *Above a horizontal line, indicates a statistically significant difference between chow and n-3 diet, p < 0.05.  *Above a vertical bar indicates a significant difference between control and TCDD treatment groups within the same diet, p < 0.05.  HETE, hydroxyeicosatetraenoic acid; HEPE, hydroxyeicosapentaenoic acid; HDHA, hydroxydocosahexaenoic acid.
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Figure 4S – Lipoxygenase-12-derived products from arachidonic acid (HETE), eicosapentanoic acid (HEPE), and docosahexanoic acid (HDHA) from mice fed a chow or n n-3 PUFA-enriched diet and exposed to control or TCDD.  A, Liver and B, plasma levels of HETEs, HEPEs, HDHAs.  Data were analyzed by two way ANOVA with post hoc Holm-Sidak comparisons.  *Above a horizontal line, indicates a statistically significant difference between chow and n-3 diet, p < 0.05.  *Above a vertical bar indicates a significant difference between control and TCDD treatment groups within the same diet, p < 0.05.  HETE, hydroxyeicosatetraenoic acid; HEPE, hydroxyeicosapentaenoic acid; HDHA, hydroxydocosahexaenoic acid.
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Figure 4S – Lipoxygenase-15-derived products from arachidonic acid (HETE), eicosapentanoic acid (HEPE), and docosahexanoic acid (HDHA) from mice fed a chow or n n-3 PUFA-enriched diet and exposed to control or TCDD.  A, Liver and B, plasma levels of HETEs, HEPEs, HDHAs.  *Above a horizontal line, indicates a statistically significant difference between chow and n-3 diet, p < 0.05.  *Above a vertical bar indicates a significant difference between control and TCDD treatment groups within the same diet, p < 0.05.  HETE, hydroxyeicosatetraenoic acid; HEPE, hydroxyeicosapentaenoic acid; HDHA, hydroxydocosahexaenoic acid.
