Supplementary Method and Materials
1H NMR based metabolomic analysis
· Sample preparation 
A total of 300 µl of plasma were filtered through pre-washed (x7) 3.0 KDa filters (Amicon Micron YM-3; Sigma-Aldrich, St. Louis, MO) via centrifugation at 13,000 g, at 4°C for 30 min. To 285 µl of the filtrate 35 µl of  D2O and 30 µl of 11.77 mM sodium 2,2-dimethyl-2-2silapentane-5-sulfonate (DSS-d6) in 50-mmol NaH2PO4 buffer (pH7) were added. 200 µl of each sample were then transferred to 3 mm Bruker NMR tubes for NMR analysis.  Samples were housed in a thermostatically controlled SampleJet autosampler (Bruker-Biospin, MA, USA) and warmed to room temperature over 3 minutes just prior to analysis.
LC-MS analysis 
· Chemicals and Reagents
LC-MS grade Acetonitrile, Methanol, Isopropyl alcohol, Formic acid (≥99.0 % purity) were obtained from Fisher Scientific (Hanover Park, IL, USA). LC-MS grade Ethanol, Pyridine and Phenylisothiocyanate were purchased from Sigma Aldrich (St louis, MO, USA). Milli-Q Water was used for the aqua mobile phase (EMD Millipore, Billerica, MA, USA). 
· Serum sample preparation using MxP Q500 
Serum samples were prepared as directed in the manufacturer’s instructions (Biocrates Life Sciences, AG, Innsbruck, Austria). Serum samples and calibration standards were thawed on ice. Serum samples were subsequently mixed for 10s and centrifuged at 10,000 g at 4°C for 10 minutes. Three different concentration (low, mid and high) ranges of QC samples were provided by the manufacturer (Biocrates, Innsbruck, Austria). Calibration standards and quality controls (QC) were dissolved in 100 uL of H20 and mixed at 1200 rpm for 15 minutes. 10 uL of serum, calibration standards, QCs, and phosphate buffer solution were added to the 96 well plate. The plate was dried under nitrogen for 30 minutes. All samples and standards were included in a premix of phenylisothiocyanate (PITC) at room temperature, for 60 minutes for derivatization purposes and subsequently dried under nitrogen for 60 minutes.  Samples were extracted in 5 mM ammonium acetate in methanol for 30 minutes using an orbital shaker and the extracts collected by centrifuging the preparation plate at 500 g for 2 minutes. Sample extracts were diluted with H2O (1:1) for the liquid chromatography (LC) phase of the analysis. For the flow injection analysis (FIA), in a separate plate, 10 uL of sample extract was mixed with 490 uL of the kit solvent.  LC and FIA plates were sealed, mixed for 10 minutes at 600 rpm at room temperature and placed into the thermostatically controlled autosampler for analysis. 
· DI-UPLC-MS/MS 
Serum extracts were analyzed using an Exion liquid chromatography unit coupled with a Quadrupole Trap (QTRAP) 6500+ mass spectrometer (AB SCIEX LLC; Redwood city, CA, USA). For ultra-performance liquid chromatography (UPLC) analysis, serum sample extracts were separated using the MxP Quant 500 C18 column with attached guard and precolumn mixer (Biocrates Life Sciences, AG, Innsbruck, Austria). The mobile phase consisted of A: H20 and formic acid (0.2%); B: MeCN and 4 formic acid (0.2%) delivered at a flow rate of 0.8mL/min with a gradient of B: 0-100% over 4.50 minutes. Eluent %B was increased to 1.00mL/min flow rate and maintained at 100% for 30 seconds followed by a rapid return to the initial conditions for 70 seconds to equilibrate the column. Both positive and negative mode gradient was 5.80 minutes long. The negative mode acquisition gradient differed from positive mode with a difference in %B composition between 2.00-4.50 minutes. The injection volume was 5 uL for positive data acquisition and 15 uL for the negative run. Wash solvent composition consisted of H2O: MeOH: MeCN: IPA (v/v). For comprehensive metabolomics and lipid analysis, Quant 500 kit was used direct flow injections (FIA). This kit allows coverage of up to 630 metabolites from 26 biochemical classes, with advanced and reproducible metabolomics technology for quantification of a broad range of metabolites. An isocratic method was performed using the kit provided solvent (290 mL MeOH: 1 ampule of FIA additives). The isocratic mobile phase (B: 100% MeOH) was delivered at low flowrate of 0.03mL/min. The injection volume was 20 uL for both positive and negative mode acquisitions. All data were extracted using the MetIDQ software following Biocrates instructions (Biocrates, Innsbruck, Austria).
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