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Supplemental Material 
Endocannabinoid Analyses:
Extraction of plasma samples was performed as previously described 1 with several modifications: After thawing on ice, 400 µl of plasma were diluted with 600 µl of ice-cold PBS. To all samples 10 µl of an internal standard mixture, containing 100 pg/µl of each of the deuterated endocannabinoids 2-arachidonoyl(20:4) glycerol-d11 and arachidonoyl(20:4) ethanolamide-d4 (Cayman Chemical) were added. After incubation on ice for 15 minutes, 1 ml of toluene was added. Extraction was performed by shaking the samples in a ThermoMixer (Eppendorf) for 5 min at 4 °C and 2000 rpm. After centrifugation (16,100 RCF, 5 min, 4 °C), the upper (organic) phase was transferred to a new tube and the lower phase extracted with additional 800 µl of toluene. The combined organic phases were dried under a stream of nitrogen. The dried extract was resolved in 300 µl of methanol/water 3:1 (v/v). The samples were again centrifuged, and 70 µl of supernatant were transferred to autoinjector vials.
LC-MS/MS analysis was performed by injection of 35 µl of sample onto a Acquity BEH Shield RP18 column (100 mm × 2.1 mm ID, 1.7 µm particle size, Waters) and detection using a QTRAP 6500 triple quadrupole/linear ion trap mass spectrometer (SCIEX). The LC (Nexera X2 UHPLC System, Shimadzu) was operated at 60 °C and at a flow rate of 0.5 ml/min with a mobile phase of 2 mM ammonium acetate in water (solvent A) and 2 mM ammonium acetate in methanol (solvent B). Endocannabinoids were eluted with the following gradient: initial, 75 % B; 0.50 min, 75 % B; 5.00 min, 79 % B; 5.50 min, 90 % B; 5.60 min, 75 % B; 7.50 min, 75 % B 1.
Endocannabinoids were monitored in the positive ion mode with their specific Multiple Reaction Monitoring (MRM) transitions 1,2. The instrument settings for nebulizer gas (Gas 1), turbogas (Gas 2), curtain gas, and collision gas were 70 psi, 55 psi, 40 psi, and medium, respectively. The Turbo V ESI source temperature was 600 °C, and the ionspray voltage was 5 kV. For all MRM transitions the values for the entrance potential and the cell exit potential were 10 V and 8 V, respectively. The collision energies ranged from 17 to 30 V, the declustering potentials from 70 to 110 V.
The LC chromatogram peaks of endogenous endocannabinoids and deuterated internal standards were integrated using the MultiQuant 3.0.2 software (SCIEX). Endogenous endocannabinoids were quantified on the basis of external calibration curves which were calculated from LC-MS/MS measurements of serially diluted synthetic 2-arachidonoyl glycerol and arachidonoyl ethanolamide standard solutions within the range of 0.0 to 42.3 pmol on column. To each dilution fixed amounts of the deuterated internal standards were added. The standard calibration curves were plotted based on molar concentration versus peak area ratio of endocannabinoid standards to deuterated internal standards. Linearity and correlation coefficients (R2) of the calibration curves were obtained via linear regression analysis. R2 of the calibration curves were >0.99. The calculated amounts of endogenous ethanolamides were normalized to the volume of the plasma sample.
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