Gestational exposure to cannabidiol leads to glucose intolerance in 3-month-old male offspring.
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SUPPLEMENTARY INFORMATION



Leading logFC dim 2 (17%)

0.5

0.0

05

With Outliers

®
®
o ®
T T T
-0.5 0.0 0.5

Leading logFC dim 1 (20%)

Treatment

® Vehicle
e CBD 3 mg/kg

Leading logFC dim 2 (19%)

05

0.0

0.5

Without Outliers

°e
°

T
-0.5

Leading logFC dim 1 (26%)

0.0

T
0.5

Treatment

® Vehicle
s CBD 3 mg/l

Supplemental Figure 1: Principal Component Analysis Plot of 3-month Liver from Vehicle and

CBD-Exposed Offspring.
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Supplemental Figure 2: The effects of gestational CBD exposure on cholesterol and triglyceride levels
in the liver of exposed male offspring at three months of age. At three months of age, (A) hepatic
triglycerides (B) total cholesterol, (C) free cholesterol, and (D) cholesterol esters were assessed in both
vehicle and CBD-exposed (mg of lipid/g of tissue). Data are expressed as the mean £+ SEM. Significant
differences in were assessed by a Student’s unpaired t-test (*, p < 0.05). Circulating and hepatic triglyceride
and cholesterol measurements were detected using the Cobas® Mira S analyzer as previously published.
For triglyceride measurements, triglycerides were hydrolyzed by lipoprotein lipase to glycerol and fatty
acids. Glycerol was then phosphorylated to glycerol-3-phosphate by ATP in a reaction catalyzed by glycerol
kinase (GK). The oxidation of glycerol-3-phosphate was catalyzed by glycerol phosphate oxidase (GPO)
to form dihydroxyacetone phosphate and hydrogen peroxide (H202). In the presence of peroxidase, H202
alters the oxidative coupling of 4-chlorophenol and 4-aminophenazone to form a red-colored quinoneimine
dye, which was measured at 512 nm. The increase in absorbance is directly proportional to the concentration
of triglycerides in the sample. For cholesterol measurements, cholesterol esterase cleaved cholesterol esters,
which then were converted to choleste-4-en-3-one and H202 by cholesterol oxidase. Cholesterol levels
were quantified using a colorimetric assay that measured the breakdown of H202 via the Trinder reaction
as previously described.



